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Suzhou Connect Biopharmaceuticals, Lid
Investigational Drug: CBP-201
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Protocol CBP-201-WW003
21 December 2021

PROTOCOL SYNOPSIS

Protocol Title

A Multicenter, Randomized, Double-blind, Placebo-controlled Study to Evaluate CBP-
201 in Adult Patients with Chronic Rhinosinusitis with Nasal Polyps

Investigational CBP-201 for subcutaneous injection

Product

Reference Product Placebo

Indication Chronic Rhinosimisitis with Nasal Polyps

Protocol Number CBP-201-WW003

Study Phase Phase 2

Number of Study Multiple study sites (approximately 70 sites), in the United States, China, Furopean
Sites Union and Furasian Economic Union

Number of Patients
Planned

147

Objectives

Primary Objectives:

To evaluate the efficacy of CBP-201 on a background of mometasone furoate nasal
spray (MFNS) in reducing endoscopic nasal polyp score (NPS) and nasal
congestion/obstruction score (NCS) severity in patients with chronic thinosinusitis with
nasal polyps (CRSwNP) whose disease remains inadequately controlled despite daily
treatment with infranasal corticosteroid (INCS) therapy in comparison to placebo.

Secondary Objectives:

To evaluate the effect of CBP-201 on:

* Symptoms of sinusitis

* Computed tomography image scores of nasal polyps and smus inflammation

* Patient reported outcomes (PROs) and health-related quality of life (HRQoL)

s Safety and tolerability of CBP-201 m patients with CRSwINP

Exploratory Objectives:

* To evaluate the effect of CBP-201 in the subgroups of patients with comorbid
asthma

* To evaluate the pharmacokinetics (PE) and pharmacodynamics (PD) of CBP-201 in
patients with CRSwNP

Study Design

Multicenter, randomized, double-blind, placebo-controlled study evaluating the effect
of CBP-201 i patients with CRSwNP whose disease remains inadequately controlled
despite daily treatment with INCS therapy.

The study consists of 3 periods:

Screening/Run-in Period: (Up to 31 days)

Beginning at the first screening visit and throughout the duration of the treatment
period, patients will be asked to standardize their INCS to a regimen of mometasone
furoate (NASONEXY) nasal spray (MFNS) of 2 actuations (50 mcg/actuation) in each
nostril fwice daily (BID), total daily dose of up to 400 mcg, unless they are intolerant to
BID INCS in which case, they may remain on a stable dosage of mometasone of 2
actuations (50 mecg /actuation) in each nostril once daily, total daily dosage of 200 mcg.
The screening period can be up to 31 days to allow for a min-in of at least 28 days if the
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patients have not been on a documented steady dose of INCS prior to screening. If the
patients are able to document steady use, then the mun-in period may be shortened to as
little as 7 days (with patient diary entry to confirm compliance).

Treatment Period: (CBP-201/placebo for 24 weeks)

After screening/min-in has been completed, eligible patients will be randomly allocated
in a 1:1:1 ratio to receive double-blind treatment with CBP-201 or placebo with every
other week visits to the study site for subcutaneous (SC) injections:

= CBP-201 300 mg every 2 weeks SC administration for 24 weeks with an initial
loading dose of 600 mg at Day 1

= (CBP-201 300 mg every 4 weeks SC administration for 24 weeks with an initial
loading dose of 600 mg at Day 1. These patients will also receive volume matched
placebo every 4 weeks on alternating visits to maintain the study blind.

# Placebo every 2 weeks SC administration for 24 weeks (Placebo loading at Day 1)

Randomization will be stratified by comorbid asthma

All patients will contimue stable dose of MFNS (200 mcg) BID or once daily used

during mn-in period throughout the study.

Post-treatment Follow-up Period: (8 weeks)

After completing 24 weeks of treatment with the investigational product (IP) (or

following early discontinuation of IP), patients will be followed for additional 8 weeks.

Patients will be asked to complete a study visit every 4 weeks for follow-up

assessments.

Main Eligibility
Criteria:

Inclusion Criteria
A patient mmst meet the following criteria to be eligible to participate in this study:

1. Female and male patients aged = 18 and =< 75 years at the time of screening.

2. Patients who are diagnosed with chronic rhinosimsitis with bilateral polyps
despite treatment with systemic corticosteroid within the past 2 years and/or
medical contraindication/intolerance to systemic corticosteroids. The polyps have
a minimum bilateral NPS of 5 out of a maximum score of 8 with at least a score of
2 for each nostril at screening (central read) and baseline (local read) evaluated by

endoscopy. Note: Patient infolerance fo systemic corficosteroids includes patient
refusal of treatment with systemic corticosteroids due to undesirable side gffects.

3. Nasal congestion/blockade/obstruction with moderate or severe symptom severity
(Nasal Congestion Score of = 2) at screening and a weekly average severity of = 1
at fime of randomization.

4. Patients using a documented stable dose of nasal mometasone at least 200
meg/day, or an equivalent daily dose of another INCS, for at least 28 days before
randomization and willing to confinue the dose for the duration of the study. Note:
For patients who are using an INCS product other than MFNS5 prior fo the
screeming visit, the investigator must switch the patient fo MFNS at V1. Patients
must use nasal mometasone af least 200 mecg/day, or equivalent, for at least 28
days before randomization, which can include 21 days prior to screening with
supportive documeniation. Rum-in can be 7-31 days with the compliance
determined in the week prior to dosing.

5. Patients willing to enter patient diary daily symptom assessments and maintain
stable dosing with MFNS with a compliance of at least 70% in the 7 days
preceding randomization. Nofe: 70% compliance will be calculated as af least 5 af
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CONFIDENTIAL Page 13 of 97



DocuSign Envelope ID: 3703ABBE-FE06-4BCE-A2B6-TB61CECABBCS

Suzhou Connect Biopharmaceuticals, Lid Protocol CBP-201-WW003
Investigational Drug: CBP-201 21 December 2021

7 DAYS of MFNS use in the 7 days prior to randomization AND at least 5 af 7
DAYS af NCS completion in the patient diary in the 7 days prior to randomization.

6. Male patients who are non-sterilized and sexually active with a female partner of
childbeaning potential agree to use highly effective contraception from
randomization until 8 weeks after last dose.

7. Female patients of childbearing potential who are sexmally active with a
nonsterilized male pariner should have a confirmed negative serum beta-lnman
chorionic gonadotropin test at Visit 1 and agrees to use highly effective
confraception from signing of informed consent throughout the duration of the
study and for 8 weeks after last dose.

8. Patient is able to understand and willing to sign the informed consent form (ICF)
prior to any study related procedures being performed.

0 Willing and able to comply with all study visits and study-related procedures, in
the opinion of the Investigator.

Exclusion Criteria
A patient who meets any of the following criteria will be ineligible to participate in this
study:

10. Patients unable to use MFINS.

11. Patients who are taking or have taken the following prohibited therapies as

specified:

a. Systemic steroids within 28 days prior to screening,

b. Other nonbiologic investigational dmgs within 60 days (or 5 half-lives,
whichever is longer) of screening,

c. Infranasal corficosteroid drops or corticosteroid-administering devices (eg.
OptiNose device or stents) within 28 days prior to screening,

d. Non-steroidal immmnosuppressants (eg, cyclosporine, methotrexate,
azathioprine, mycophenolate, sirolimus, tacrolimus) within 60 days or 5 half-
lives, whichever is longer, of screening,

e Any monoclonal antibody therapy (eg, benralizumab, mepolizumab,
omalirnmab, resiliznmab, dupilumab) or investigational biologic dmug for
asthma or other diseases within 60 days or 5 half-lives, whichever is longer,
of screening,

f Leukoiriene antagonists'modifiers within 7 days prior to screening for patients
who were not on confinuous treatment for = 30 days prior to screening,

g Allergen immunotherapy for patients who were not on maintenance treatment
for at least 90 days prior to screening,

h  Any marketed nonbiologic drug that modulates type 2 cytokines (eg, suplatast
tosilate) within 30 days or 5 half-lives (whichever is longer) prior to
SCTEeening.

1.  Any investigational small molecule dmg or treatment within 16 weeks or 5
half-lives (whichever is longer) prior to screening.

12. Patients who did not respond favorably to previous dupilumab treatment (eg.
therapy failure or patient experienced an adverse reaction to treatment).

13. Patients who have undergone any nasal surgery (including polypectomy) within 6
months before screening; or have a history of sinus or nasal surgery modifying the
structure of the nose such that assessment of NPS is not possible or have had
uncontrolled epistaxis requiring surgical or procedural intervention, including nasal
packing.
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CONFIDENTIAL Page 14 of 97



DocuSign Envelope ID: 3703ABBE-FE06-4BCE-A2B6-TB61CECABBCS

Suzhou Connect Biopharmaceuticals, Lid Protocol CBP-201-WW003
Investigational Drug: CBP-201 21 December 2021
14 Patients with conditions/concomitant diseases making them non evaliable at

15.
16.

17.

18.

19.

20.

21.

. Pregnant or intent to become pregnant during the study, or breast-feeding women
23.

screening or for the primary efficacy endpoint such as: antrochoanal polyps, nasal
septal deviation that would occlude at least 1 nostril acute sinusitis, nasal infection
or upper respiratory infection at screening or within 2 weeks before screening,
ongoing rhinitis medicamentosa; known or suspected diagnosis of cysfic fibrosis;
chronic gramlomatous disease and granulomatous vasculitis, granulomatosis with
polyangiitis (Wegener’'s Grammlomatosis), eosinophilic granulomatous with
polyangiitis (Churg-Strauss syndrome), Young's syndrome, primary dyskinefic
ciliary syndromes (eg, Kartagener's syndrome) or other dyskinetic ciliary
syndromes.
Signs or a CT scan suggestive of Allergic Fungal Rhinosinusitis
Patients with co-morbid asthma are excluded if:

a. Forced Expiratory Volume in 1 second (FEV1) = 50% of normal predicted

value

OR

b. An exacerbation within 90 days prior screening that required hospitalization
(== 24 hours)
OR

c. Are on a daily dose of inhaled corticosteroids (ICS) higher than 1000 mcg
fluticasone propionate or the equivalent.

Enown or suspected history of immunosuppression, including history of invasive
opportunistic infections, such as aspergillosis, coccidioidomycosis, histoplasmosis,
human immunodeficiency vims (HIV), listeriosis, pneumocystosis, or tuberculosis,
despite infection resolution; or umusually frequent, recurrent or prolonged
infections. Tuberculosis testing would be performed on a country-by-country basis
according to local guidelines if required by regulatory authorities or ethics
committees.

Patients who have active Hepatitis B, Hepatitis C or HIV infections as determined
by positive results at Screening for hepatifis B surface anfigen (HBsAg) or hepatitis
B core antibody (HBcAb); or hepatitis C virus anfibody (HCVAD); or positive HIV
serology. Note: Patients who fest positive for HBcAb, negative for HBsAg and
subsequently confirmed positive for HBsAb, indicating resolved natural infection
{confirmed by negative HBV-DNA), may participate. Patients with positive HCVAb
may participate if subsequent viral load is confirmed negative.

A helminth parasitic infection diagnosed within 24 weeks prior to the date of
informed consent that has not been treated, or has failed to respond to, standard of
care therapy.

Evidence of infection requiring treatment with systemic antibacterials, antivirals,
antifungals, anfiparasitics, or antiprotozoals within 7 days before baseline, or viral
infections within 14 days before screening that may not have received antiviral
treatment.

Live, attenmated vaccinations within 28 days prior to screening or planned live,
attenuated vaccinations during the study.

Any disorder, including, but not limited to, cardiovascular, gastrointestinal, hepatic,
renal, neurological, mmsculoskeletal, infections, endocrine, metabolic,
haematological, psychiatric, or major physical impairment that is not stable in the
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24

25.

26.

27.

28

29

opinion of the investigator and may affect the safety of the patient thronghout the
study, or mfluence the findings of the studies or their interpretations, or impede the
patient’s ability to complete the entire duration of study.

Any clinically significant abnormal findings in physical examination, vital signs,
safety 1ab tests during screening/un-in period, which in the opinion of the
investigator, may put the patient at risk because of their participation in the study,
or may mfluence the results of the study, or the patient’s ability to complete entire
duration of the study.

Have any of the following laboratory abnormalities at Screening:
Eosinophils >1500 cells'/mm’ (or 1.5 x 10°/L)

Platelets <100000 cells/mm? (or 100 x 10°/L)

c. Creatine phosphokinase (CPE) = 10 upper limit of normal (ULN)
d. Alanine aminotransferase (ALT) = 2.5 times the ULN
e
f

= o

Aspartate aminotransferase (AST) = 2.5 times the ULN

Bilirubin = 2 times the ULN
History of alcohol or drug abuse within 12 months prior to the date informed
consent.

An allergy to L-histidine, trehalose or Tween (polysorbate) 80 or a history of a
systemic hypersensitivity reaction, other than localized injection site reaction, to
any biologic dmg.

Plans to undergo any surgical procedure requiring general anesthesia during the
study.

History of cancer: Patients who have had basal cell carcinoma, localized squamouns
cell carcinoma of the skin, or in situ carcinoma of the cervix are eligible provided
that the patient is in remission and curative therapy was completed at least 12
months prior to the date mformed consent. Note: Patients who have had other

malignancies are eligible provided that the patient is in remission and curative
therapy was completed at least 5 years prior fo the date of informed consent.

Study Duration

Approximately 36 weeks including screening period up to 4 weeks, 24-week treatment
period, and 8-week period of additional follow-up.

Test Products and

CBP-201: provided as a single-use 2 ml. vial containing 1.2 ml. clear to slightly yellow

Route of sterile solution of CBP-201 targeted to be approximately 150 mg/ml..

Administration Placebo: provided as a single-use 2 ml. vial containing 1.2 ml. solution containing
identical excipients without CBP-201. Matched volumes and number of vials are to be
used for placebo doses.
Study drmug will be administered by SC injection.

Dose Regimen Randomized 1:1:1 to the following double blinded treatment:

CBP-201 300 mg 5C every 2 weeks with a 600 mg loading dose on Day 1

CBP-201 300 mg SC every 4 weeks with 600 mg loading dose on Day 1. This group
will also receive matched placebo every 4 weeks on alternate weeks to maintain the
blind

Placebo SC every 2 weeks with matched volume placebo loading dose on Day 1

Study Endpoints

Efficacy

Primary Efficacy Endpoints:
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There will be 2 co-primary endpoints:

# (Change from baseline at Week 24 in endoscopic NPS

Endoscopic NPS is graded based on polyp size (recorded as the sum of the right and left
nostril scores with a range of 0 to 8; higher scores indicate worse status).

# (Change from baseline at Week 24 in average daily nasal congestion score (NCS)
Secondary Efficacy Endpoints:
# (Change from baseline at Week 24 in:

— Percentage of maxillary sinus volume occupied by disease on CT and Lund-
Mackay Computed Tomography scores from patients enrolled at Study Sites that
are approved and qualified to perform CT scans

—  University of Pennsylvania Smell Identification Test (UPSIT)
— Visual analogue scale for rhinosinusitis (VAS-ES)

— Total nasal symptom score (TINSS)

— 22-item Sinonasal Cutcome Test (SNOT-22)

— Average daily anterior rhinorrhea score

— Average daily posterior thinorthea score

— Average daily loss of smell score

—  Daily subject-assessed nasal peak mspiratory flow (INPIF)

= Requirement of rescue treatment (systemic CS for = 5 consecutive days) or having
had surgery for nasal polyps throngh Week 24

* Time to rescue treatment (systemic CS for = 5 consecutive days) or surgery for nasal
polyps through Week 24

Exploratory endpoints:
* Change from baseline at Week 24 in FEV) for subjects with asthma

* Proporfion of patients with minimal clinically important difference = §.9 in SNOT-
22 at Week 24

* Change from baseline at Week 16 in endoscopic NPS

# (Change from baseline at Week 16 in Average daily NCS

* Change from baseline at Week 24 in European quality of life scale (EQ-5D-5L)
#» Healthcare resource utilization through Week 24

Safety

Safety and Tolerahility:

Safety endpoints will be summanized by descriptive statistics and narratives where
indicated by severity.

*  Adverse events (AFs) reported, mchiding SAFs and adverse events of special
interest (AEST)

= Vital signs

# Physical examination

» Flectrocardiogram (ECG) parameters
# [Injection site evaluations
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s Safety laboratory parameters
* Anfidmg antibodies (ADA) and neutralizing antibodies (NAD)

Pharmacokinetics

Whole blood for plasma CBP-201 concentrations will be obtained and analysed. The
individual and mean steady-state trough PK profile will be calculated and additional PE
parameters may be estimated from a population PE model

Additional sampling will be obtained after the last treatment dose as noted above to
characterize the return to baseline.

Pharmacodynamics

Change from baseline in Biomarkers in the blood [including total immunoglobulin E
{IgE). eosinophil count, eosinophil cationic protein, thymms and activation regulated
chemokine (TARC), Eotaxin-3, and periostin].

Statistical
Considerations:

Complete details of the statistical analyses and methods, including data conventions,
will be contained in a separate Statistical Analysis Plan.

Analysis Populations

Five populations will be defined: Randomised Set (R.S). Full Analysis Set (FAS), Per
Protocol Set (PPS), Safety Set (55), and PE Set (PKS).

The primary analyses of all efficacy endpoints will be conducted in the Full Analysis
Set (FAS). Supportive efficacy analyses will be conducted in the Per Protocol Set
(PPS).

Primary Efficacy Analysis

The co-primary endpoints (change from baseline in NP5 and average daily NCS at
Week 24) will be analysed using SAS proc MIXED procedure in the Full Analysis Set.
Statistical comparisons between each freatment group and placebo will be performed.
NPS. The linear mixed model will be applied to change from baseline to each timepoint
through Week 24 in endoscopic NPS to evaluate the treatment effect of the primary
endpoints. The fixed effects will be included as followed: treatment group, endoscopic
NPS at baseline, visit, interaction between treatment group and visit, and the presence
of comorbid asthma in the model. Patient will be included as a random effect.

Based on the model, t-test will be performed for least square means of interaction
between treatment group and visit of Week 24, with two-sided significance level of
0.05. 95% confidence interval for least square means of interaction between treatment
group and visit of Week 24 will be calculated. Covariance matrix applied to the within-
subject error will be estimated by Restricted maximmum likelihood (REML). The
Eenward-Roger approximation will be used to estimate the degree of freedom. Details
of assumption on variance structure will be described in the SAP.

Average daily NCS. A similar model used for NPS will be performed for the average
daily congestion score (NCS).

Sample Size Estimation

The sample size estimation is based on the comparison between CBP-201 300 mg every
2 weeks vs. placebo with regard to the co-primary endpoint of NPS: change from
baseline in NPS at Week 24.

Assuming a common standard deviation in the NP5 of 2.1, and based on the use of a
two-sided test at the alpha=0.05 level , 41 patients per group will provide 80% power to
detect a difference of 1.3 between the CBP-201 group and the placebo group in the
change of NPS from baseline to Week 24. To allow for a 15% dropout rate, the planned
sample size is 49 subjects per group (147 total).
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Table 1: Schedule of Assessments
Early
Assessments Screen | T Treatment Period Follow-up Period Unsched- | o mina-
line uled Visits' .
tion (+7d)
DE D15 Dz9 Da3 D57 D71 DBS Dog D113 D127 D141 D155 D197 EDS
D-31 EOT D169 D225
t0 D-1% D1 Wi w2 wa W6 WE W10 wiz wi4 W16 W1B W20 w22 e ) W2E W3z
(£3d) (3] [£3d) (£3d) (£3d) (£3d) (£3d) (£3d) (3] (3] (3] (£3d) [5d) [£5d)
Visit V1 V2 V3 V4 V5 Vi V7 Ve Vo 10 11 12 Vi3 V14 V15 Vie V17 MNA MNA
Informed Consent and X
assign patient number
Demographics and X
Medical History
Eligibility Criteria X X
Prior and
Concomitant X X X X X X X X X X X X X X X X X X X
Medications
Vital Signs® X X X X X X X X X X X X X X X X X X
Height
Body Weight X X X X X X
C -
om p_lete. Physical X X X
Examination®
Brief F’hys.lcal X X X X X X X X X X X X X X X X
Examination®
CT scanv X X X
MNCS*® X X X X X X X X X X X X X
EQ-5D-5L X X X X X X X
VAS-RS X X X X X X X X X X X X
SNOT-22 X X X X X X X X X X X
TNSS X X X X X X X X X X X X
MNasal endoscopy NPS X X X X X X X X
Spirometrys X X X X X X X X X
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Early
Assessments Screen | T Treatment Period Follow-up Period Unsched- | o mina-
line uled Visits' .
tion [+7d)
DB D15 D29 D43 D57 D71 DE5 D99 D113 D17 D141 D155 D197 £oS
D-31 EOT D169 D225
t0 D-1% D1 Wi w2 wa W6 WE W10 wiz wi4 W16 W1B W20 w22 e ) W2E W3z
(£3d) [#3d) [#3d) (13d) (x3d) (13d) (£3d) (£3d) [#3d) [#3d) [#3d) (13d) [#5d] {5d)
Visit V1 V2 V3 V4 V5 Vb V7 VE Vo V10 V11 V12 Vi3 Vi4 V15 Vie V17 MNA MA
Smell test (UPSIT) X X X X X X X X
12-Lead ECG X X X X X
Hepatitis & HIV X
Screens”
Pregnancy Test' X X X X X X X X X X X
Dispense or Review
Patient Diary/ NPIF X X X X X X X X X X X X X X X X X X
Meterl
Randomization X
He.a.lth Fare Resource X X X X X X X X X
Utilization®
Urinalysis X X X X X
Serum Chemistry? X X X X X X X X X X
Hematology™ X X X X X X X X X X
PK Blood Sample” X X X X X X X
PD Blood Sample® X X X X X X X
Blood Sample for
ADA, NabP X X X X X X
Study Drug 5C
uey Hrue - X X X X X X X X X X X X X
Administrationd
Dispense rescue
medication and MFN5 X X X X X X X X X X X X X X X
as needed”
Assess Injection X X X X X X X X X X X X X X X X X X
Site(s)
Adverse Events X X X X X X X X X X X X X X X X X X X
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Abbreviations: ADA = antidrug antibodies; AE = adverse event; CT = computed tomography; D = Day, ECG = electrocardiogram; EQ5 = End-of-5tudy; EOT = End-of-Treatment; EQ-5D-5L =
European quality of life questionnaire; FEVy = forced expiratory volume in the first second of expiration; HBcAb = hepatitis B core antibody; HCVAD = hepatitis C virus antibody; HBsAg = hepatitis
B surface antigen; LABA = long-acting B-agonist; NAD = neutralizing antibody; NCS = Nasal Congestion Score; NPS = Nasal Polyp Score; NPIF = Nasal peak inspiratory flow;

PD = pharmacodynamic(s); PK = pharmacokinetic(s); SABA = short-acting B-agonists; 5C = subcutaneous; SNOT-22 = 22-item Sinonasal Qutcome Test; TN5S5 = Total Masal Symptom Score; UPSIT =
University of Pennsylvania Smell Identification Test; V = visit; VAS-RS = Visual Analogue Scale for Rhinosinusitis; VS = vital signs; W = Week.

Footnotes:

a. The screening period to collect baseline data and determine a patient’s eligibility is 31 days in duration and begins when the ICF is signed.

b.  Vital signs include body temperature, respiratory rate, blood pressure, and heart rate. V5 should be recorded predose for all treatment visits. On D1 (V2), W2 (V4), and W4 (V5), V5 should
be recorded hourly during the Zhour postdose monitoring period. On W6 (VE) and beyond, V5 should be recorded at 30 minutes postdose. During the post-treatment Follow-Up Period, V5
are to be recorded once during each visit. Vital signs may be modified if adapted to telemedicine or home health visits where continuous monitoring may not be possible.

c. A complete physical examination will be performed, which assesses the following: general appearance, skin, eyes/ears/nose/throat, thyroid, head and neck, cardiovascular system,
respiratory system, abdomen, fundoscopy (optional), extremities, lymph nodes, musculoskeletal, and nervous system.

d. A brief physical examination will include an assessment of general appearance, eyes, lungs, and lymph nodes. Physical exams may be modified if adapted to telemedicine or home health
visits.

e. The Nasal Congestion Score should be captured in the patient diary but may be captured by an alternative manner (ie, paper) if the device fails between clinic visits.

f.  IfV2is performed within 7 days of V1, the NP5 (central read) from V1 will be used to confirm eligibility, and the endoscopy will not be repeated at V2. For more details see section 7.8.1
Endoscopic Masal Polyp Score.

g. Spirometry, including FEV 4, forced vital capacity, and peak expiratory flow, will be performed only for patients with asthma. Due to diurnal variation of lung function, it is important that all
spirometry assessments are performed preferably after 7:00 hours and no later than 11:00 hours. Prior to spirometry assessments, twice-daily LABA therapies, including combination
therapies, should be withheld 212 hours, once-daily therapies containing LABA or long-acting muscarinic antagonists should be withheld for = 24 hours, and SABAs should be withheld
26 hours. Reversibility of lung function will be tested if a medical history record of >12% reversibility (improvement in FEV,) cannot be demonstrated within the previous 12 months.

h. Hepatitis screen: For more details see section 7.6.

i. Allwomen of childbearing potential will be tested for pregnancy by a serum pregnancy test at Screening and by urine pregnancy tests at Baseline and thereafter. A negative result must be
obtained prior to randomization.

j- A patient diary and NPIF meter will be issued to the patient with training at Screening visit. At all study visits, patients should be assessed for compliance and re-trained, if necessary, on the
use of the patient diary device and NPIF meter.

k. A questionnaire of Health Care Resource Utilization will be administered. For more details see section 7.8.12.

I.  Serum chemistry panel: sodium, potassium, chloride, bicarbonate, creatinine, blood urea nitrogen, glucose, calcium, uric acid, total protein, total bilirubin, albumin, alanine
aminotransferase, aspartate aminotransferase, alkaline phosphatase, lactate dehydrogenase, gamma-glutamyltransferase, creatine phosphokinase, total cholesterol, triglycerides, and C-
reactive protein. The blood sample must be taken with the patient in fasting state which means no intake of any food or drink except for water for at least 8 hours.

m. Hematology: hemoglobin, hematocrit, platelet count, total white blood cell count with 5-part differential count, differential count, and total red blood cell count.

n. PK blood samples should be collected prior to dosing; date and clock time for each sample should be recorded.

o. PD blood samples for biomarkers of inflammation include Eotaxin-3, ecsinophil cationic protein, total immunoglobulin E, thymus and activation-regulated chemokine, and periostin. Blood
eosinophil count will be measured as part of hematology test. C-reactive protein will be determined as part of the serum chemistry.

p. ADA blood sample: NAD will be tested at all ADA collection time points in samples that are ADA positive.
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gq. Patients are to be observed for 2 hours postdose on D1 [(V2), W2 (V4), and W4 (V5), and 30 minutes postdose for We (VE) and beyond. Assessments and testing should be completed
predose except as noted otherwise. Rotate injection sites: abdomen (avoid area proximal to umbilicus), outer thigh, and upper arm (lateral or posterclateral). Only 1 mL should be injected
per site, and an injection site should not be in the same anatomical location used during the previous visit.

r. Dispense albuterol/salbutamaol MDI for reversibility testing and as an optional take-home rescue medication for those patients with asthma. Patients should be offered replacements as
needed for symptom control throughout the study and should be reminded to document the use in their patient diary. Sites may also provide MFNS for required concomitant use as
needed.

5.  Imjection site reactions should be assessed at all visits from the first dosing day until the end of the study. The previous injection site(s) should be assessed prior to dosing. On all dosing
days, the new injection site should be assessed prior to the patient’s release. The 5C injection site may be assessed using a standard instrument provided in Appendix or described as
needed by the Investigator in the medical notes. Clinically significant findings as determined by the Investigator will be reported as an AE. See section 8.6 for more details.

t.  Unscheduled visits may be conducted as needed, and additional assessments performed at these visits are at the discretion of the Investigator.

u. CT scan will only be required for subjects that are enrolled at Study Sites that are approved and qualified to perform CT Scans.
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LIST OF ABEREVIATIONS

ABBREVIATION TERM

ADA antidrug antibody

AE adverse event

AFESI adverse event of special interest

ATP alkaline phosphatase

ALT alanine aminotransferase

AST aspartate aminotransferase

ATS American Thoracic Society

BID twice daily

CFR Code of Federal Regulations

CMH Cochran-Mantel-Haenszel

CPK creatine phosphokinase

CRO contract research organization

CRSwNP chronic rhinosinusitis with nasal polyps

Cs corticosteroid

cv curriculum vitae

EC Ethics Committee

ECG Electrocardiogram

eCRF electronic case report form

EOS End of Study

EOT End of Treatment

PRO patient-reported outcomes

ERS Furopean Respiratory Society

EQ-5D-5L EuroQol Health Status Measure, 5 Dimensions/S Levels

EQ-VAS EQ visual analogue scale

EU Furopean Union

FAS Full Analysis Set
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ABBREVIATION

FDA

HIPAA
HIV
HRQoL
ICH
ICF
ICS

IgE

INCS

LABA
MedDRA
MDI
MFNS
NAb
NCS

"3 %3

Version 3.0

IERM
Food and Drug Administration (US)

forced expiratory volume in the first second of expiration
Good Clinical Practice

hepatitis B core antibody

hepatitis B surface antigen

hepatitis B surface antibody

hepatitis C virus antibody

Health Insurance Portability and Accountability Act
human immunodeficiency virs

health-related quality of life

International Conference on Harmonisation
informed consent form

inhaled corticosteroid(s)

immunoglobulin E

interleukin (TL-4, I1-13, etc)

intranasal corticosteroid

investigational new dmg

investigational product

Institutional Review Board

long-acting B agonist

Medical Dictionary for Regulatory Activities
Metered Dose Inhaler

mometasone firoate nasal spray

neutralizing antibody

nasal congestion/obstruction score

nasal peak inspiratory flow

nasal polyp score

pharmacodynamic(s)

pharmacokinetic(s)
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ABBREVIATION

PKS
PPS
PROs
QTcF

SABA
SAE

55
SUSAR
TARC

TNSS

UPSIT
us
VAS-RS
Vs

WHODrug

Version 3.0

IERM
PK set

Per Protocol Set

patient reported outcomes

QT interval corrected for heart rate using Fridericia's formmula

Randomised Set

short-acting B agonist

serious adverse event

subcutaneous

safety set

suspected unexpected serious adverse reaction
thymus and activation-regulated chemokine
treatment-emergent adverse event

total nasal symptom score

upper limit(s) of normal

University of Pennsylvania Smell Identification Test
United States

visual analogue scale for rhinosimsitis

vital signs

World Health Organization Dmg Dictionary

CONFIDENTIAL

Page 25 of 97



DocuSign Envelope ID: 3703ABBE-FE06-4BCE-A2B6-TB61CECABBCS

Suzhou Connect Biopharmaceuticals, Ltd Protocol CBP-201-WW003

Investigational Drug: CBP-201 21 December 2021

1 INTRODUCTION

1.1 Background

Chronic rhinosinusitis with or without nasal polyps has a high prevalence and significantly affects
health-related quality of life in affected patients (Avdeeva 2018). Chronic rthinosinusitis, an
inflammation of the nose and paranasal sinuses. 1s delineated by 2 or more symptoms: blockage or nasal
discharge and/or facial pain/pressure and/or loss of smell (Fokkens 2020). This condition affects 11 to
12% of the population in various geographic locations (Hastan 2011; Kim 2016; Hirsch 2017).
Phenotypes of chronic rhinosinusitis initially are divided by the presence or absence of polyps based on
endoscopic examination or radiclogic imaging (Fokkens 2020).

Endotyping of patients with chronic thinosinusitis with nasal polyps (CRSwNP) has increased and has
some benefit for treatment selection (Cardell 2020). New treatment options are now being explored
based on the finding that type 2 immune reactions occur in greater than 80% of nasal polyp cases in
Europe and the United States (US) (Cardell 2020). Current treatment explorations target anti-
immunoglobulin E (IgE) pathways, anti-interleukin (IL-5) mechanisms, and anti-II.-4 and IL-13 receptor
mechanisms (Avdeeva 2018). A study testing subcutaneous (SC) dupilumab, a human monoclonal
antibody that blocks the IL-4Ra subunit in type 2 inflammation, demonstrated a positive outcome of the
drug on nasal polyp score (NPS), a SinoNasal Outcome Test, and an improved sense of smell 1n patients
with CRSwWNP who were unresponsive to topical corticosteroids (CS) (Bachert 2016).

1.2 Investigational Product

CBP-201 1s a novel human monoclonal antibody directed against the cell surface protein IL-4Ra. It 1s an
Investigational Medicinal Product currently in development as a treatment for allergic inflammatory
diseases by Suzhou Connect Biopharmaceuticals, Ltd (referred to here as CONNECT). In vitro and

in vivo nonclinical studies have been conducted to characterize the pharmacologic properties of
CBP-201, confirming the mechanism of action and determuming potential toxicities of CBP-201 in
human patients. Because CBP-201 1s a monoclonal antibody that binds to the same immune target as an
already marketed antibody against the IL-4Ra. Dupixent® (dupilumab) (Dupixent® 2019), the CBP-201
clinical development program has been informed by clinical expenience of a product in this therapeutic
class.

1.3 Effects in Humans

CONNECT has completed 3 Phase 1 clinical studies and 1s 1n progress with 3 Phase 2 climical studies
and 1 Phase 2/3 clinical study in humans to date that are described 1n this document. The first study was
a single ascending dose Phase 1a study to assess the safety, tolerability, pharmacokinetics (PK), and
pharmacodynamics (PD) of CBP-201 in healthy volunteers as the first-in-human study in Australia. A
second similar single ascending dose study has been completed 1n healthy volunteers in China. The third
study was a multiple ascending dose Phase 1b study to assess safety, tolerability, PK, and PD of
CBP-201 1n adult patients with atopic dermatitis. A Phase 2 clinical study in patients with atopic
dermatitis in the US, Australia, New Zealand, China, and the Furopean Union (EU) has recently
completed dosing and 15 1n the reporting phase. A Phase 2 study in patients with asthma 1s on-going 1n
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the US with additional planned sites in China and the EU, Ukraine and South Korea. A Phase 2/3 study
in atopic dermatitis patients 1s also in progress in China.

To date there has been one un-related death from myocardial infarction and 7 additional unrelated
serious adverse events (chest pain, rib fracture secondary to auto accident, cholelithiasis, headache,
nausea, vomiting and pneumonia) occurring in the recently completed double-blind Phase 2 trial of CBP-
201 in patients with moderate-to-severe atopic dermatitis. Most reported treatment-emergent adverse
events (TEAEs) to date have been mild to moderate 1n severity. No clinically relevant trends in clinical

safety laboratory data or vital sign data have been observed across doses or over time up to 1 to 4 months
of treatment.

1.4 Compliance

This study will be performed in compliance with the protocol, International Conference on
Harmonisation (ICH) Good Clinical Practices (GCP), and applicable regulatory requirements.

2 STUDY OBJECTIVES

2.1 Primary Study Objective

To evaluate the efficacy of CBP-201 on a background of mometasone furoate nasal spray (MFNS) 1n
reducing endoscopic NP5 and nasal congestion/obstruction score (NCS) sevenity in patients with
CRSwNP whose disease remains inadequately controlled despite daily treatment with intranasal
corticosteroid (INCS) therapy in comparison to placebo.

2.2 Secondary Objectives

To evaluate the effect of CBP-201 on:

* Symptoms of sinusitis

* Computed tomography image scores of nasal polyps and sinus inflammation
*  Patient reported outcomes (PROs) and health-related quality of life (HRQoL)

*  Safety and tolerability of CBP-201 in patients with CRSwNP

2.3 Exploratory Objectives
e To evaluate the effect of CBP-201 in the subgroups of patients with comorbid asthma

* To evaluate the PK and PD of CBP-201 1n patients with CRSwNP
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3 INVESTIGATIONAL STUDY PLAN

3.1 Overall Design

This 15 a multicenter, randomized, double-blind, placebo-controlled study evaluating the effect of CBP-
201 1n patients with CRSwINP whose disease remains inadequately controlled despite daily treatment
with INCS therapy.

The study consists of 3 periods:

3.2 Screening/Run-In Period: 4 weeks

The Screening Period 1s 31 days. Patients using a documented stable dose of nasal mometasone at least
200 mcg/day, or an equivalent daily dose of another INCS, for at least 28 days before randomization will
be asked to continue the dose for the duration of the study. For patients who are using an alternative
INCS product other than MFNS prior to the screening visit, the investigator must switch the patient to
MFNS at Visit 1. Patients will be asked to standardize their INCS to a regimen of mometasone furoate
(NASONEXY) nasal spray (MFNS) of 2 actuations (50 mcg/actuation) in each nostnil BID., total daily
dose of up to 400 mcg, unless they are intolerant to BID INCS, in which case, they may remain on a
stable dosage of mometasone of 2 actuations (50 mcg /actuation) in each nostril once daily, total daily
dosage of 200 mcg.

Patients must use nasal mometasone at least 200 mcg/day, or equivalent, for at least 28 days before
randomization, which can imnclude days prior to screening with supportive documentation. Run-in can be
7-31 days with comphance determined in the week prior to randomisation using patient diary entnies. If
patients fail compliance requirements, they may undergo retraimng with the patient diary and repeat the
run-in period of 7 days.

3.3 Treatment Period: CBP-201/Placebo for 24 weeks
After screening/run-in has been completed, eligible patients will be randomly allocated in a 1:1:1 ratio to
receive double-blind treatment with CBP-201 Q2W or Q4W or placebo with every other week visits to

the study site for SC imjections:

e CBP-201 300 mg every 2 weeks SC adnimstration for 24 weeks with an mitial loading dose
of 600 mg at Day 1

e CBP-201 300 mg every 4 weeks SC adnimstration for 24 weeks with an mitial loading dose
of 600 mg at Day 1. This group will also recerve matched placebo every 4 weeks on
alternate weeks to maintain the blind.

¢ Placebo every 2 weeks SC adnumistration for 24 weeks (Placebo loading at Day 1)

Randomization will be stratified by comorbid asthma.
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During the double-blind randomized treatment, all patients will continue stable dose of MFNS (200 mcg)
BID or once daily used during the run-in period.

3.4 Post-treatment Follow-Up Period: 8 weeks

After completing 24 weeks of treatment with the investigational product (IP) (or following early
discontinuation of IP), patients will be followed for additional 8 weeks. Patients will be asked to
complete a study visit every 4 weeks to:

e Evaluate PK, PD, antidrug antibodies (ADA), physical examination, QOL, efficacy, safety,
and a last endoscopy at the end of study

e Continue to complete patient diary for symptom evaluation
e Continue MFNS stable dose during post-treatment period

* Report any AE

Patients will be encouraged to remain in the study even if discontinued from study drug treatment.
Patients who discontinue prematurely from study drug treatment are assessed as soon as possible using
the procedures normally planned for the End of Treatment Visit and the 2 post-treatment Follow-up
Period Visits.

3.5 Discontinuation and Study Stopping Rules

Dosing for any individual patient will be stopped if the patient expeniences a drug-related SAE or a drug-
related significant nonserious adverse event (AE), which, in the opinion of the Investigator, physician, or
Sponsor’s medical representative, warrants discontinuation of the study for that patient’s well-being.

Patients should be encouraged to remain in the study even if they have discontinued study drug treatment
due to treatment failure.

3.6 Rationale for Study Design

CBP-201 simultaneously targets the inflammatory actions of both IL-4 and IL-13 of patients with
inflammatory disease. This study 1s a standard add-on design for a Phase 2 trial in CRSwNP to assess
both efficacy and safety of CBP-201. There will be a screeming peniod of 31 days 1n which the patient’s
CRSwNP and health status will be assessed prior to dosing. At the Screening and Baseline Visits, the
patient answers the symptoms questionnaires and will be assessed by endoscopy to measure the nasal
polyp size prior to receiving study drug. If the patient fulfils the eligibility critenia, they will be
randomized to 1 of 3 treatments: CBP-201 300 mg every 2 weeks, CBP-201 300 mg every 4 weeks or
placebo every 2 weeks 1n a 1:1:1 treatment ratio. Patients will recerve study drug or placebo every 2
weeks. Patients will be allowed to continue regular, protocol-permitted, concomitant medications. The
patient’s symptoms and nasal polyp size will be measured throughout the study with 2 co-pnmary
endpoints being the change from baseline NPS and the NCS at Week 24 of treatment.
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Patients will also be closely monitored throughout the study with patient dianies that will be conveying
symptom and physiologic data to site staff for review. Patients will be regularly assessed by the
physician at clinic, tele-visits, or home health care dunng the 24 weeks of treatment followed by an 8-
week post-treatment follow-up period. As indicated in the Schedule of Assessment (Table 1), where
possible, home health visits or telemedicine visits may be utilized to complete study visits when needed
to adapt to COVID-19 pandemic restrnictions and/or patient health concerns. Home healthcare and
telemedicine may reduce the nisk of missed visits due to study site closures and reduce the need for
patients to visit the study site and therefore mimmize the overall burden on patients.

3.7 Study Duration

The study duration 1s approximately 36 weeks including a Screening Period of up to 4 weeks, a 24-week
Treatment Period. and an 8-week Post-treatment/Follow-up Period.

3.8 Study Population
It 15 anticipated that approximately 147 male and female patients with chronic rhinosinusitis with large

bilateral nasal polyps that remain uncontrolled despite daily treatment with INCS will be recruited into
the study.

Approximately 50% of the patients will be targeted to have comorbid asthma and treatment will be
stratified on comorbid asthma. Nete: This may be demonstrated with a documented medical history af
=12% reversibility (improvement in FEV) within the previous 12 months or may be demonstrated at
screening in the clinic. Patients may repeat the reversibility on a different day if it is determined that a
longer bronchodilator washout period is needed.

3.9 Efficacy Assessments

3.9.1 Co-primary Efficacy Endpoints
There will be 2 co-primary endpoints:
e Change from baseline at Week 24 in endoscopic NPS

— Endoscopic NPS 1s graded based on polyp size (recorded as the sum of the night and left nostnl
scores with a range of 0 to 8; higher scores indicate worse status)

e Change from baseline at Week 24 in average daily nasal congestion score (NCS)

3.9.2 Secondary Efficacy Endpoints

e Change from baseline at Week 24 -
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—  Percentage of maxillary sinus volume occupied by disease on CT and Lund-Mackay Computed
Tomography scores from patients enrolled at Study Sites that are approved and qualified to
perform CT scans

—  Umiversity of Pennsylvama Smell Identification Test (UPSIT)

—  Visual analogue scale for thinosinusitis (VAS-RS)

—  Total nasal symptom score (TNSS)

—  22-tem Sinonasal Outcome Test (SNOT-22)

—  Average daily antenor thinorthea score

—  Average daily postenior thinorrhea score

—  Average daily loss of smell score

—  Daily subject-assessed nasal peak inspiratory flow (NPIF)

e Requirement of rescue treatment (systemic CS for > 5 consecutive days) or having had
surgery for nasal polyps through Week 24

¢ Time to rescue treatment (systemic CS for > 5 consecutive days) or surgery for nasal polyps
through Week 24

3.9.3 Exploratory Efficacy Endpoints

¢ Change from baseline at Week 24 m Forced Expiratory Volume in 1 Second (FEV1) for
patients with asthma

e Proportion of patients with mimimal climcally important difference = 8.9 in SNOT22 at
Week 24

e Change from baseline at Week 16 in endoscopic NPS
e Change from baseline at Week 16 m NCS
e Change from baseline at Week 24 i European quality of life scale (EQ-5D-5L)

e Healthcare resource utilization throungh Week 24
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3.9.4 Pharmacodynamic Endpoints

e Change from Baseline in blood levels of IgE

e Change from Baseline in peripheral eosinophil counts

e Change from Baseline in other markers of atopic inflammation in the blood [eosmophil
cationic protein (ECP), thymus and activation-regulated chemokine (TARC), Eotaxin-3,
and periostin |

3.9.5 Pharmacokinetic Endpoints

Whole blood for plasma CBP-201 concentrations will be obtained and analysed. The individual steady-
state trough PK profile will be calculated for each treatment schedule.

Additional sampling will be obtained after the last treatment dose as noted above to charactenze the
return to baseline.

3.9.6 Safety Endpoints

Safety endpoints will be summarized by descriptive statistics and narratives where indicated by
severity.

e AFs reported, including SAEs and adverse events of special interest (AESI)
e Vital signs

e Physical examunation

¢ Electrocardiogram (ECG)

e Injection site evaluations

e Safety laboratory parameters evaluated

e ADA and neutralizing antibodies (NAb)

4 STUDY TREATMENTS

4.1 Study Drug Description

CBP-201: provided as a smgle-use 2 mL wial contaiming 1.2 mL clear to shightly yellow sterile solution
of CBP-201 targeted to be approximately 150 mg/mL.
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Placebo: provided as a single-use 2 mL vial containing 1.2 mL solution containing identical excipients
without CBP-201. Similar volumes and number of vials are to be used for placebo doses.

4.2 Study Drug Administration

Eligible patients will recerve study drug by 5C injection and will randomized 1:1:1 to the following
treatments:

= CBP-201 300 mg 5C every 2 weeks with a 600-mg loading dose on Day 1

* CBP-201 300 mg 5C every 4 weeks with a 600-mg loading dose on Day 1. This group will also
receive volume matched placebo every 4 weeks on alternate visits to maintain the blind.

* Placebo volume-matched SC dosing every 2 weeks with a placebo loading dose on Day 1

Dosing will be volume matched to maintain double-blind with 4 times 1-mL imjections on Day 1 and
2 times 1-mL imjections on subsequent dosing days.

4.3 Rescue Medications

As all patients will have sigmificant thinosinusitis and some patients will also have asthma, patients may
be provided with rescue therapy options. In the case of worsening of endoscopic/radiologic signs and/or
clinical symptoms requiring medical intervention, the Investigator may consider standard of care rescue
treatment such as:

» Nasal lavage with saline and/or systemic antibiotics (up to 2 weeks in case of acute infection)
* Short course oral/systemic corticosteroids(=< 5 consecutive days).

* Sino-nasal surgery for nasal polyps. Based on previous observations, at least 8 weeks of study drug
treatment 1s recommended prior to resorting to surgery to allow an onset of the treatment effect.
Note: Patients receiving sino-nasal surgery during the study are required to discontinue study drug
treatment as this is categorized as a treatment failure, although study assessments may continue.

R.escue options are based on current standard of care, but Investigators are also referred to Scadding et al
2007 for m depth guidance for the management of rhinosinusitis and nasal polyposis.

In addition, in the case of worsemng asthma symptoms, patients may be offered the following rescue
therapies, or others as deemed appropriate by the investigator:

* Albuterol (also known as salbutamol, short-acting b agonist [SABA] inhaler). Note: Patients with
asthma are allowed to use albuterol/salbutamol as needed and use will be documented daily via
patient diary. An increase of 6 or more reliever occasions (1 puff = reliever occasion) in a 24-hour
period for = 2 consecutive days along with decreased peak flow will fulfill the definition of “loss of
asthma control ™.
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* Increase in dosage of inhaled corticosteroids.

Patients receiving rescue medication during the study should continue on study drug unless the
Investigator decides to withdraw the study treatment. Before starting treatment with systemic
corticosteroids, patients should come to the study site for clinical assessments including endoscopy and
review of patient symptoms.

Patient scheduled for sino-nasal surgery may continue IMP up to the time of surgery or EOT whichever
date comes first and at time of surgery will be permanently discontinued from study treatment and
perform efficacy and safety assessments at the EOT visit and return to the site for additional visits as
described in the Schedule of Assessment.

A patient may use a different SABA reliever other than that provided (eg, a different brand of
albuterol/salbutamol). This information must be recorded in the daily patient diary. The use of any form
of SABA dunng the study should be factored into the overall use of reliever/rescue medication and 1n
determining whether a patient meets the critenia of exacerbation as defined m the protocol.

4.4 Other Concomitant Medications

Patients will maintain regular treatment with INCS and should continue on a stable dose and schedule
throughout the study and dose adjustment 1s not allowed.

Patients with comorbid asthma may also be currently taking inhaled corticosteroid (ICS) and should
continue on a regular dose and schedule throughout the study. In the interests of the patients’ safety and
acceptable standards of medical care, the Investigator will be permitted to prescribe any treatment(s) at
their discretion. All treatments, including prescription drugs, vitamins, or herbal medications taken
within 28 days prior to Screening (Visit 1) and throughout the trial must be recorded in the source
documents and eCRF. including indication, dose, umt, route, frequency, and start and stop dates of
administration.

4.5 Prohibited Medications and Restrictions

* Intranasal corticosteroid drops or CS-administering devices (eg, or OptiNose device or stents) are
prohibited. Only mometasone furoate (NASONEXY) nasal spray (MFINS) or regional equivalent, if
agreed with the medical monitor, will be permitted duning the study as a nasal treatment.

* Patients may not use any marketed biologic drug (eg. omalizumab, benralizumab, mepolizumab,
reslizumab, dupilumab) within 60 days or 5 half-lives (whichever 1s longer) of screening and
throughout the study.

* Non-steroidal immunosuppressants (eg, cyclosporine, methotrexate, azathioprine, mycophenolate,
sirolimus, tacrolimus) are not permitted duning the study.

* Leukotriene antagonists/modifiers for patients who were not on continuous treatment for = 30 days
prior to screening are prohibited taken within 7 days prior to screening. If the patients were on these
medications for =30 days prior to screeming they may continue on a stable dose and schedule.
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* Patients may not initiate treatment with allergen immunotherapy from screeming throughout the
duration of the study; if they have been on maintenance allergen immunotherapy for at least 90 days
prior to screening, they may stay on a stable dose of this therapy during the study and dose
adjustment 1s not allowed.

* Patients may not use any marketed nonbiologic drug that modulates type 2 cytokines (eg. suplatast
tosilate) within 30 days or 5 half-lives (whichever 15 longer) prior to screening and throughout the
study.

* Patients may not use any investigational small molecule drug or treatment within 16 weeks or 5 half-
lives (whichever 1s longer) prior to screening and throughout the study.

* From V1 and throughout the study, patients may not use locally administered nasal decongestants
except for the purpose of study required nasal endoscopy.

4.6 Restrictions
If undergoing lung function testing, patients should be requested to:

e Refrain from SABA for at least 6 hours before Screening (Visit 1 and visits requiring lung
function testing)

¢ Delay the morming dose of inhaled combination therapy or long-acting B agomst (LABA)
until after spirometry measurements at Screening (Visit 1) and wvisits requuning lung function
testing. Twice-daily LABAs or combmation products should be delayed for at least 12 hours
and once-daily bronchodilators or combination products should be delayed for at least 24
hours.

Note: On the morning of the Screening visit, patients with asthma are requested to delay their morning
dose of inhaled bronchodilators (SABA, LABA or other) and combination products, if used regularly,
until after pulmonary function testing. If the patient has taken these medications before the screening
visit, patients may continue with screening and return to complete the required pulmonary function tests
on another day. Patients may also return for a repeat screening test if they fail the initial attempt,
provided there is reason to believe that the FEV; would improve during the time between tests. If
patients forget to delay these medications during the dosing period, lung function measurement should
be flagged in the eCRF with a note to document that a potentially confounding concomitant medication
was taken prior to measurement.

4.7 Avoidance of Pregnancy
To include women of childbearing potential in this clinical trial, certain precautions must be taken. These
include a serum pregnancy test at Screening (Visit 1), urine pregnancy testing (females of childbeaning

potential only) throughout the study, as well as requiring the patient to take every precaution to ensure
pregnancy does not occur from the first dose to the last visit (8 weeks after the last dose).
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In order to prevent pregnancy. all female patients of childbeaning potential must use highly effective
methods of birth control, defined as those that result in a low failure rate (1e, less than 2% per year) when
used consistently and correctly.

Acceptable forms of highly effective contraception are:

1. Established use of oral, injected, transdermal or implanted hormonal methods of
contraception.

2. Placement of an infrauterine device or intrautenine system

3. Barrner methods of contraception: Male or female condom or occlusive cap (diaphragm or
cervical/vault caps) with spermicidal foam/gel/film/cream/suppository. The use of barrier
contraceptives should be supplemented with the use of a spermucide. Condoms that are
packaged with spermucide fulfil this recommendation. In countries where spermucide 1s not
available or single barrier methods are not considered highly effective, a second, physical
barrier method must be used.

4. Female stenilization (eg, documented bilateral tubal ligation, hysterectomy, or bilateral
oophorectomy)

5. Male stenilization (with the appropriate post vasectomy documentation of the absence of
sperm 1n the ejaculate). For female patients on the study, the vasectonuzed male partner
should be the sole partner for that patient

6. True abstinence: When this 1s in line with the preferred and usual hifestyle of the patient (eg,
single sex monogamous relationships, commutted absolute abstinence). Note: Periodic
abstinence (eg, calendar, ovulation, symptothermal, postovulation methods) and withdrawal
are not considered true abstinence and are not acceptable methods of contraception

In addition, the use of secondary barrier methods (condoms, diaphragms) will be strongly encouraged
while participating in this study and for 8 weeks following last dose of study drug.

Female patients not of childbearing potential are those who have undergone bilateral tubal ligation,
bilateral oophorectomy, hysterectomy, or are postmenopausal and have been amenorrhoeic for greater
than 1 year with an appropriate clinical profile (eg. age appropnate, history of vasomotor symptoms).

As a precaution, all male patients randomly assigned to the study should use an appropniate method of
contraception (ie, condom and spermicide) in addition to advising their female partner to use another
form of contraception such as those listed above.

If a female patient or a male patient’s partner becomes pregnant during this time period (from first dose
of study drug until 8 weeks afier the last dose), the Investigator will mnform the Sponsor and the
Institutional Review Board (IRB) or Ethics Commuattee (EC), as appropniate, as well as providing the
appropriate medical follow-up. Patients who become pregnant while in the study must be immediately
withdrawn from study drug treatment and followed to resolution, which includes birth or termination of
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the pregnancy. Every attempt should be made to follow the pregnancy to completion. If possible, births
will be followed by the Investigator for 8 weeks for observation of possible congenital abnormalities.
Pregnancies detected prior to randomization at Visit 2 shall be screen-failed and do not require further
follow-up after the patient has been withdrawn from the study.

4.8 Measurement of Patient Compliance

All dosing 1s supervised in the clinic or by home health administration. Dosing compliance will be
deterrined from site records and entry into the eCRF. Patient compliance with study procedures at home
will be estimated based on review of the patient’s daily diary data at each visit. If the patient 1s less than
70% comphiant with the requirements of the protocol based on review of their diary data, the Investigator
or designee must determine if this 1s a tramming 1ssue and retrain the patient on use of daily diary and
pulmonary function device. If the patient continues to demonstrate poor compliance (< 70%), their
participation should be reviewed with the contract research organization (CRO) and Sponsor to
determine 1f the patient should be withdrawn from the study for failing to comply with the requirements
of the protocol.

5 PATIENT ENROLLMENT

5.1 Inclusion Criteria

A patient must meet the following critenia to be eligible to participate in this study:
1. Female and male patients aged > 18 and < 75 years at the time of screening

2. Patients who are diagnosed with chronic rhinosinusitis with bilateral polyps despite
treatment with systemic corticosteroid within the past 2 years and/or medical
contramdication/intolerance to systemic corticosteroids. The polyps have a minimum
bilateral NPS of 5 out of a maxumum score of 8 with at least a score of 2 for each nostril at
screeqng (central read) and baseline (local read) evaluated by endoscopy. Note: Patient
intolerance to systemic corticosteroids includes patient refusal of treatment with systemic
corticosteroids due to undesirable side effects.

3. Nasal congestion/blockade/obstruction with moderate or severe symptom seventy (Nasal
Congestion Score of > 2) at screening and a weekly average severnity of > 1 at time of
randomization.

4. Patients using nasal mometasone at least 200 meg per day, or equivalent daily dosing of
another INCS, for at least 28 days before randonuzation, and willing to continue for the
duration of the study. Nofe: For patients who are using an alternative INCS product other
than MFNS prior to the screening Vvisit, the investigator must switch the patient to MFNS at
V1. Patients must use nasal mometasone at least 200 mcg/day, or equivalent, for at least 28
days before randomization, which can include 21 days prior to screening with supportive
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documentation. Run-in can be 7-31 days with the compliance determined in the week prior
to dosing

5. Patients willing to enter patient diary daily symptom assessments and maimtain stable dosing
with MFNS with a compliance of at least 70% in the 7 days preceding randomization. Nofe:
70% compliance will be calculated as at least 5 of 7 DAYS of MFNS use in the 7 days prior
to randomization AND at least 5 of 7 DAYS of NCS completion in the patient diary in the 7
days prior to randomization.

6. Male patients who are nonstenlized and sexually active with a female partner of
childbearing potential agree to use highly effective contraception from randomuzation until 8
weeks after last dose.

7. Female patients of childbearing potential who are sexually active with a nonsterilized male
partner should have a confirmed negative serum beta-human chorionic gonadotropin test at
Visit 1 and agrees to use highly effective contraception from signing of informed consent
throughout the duration of the study and for 8 weeks after last dose.

8. Patient able to read and understand and willing to sign the informed consent form (ICF)
prior to any study related procedures being performed.

9. Willing and able to comply with study visits and study-related procedures, in the opinion of
the Investigator.

5.2 Exclusion Criteria

A patient who meets any of the following criteria will be meligible to participate in this study:
10. Patients unable to use MFNS.
11. Patients who are taking or have taken the following prohibited therapies as specified:
a. Systemic steroids within 28 days prior to screeming

b. Other nonbiologic mvestigational drugs within 60 days (or 5 half-lives, whichever 1s
longer) of screening,

c. Intranasal corticosteroid drops or CS-admimistering devices (eg, OptiNose device or
stents) within 28 days prior to screening,

d. Non-steroidal immunosuppressants (eg, cyclosporine, methotrexate, azathioprine,
mycophenolate, sirolimus, tacrolimus) within 60 days or 5 half-lives, whichever 1s
longer, of screening,
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e. Any monoclonal antibody therapy (eg, benralizumab, mepolizumab, omalizumab,

12

13.

resiluzumab, dupilumab) or investigational biologic drug for asthma or other diseases
within 60 days or 5 half-lives, whichever 1s longer, of screening

Leukotriene antagonists/modifiers within 7 days prior to screeming for patients who were
not on continuous treatment for = 30 days prior to screeming

Allergen immunotherapy for patients who were not on maintenance treatment for at least
90 days prior to screening

Any marketed nonbiologic drug that modulates type 2 cytokines (eg, suplatast tosilate)
within 30 days or 5 half-lives (whichever 1s longer) prior to screening

Any mvestigational small molecule drug or treatment within 16 weeks or 5 half-lives
(whichever 1s longer) prior to screening

Patients who did not respond favorably to previous dupilumab treatment (eg, therapy
failure or patient experienced an adverse reaction to treatment).

Patients who have undergone any nasal surgery (including polypectomy) within 6
months before screeming; or have a history of sinus or nasal surgery modifymng the
structure of the nose such that assessment of NPS i1s not possible or have had
uncontrolled epistaxis requiring surgical or procedural intervention, mcluding nasal
packing.

14. Patients with conditions/concomitant diseases making them non evaluable at screening

15.

16.

or for the pnnmary efficacy endpoint such as: antrochoanal polyps, nasal septal deviation
that would occlude at least 1 nostnl, acute sinusitis, nasal infection or upper respiratory
infection at screening or within 2 weeks before screening, ongomng rhinitis
medicamentosa; known or suspected diagnosis of cystic fibrosis; chronmic granulomatous
disease and granulomatous vasculitis, granulomatosis with polyangiitis (Wegener’s
Granulomatosis), eosmophilic granulomatous with polyangiitis (Churg-Strauss
syndrome), Young’s syndrome, primary dyskinetic ciliary syndromes (eg, Kartagener’s
syndrome) or other dyskinetic ciliary syndromes.

Signs or a CT scan suggestive of Allergic Fungal Rhinosinusitis.
Patients with co-morbid asthma are excluded i1f:

a. FEV1 < 50% of normal predicted value.

OR
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17.

18.

19.

20.

21.

22.

23

b. An exacerbation within 90 days prior screeming that required hospitalization (> 24
hours).

OR

c. Are on a daily dose of inhaled corticosteroids (ICS) higher than 1000 mcg
fluticasone propionate or the equivalent.

Known or suspected history of immunosuppression, including history of invasive
opportunistic infections, such as aspergillosis, coccidioidomycosis, histoplasmosis,
human immunodeficiency virus (HIV), listeriosis, pneumocystosis, or tuberculosis,
despite infection resolution; or unusually frequent, recurrent or prolonged infections.
Tuberculosis testing would be performed on a country by country basis according to
local guidelines 1f required by regulatory authorities or ethics commttees.

Patients who have active Hepatitis B, Hepatitis C or HIV infections as determuned by
posttive results at Screeming for hepatitis B surface antigen (HBsAg), or hepatitis B core
antibody (HBcAb) or hepatitis C virus antibody (HCVAD); or positive HIV serology.
Note: Patients who test positive for HBcAb, negative for HBsAg and subsequently
confirmed positive for HBsAb, indicating resolved natural infection (confirmed by
negative HBV-DNA), may participate. Patients with positive HCVADb may participate if
subsequent viral load is confirmed negative.

A helminth parasitic infection diagnosed within 24 weeks prior to the date of informed
consent that has not been treated with, or has failed to respond to, standard of care
therapy

Evidence of infection requining treatment with systemic antibactenials, antivirals,
antifungals, antiparasitics, or antiprotozoals within 7 days before baseline, or significant
viral infections within 14 days before screening that may not have recerved antrviral
treatment.

Lave, attenuated vaccinations within 28 days prior to screeming or planned live,
attenuated vaccinations during the study.

Pregnant or intent to become pregnant duning the study, or breast-feeding women.

Any disorder, including, but not limited to, cardiovascular, gastrointestinal, hepatic,
renal, neurological, musculoskeletal, infectious, endocrine, metabolic, haematological,
psychiatric, or major physical impairment that 1s not stable in the opinion of the
mvestigator and may affect the safety of the patient throughout the study, or influence
the findings of the studies or their interpretations, or impede the patient’s ability to
complete the entire duration of study.
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24. Any climcally significant abnormal findings i physical examination, vital signs, safety
lab tests duning screening/mun-in period, which in the opinion of the mvestigator, may
put the patient at risk because of their participation in the study, or may influence the
results of the study, or the patient’s ability to complete entire duration of the study

25. Have any of the following laboratory abnormalities at Screening:

a. Eosinophils >1500 cells/mm’ (or 1.5 x 10°/L)
b. Platelets <100000 cells/mm’ (or 100 x 10°/L)
¢. Creatine phosphokinase (CPK) > 10 upper limit of normal (ULN)
d. Alanine aminofransferase (ALT) > 2.5 times the ULN
e Aspartate aminotransferase (AST) = 2.5 times the ULN
f Bilirubin > 2 times the ULN
26. History of alcohol or drug abuse within 12 months prior to the date of informed consent

27. An allergy to L-listidine, frehalose or Tween (polysorbate) 80 or a history of a systemic
hypersensitivity reaction, other than localized injection site reaction, to any biologic
drug

28. Plans to undergo any surgical procedures requiring general anesthesia during the study.

29_ History of cancer: Patients who have had basal cell carcinoma, localized squamous cell
carcioma of the skin, or in situ carcinoma of the cervix are eligible provided that the
patient 1s in repussion and curative therapy was completed at least 12 months prior to
the date informed consent. Note: Patients who have had other malignancies are eligible
provided that the patient is in remission and curative therapy was completed at least 5
years prior to the date informed consent.

5.3 Randomisation Procedures

At Screening (Visit 1), potential study patients will be assigned a patient number by site personnel. The
patient number 1s a 6-digit number consisting of a single digit country code, a 2-digit site identifier, and
a sequential 3-digit patient number (eg, 3-02-001 for the first screened patient in country 3 at site 02,
3-05-002 for the second screened patient in country 3 at site 05).

All patients eligible for the double-blind phase of the study will be randomly assigned to receive 1 of
3 treatments: CBP-201 300 mg SC every 2 weeks, CBP-201 300 mg SC every 4 weeks or volume-
matched placebo every 2 weeks.
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Approximately 50% of the randomised patients will be targeted to have comorbid asthma, defined as
=12% reversibility and use of ICS <1000ug/day. Note: This may be demonstrated with a documented
medical history of =12% reversibility (improvement in FEVy) within the previous 12 months or may be
demonstrated at screening in the clinic. Patients may repeat the reversibility on a different day if it is
determined that a longer bronchodilator washout period is needed.

At least 50% of the randomized patients will be targeted to have type 2 inflammation marked by baseline
blood eosinophil count = 300 cells/ul. As this is only a target, there will be no hard stop to recruitment
but when the study begins to approach 35% patients with eosinophils <299 cells/ulL, sites will be
encouraged to identify more patients with = 300 cells/uL.

As patients qualify for randomization, they will be assigned to treatment by Interactive Voice/Web
Response System. The random treatment assignments will be done 1n a 1:1:1 ratio. Allocation of each
treatment will be balanced by the presence of comorbid asthma.

* Recrmtment of NP patients without co-morbid asthma will stop when approximately 66 patients
without asthma are randomized, and

* Patients with co-morbid asthma will continue to be randomized to complete a total number of 147
randomized NP patients.

Note: A screen-failed patient may be re-screened at the Investigator’s discretion, at least 28 days after
the original screening date. If re-screened, the patient should be considered under a new patient
number.

5.4 Blinding Procedures

This 15 a double-blind study; neither the patients nor the Investigator will be aware of the treatment
assignment for the patients. Blinding will be maintained throughout the study by the use of active and
placebo treatment vials of sinmlar appearance and volume-matched dosing.

With the exception of the person responsible for preparing and administering the randomization codes,
the staff of the third-party vendor responsible for packaging study drug, the staff of third party vendors
processing the PK samples and data, and quality assurance auditors where necessary, all clinical and
nonclinical staff will remain blinded to the treatment allocation until after the study database 1s locked
and has completed unblinding.

Blinding, unblinding, and management of the randomisation codes will proceed according to an
appropriate manual provided separately.

5.5 Reasons for Patient Withdrawal

All patients have the nght to withdraw from treatment or from the study at any time, for any reason,
without prejudice. The Investigator may. but 15 not required to, discontinue any patient’s study drug

treatment for reasons of non-efficacy of the study drug or other reasons. The Investigator will notify the
CRO and Sponsor of all decisions regarding withdrawal of the patient from treatment or from the study.
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Patients will be encouraged to remain in the study and on treatment so long as there are no overarching
safety concerns about their continued participation.

5.6 Rhinosinusitis or Asthma Exacerbation as Withdrawal Criterion

If there are safety concems, the Investigator may, but is not required to, discontinue the patient’s study
drug treatment for lack of efficacy if the patient experiences a rhinosinusitis exacerbation that results in 1
or more of the following:

* Hospitalization due to rhinosinusitis

OR

* Treatment with systemic steroids for = 5 days

OR

* Decision to proceed to surgery for removal of nasal polyps.

The Investigator may, but is not required to, discontinue the patient’s study drug treatment for lack of
efficacy if the patient experiences an asthma exacerbation as defined as a detenoration of asthma that
results in 1 of the following:

*  Asthma requiring prolonged treatment increase of approximately 4 times the baseline dose of ICS or
the physician-prescribed addition of additional controllers

OR

* Hospitalization due to asthma

Even if the patient’s study drug treatment 1s discontinued due to treatment failure, the patient should be
encouraged to remain in the study and all study procedures should be completed unless the patient
withdraws consent or 1s lost to follow-up.

Note: Patients may experience symptoms of decreased asthma contrel that do not reach the level of the
exacerbation criteria but warrant concern from the clinical site. These “loss aof control events™ are
defined as follows: An increase of 6 or more reliever occasions (1 puff = reliever occasion) in a 24-hour
period for = 2 consecutive days along with decreased peak flow will fulfill the definition of “loss of
asthma control.” Loss of asthma control events should be flagged in the eCRF and may be further
recorded as an AE (worsening of specific symptoms). Patients experiencing a loss of asthma control may
remain in the study but the patient should be instructed to contact the site for management of symptoms.

5.7 Other Reasons as Withdrawal Criteria

The Investigator may also discontinue a patient’s study drug treatment or study participation for reasons
including, but not limited to, the following: AEs deemed by the Investigator to preclude continued study
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participation, protocol violations, withdrawal of consent, loss to follow-up, death of patient, or
termination of the study by the Investigator or Sponsor.

Patients who develop any related grade 2 or higher cardiovascular, respiratory, or ophthalmic TEAE or
any related grade 3 or higher TEAE mvolving other organ systems must be discontinued from further
study drug treatment and monitored until resolution or stabilization.

5.8 Handling of Withdrawals

When a patient 1s withdrawn from study drug treatment or 1s withdrawn from the study, the reason(s) for
withdrawal must be recorded by the Investigator in the patient’s medical record and eCRF.

Whenever possible, patients who withdraw from the study prematurely will undergo all end-of-study
assessments, 1e, Early Termination Visit procedures. Patients who fail to return for final assessments will
be contacted by the site in an attempt to have them comply with the protocol. The only exception to this
schedule 1s 1f patients withdraw from the study prior to randomization at Visit 2. If a patient withdraws
or is withdrawn from the study prior to study drug treatment, this will be considered a screen failure and
only the following information need be collected at their last visit: AEs, review of concomitant
medications, return of patient diary. review of diary data.

It 15 vital to obtain follow-up data or continue visits for any patient withdrawn from study drug treatment
because of an AE or SAE. Every effort must be made to undertake protocol-specified safety follow-up
procedures. If a patient 15 discontinued from the study drug treatment because of an AE, this event will
be followed until resolution or stabilization.

‘When possible, last observations of climical data will be camed forward for analysis from all patients
who are withdrawn from study drug treatment prematurely.

5.9 Replacements

Patients who withdraw or are withdrawn from the study will not be replaced.

5.10 Sponsor’s Termination of Study

Although the Sponsor has every intention of completing the study, the Sponsor reserves the right to
discontinue the study at any time for clinical or administrative reasons.

6 STUDY VISITS

Patients are requested to delay using bronchodilators prior to each visit where spirometry 1s performed
(SABA for at least 6 hours, twice-daily LABAs or combination products for at least 12 hours, once-daily
bronchodilators, or combination products for at least 24 hours).
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6.1 Screening (Visit 1), Study Day -31 to -1

The following assessments and procedures should be completed in the order given below, 1f possible:

Collect signed and dated ICF, Health Insurance Portability and Accountability Act (HIPAA)
Form, and Experimental Research Subject’s Bill of Rights (1f appropnate for that region).

Receive a 6-digit patient number

Review imclusion and exclusion criteria

Record medical history and demographics

Vital sign measurements

Record height and body weight

Review and record prior and conconutant medications

CT Scan (only required for subjects that are enrolled at Study Sites that are approved and
qualified to perform CT Scans)

NCS assessment
VAS-rhinosimusitis assessment
SNOT-22 assessment

TINSS assessment

Nasal endoscopy and NPS scoring

Spirometry (Baseline pulmonary function test) and reversibility testing 1f documentation of
>12% reversibility 1s not available in the prior 12 months

Complete physical exanunation
12-lead ECG
Hepatitis & HIV Screens

Pregnancy test (Blood collection for pregnancy test for female patients of childbearing
potential at Visit 1 then urine pregnancy tests at subsequent visits)

Safety laboratory tests (hematology, serum chemistry, urinalysis)

Dispense and mnstruct eligible patients on the proper use of the handheld device to capture
NPIF, patient diary of symptoms (rhinorrhea etc), concomitant medication use.

Sites may also provide MFNS for required concomitant use

Dispense optional take-home rescue medications (albuterol/salbutamol) to asthma patients,
if needed. Instruct patients to document the use of albuterol/salbutamol in their patient diary.
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e AEF review and recording

Screen failures should be recorded in the eCRF but they do not need to undergo all assessments listed for
the Early Termination Visit. The Early Termination Visit assessments should be performed with patients
if they withdraw from the study after randomization.

6.2 Baseline Visit (Visit 2), Study Day 1

The following assessments and procedures should be completed in the order given below, 1f possible:

e Review patient diary and NPIF data; retrain patient on proper diary use, if necessary
e Review and record prior and concomitant medication

e Vital sign measurement

e Record weight

e NCS assessment

e EQ-5D-5L questionnaire

e VAS-rhinosmusitis assessment

e SNOT-22 assessment

e TNSS assessment

e UPSIT assessment of smell

e Nasal endoscopy and NPS scoring

e Pulmonary function tests (Spirometry) for patients with comorbid asthma only
s Healthcare Resource Utilization Questionnaire

e Bref physical exanunation

¢ 12-lead ECG

e Unne pregnancy test for female patients of childbearing potential
e Safety laboratory tests (hematology, serum chemistry, urinalysis)
e PK blood sample (predose)

e ADA blood sample (predose)

e PD blood sample (predose)

o Venfy eligibility.
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¢ Randonuzation
e Adnumster study drug
e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.3 Visit 3 (Study Day 8 + 3 days/Week 1)

The following assessments and procedures should be completed in the order given below, 1f possible:

e Review and record changes to concomitant medications
e Vital sign measurements

e Bref physical exanunation

s NCS assessment

e VAS-rhinosinusitis assessment

s SNOT-22 assessment

s TNSS assessment

e UPSIT assessment of smell

e Hematology and serum chemistry tests

e PK blood sample (predose)

e PD blood sample (predose)

e Review patient diary and NPIF data

e Injection site assessment from the previous mjection

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording
6.4 Visit 4 (Study Day 15 + 3 days/Week 2)

The following assessments and procedures should be completed in the order given below, if possible:
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e Review and record changes to concomitant medications
e Vital sign measurements

e Bref physical exanunation

s NCS assessment

e VAS-rhinosinusitis assessment

s SNOT-22 assessment

s TNSS assessment

e UPSIT assessment of smell

e Nasal endoscopy and NPS scoring
e Review patient diary and NPIF data
e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.5 Visit 5 (Study Day 29 + 3 days/Week 4)

The following assessments and procedures should be completed in the order given below, 1f possible:

e Review and record changes to concomitant medications

e Vital sign measurements

e Bref physical exanunation

s NCS assessment

e EQ-5D-5L Questionnaire

e VAS-rhinosinusitis assessment

s SNOT-22 assessment

s TNSS assessment

e Pulmonary function tests (Spirometry) for patients with comorbid asthma only

e Healthcare resource utilization questionnaire
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e UPSIT assessment of smell

e Unne pregnancy test for female patients of chuldbearing potential
e Hematology and serum chemistry tests

e PK blood sample (predose)

e PD blood sample (predose)

e ADA blood sample (predose)

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.6 Visit 6 (Study Day 43 = 3 days/Week 6)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

e Bref physical exanunation

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.7 Visit 7 (Study Day 57 = 3 days/Week 8)

The following assessments and procedures should be completed m the order given below:

¢ Review and record changes in concomitant medications
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e Vital sign measurements

e Bref physical exanunation

e NCS assessment

e VAS-rhinosmusitis assessment

e SNOT-22 assessment

e TNSS assessment

e Pulmonary function tests (Spirometry) for patients with comorbid asthma only
e Healthcare resource utilization questionnaire

e Nasal endoscopy and NPS scoring

e Unne pregnancy test for female patients of chuldbearing potential
e Hematology and serum chemistry tests

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.8 Visit 8§ (Study Day 71 = 3 days/Week 10)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

e Bref physical exanunation

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording
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6.9 Visit 9 (Study Day 85 = 3 days/Week 12)

The following assessments and procedures should be completed in the order given below, 1f possible:

Review and record changes in concomutant medications

Vital sign measurements

Record body weight

Bref physical examination

NCS assessment

EQ-5D-5L assessment

VAS-rhinosmusitis assessment

SNOT-22 assessment

TNSS assessment

Pulmonary function test (Spirometry) for patients with comorbid asthma only
UPSIT assessment of smell

Healthcare resource utilization questionnaire

12-lead ECG

Urine pregnancy test for female patients of cluldbearing potential
Safety laboratory samples (hematology, serum chemstry, urinalysis)
PK blood sample (predose)

PD blood sample (predose)

ADA blood sample (predose)

Review patient diary and NPIF data

Admimster study drug

Injection site assessment

Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

AF review and recording
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6.10 Visit 10 (Study Day 99 £ 3 days/Week 14)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

e Bref physical exanunation

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.11 Visit 11 (Study Day 113 + 3 days/Week 16)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

e Bref physical exanunation

e NCS assessment

e VAS-rhinosmusitis assessment

e SNOT-22 assessment

e TNSS assessment

e Nasal endoscopy and NPS scoring

e Healthcare resource utilization questionnaire

e Unne pregnancy test for female patients of chuldbearing potential
e Hematology and serum chemistry tests

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment
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e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.12 Visit 12 (Study Day 127 + 3 days/Week 18)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Bref physical exanunation

e Vital sign measurements

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.13 Visit 13 (Study Day 141 + 3 days/Week 20)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications

e Vital sign measurements

e Bref physical exanunation

e NCS assessment

e VAS-rhinosmusitis assessment

e SNOT-22 assessment

e TNSS assessment

e Healthcare resource utilization questionnaire

e Unne pregnancy test for female patients of chuldbearing potential
e Hematology and serum chemistry tests
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e Review patient diary and NPIF data
e Adnumster study drug
e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.14 Visit 14 (Study Day 155 £ 3 days/Week22)

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

* Bref physical exam

e Review patient diary and NPIF data

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.15 Visit 15 (End of Treatment) (Study Day 169 £ 3 days/Week 24)

The following assessments and procedures should be completed in the order given below, 1f possible:

e Review and record changes in of concomitant medications
e Vital sign measurements

e Brnef physical exam

e Review of patient diary and NPIF data

¢ Record body weight

e CT scan (only requred for subjects that are enrolled at Study Sites that are approved and
qualified to perform CT Scans)

e NCS assessment
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o EQ-5D-5L assessment

e VAS-rhinosmusitis assessment

e SNOT-22 assessment

e TNSS assessment

e UPSIT assessment of smell

e Nasal endoscopy and NPS scoring

e Pulmonary Function Tests (Spirometry) for patients with comorbid asthma only
e Healthcare resource utilization questionnaire

¢ 12-lead ECG

e Unne pregnancy test

e Safety laboratory samples (hematology, serum chemistry, urinalysis)
e PK blood sample (predose)

e PD blood sample (predose)

e ADA blood sample (predose)

e Adnumster study drug

e Injection site assessment

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.16 Visit 16 (Study Day 197 £+ 5 days/Week 28)
The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

e Bref physical exanunation

e Review patient diary and NPIF data

e Hematology and serum chemistry tests

e PK sample
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e Injection site assessment (previous injection)

e Unne pregnancy test

e Dispense optional take-home rescue medications (albuterol/salbutamol) to patients with
asthma, 1f needed. Remuind patients to document the use in their patient diary.

e AEF review and recording

6.17 Visit 17 (End of Study) (Study Day 225 + 5 days/Week 32)

The End of Study 1s defined as the completion of Visit 17 by the last patient.

The following assessments and procedures should be completed in the order given below, 1f possible:

¢ Review and record changes in concomitant medications
e Vital sign measurements

* Body weight recorded

s NCS assessment

o EQ-5D-5L assessment

e VAS-rhinosinusitis assessment

s SNOT-22 assessment

s TNSS assessment

e UPSIT assessment of smell

e Nasal endoscopy and NPS scoring

e Pulmonary function tests (Spirometry) for patients with comorbid asthma only
e Healthcare resource utilization questionnaire

e Complete physical examination

e 12-lead ECG

e Unne pregnancy test

e Injection site assessment
e Safety laboratory samples (hematology, serum chemistry, urinalysis)
e PK blood sample
e PD blood sample
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e ADA blood sample
e Collect the daily patient handheld device
e AEF review and recording

6.18 Unscheduled Visits

Should patients require an unscheduled visit, the visit must be recorded in the patient’s medical record
and the eCRF, along with any assessments that were performed at the visit.

6.19 Early Termination Visit

Should a patient withdraw consent or be withdrawn from the study for any reason after randomization,
every effort should be made to schedule a final visit, during which the following assessments and
procedures should be completed in the order given below, 1f possible:

e Review and recording of changes in concomitant medications

e Vital sign measurements

¢ Body weight recorded

e CT scan (only requred for subjects that are enrolled at Study Sites that are approved and
qualified to perform CT Scans)

s NCS assessment

e EQ-5D-5L questionnaire

e VAS-rhinosinusitis assessment

s SNOT-22 assessment

s TNSS assessment

e UPSIT assessment of smell

e Nasal endoscopy and NPS scoring

e Pulmonary function tests (Spirometry) for patients with comorbid asthma only
e Healthcare resource utilization questionnaire
e Complete physical examination

e 12-lead ECG

e Unne pregnancy test
e Safety laboratory samples (hematology, serum chemistry, urinalysis)
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e PK blood sample

e PD blood sample

e ADA blood sample

e Collect the daily patient handheld device
e AEF review and recording

7 STUDY ASSESSMENTS

All study assessments must be performed by trained clinical study staff in clinic, or where possible, via
tele-visits and/or home healthcare visits. For specific tmepoints of each assessment, refer to the
Schedule of Assessment (Table 1).

7.1 Demographic Data and Medical History
Demographic data regarding age, sex, race and ethmicity will be collected.

A complete medical and surgical history will include evaluation for past or present cardiovascular,
respiratory, ophthalmic, gastrointestinal. renal. hepatic, neurological, endocrine, lymphatic,
hematological, immunologic, dermatologic, psychiatric, genttourninary, musculoskeletal, medication, and
surgical history, or any other diseases or disorders. The patient’s medical history should be evaluated by
the Investigator for climical sigmficance and re-reviewed at the Baseline visit (Visit 2).

7.2 Physical Examination

All complete physical examinations will be performed by a physician, physician assistant, or nurse
practitioner and will include examination of the following: general appearance, head, ears. eyes. nose,
throat, neck, thyroid, skin, cardiovascular system, respiratory system, lymph nodes, musculoskeletal,
abdomen, fundoscopy (optional), extremities. and nervous system.

Brief focused physical examinations will be performed by a physician, physician assistant, or nurse
practitioner and will assess the following: general appearance, eyes, lungs, and lymph nodes.

Brief focused physical examinations will be conducted at all visits where the complete physical
examination 1s not required.

Physical exams may be modified if adapted to telemedicine or home health visits and any modifications
will be noted in the eCRF.
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7.3 Vital Sign Measurements

Blood pressure and pulse rate will be measured in a semi-supine or sitting position after the patient has
rested for at least 5 minutes. Body temperature and respiratory rate will also be measured.

7.4 Weight and Height

Height and body weight will be measured at Screening (Visit 1). Weight will be measured and recorded
again at Visits 2, 9, 15 (End of Treatment), and 17 (End of Study) or at the Early Termination Visit if the
patient withdraws from the study.

7.5 Electrocardiogram

Standard 12-lead ECG recordings will be measured at the timepoints indicated in the Schedule of
Assessments (Table 1). The following parameters will be recorded:

e Rhythm
e Ventricular rate

e PR interval

s QRS duration

« QT

e QT interval corrected for heart rate using Fridericia's formula (QTcF)

The Investigator is responsible for reviewing the ECG to assess whether 1t 1s within reference linuts and
to determune the clinical sigmficance of the results. The Investigator must sign and date all ECG
printouts to mndicate their review of clinical sigmficance. A copy of the ECG assessment must be kept in
the patient’s file at the site. Note: The QTcF will be centrally calculated for standardization of reporting
across all Study Sites. The Investigator should use the system-calculated ECG values for determining
eligibility.

7.6 Safety Laboratory Tests

Standard laboratory hematology, serum chemistry, urinalysis, and hepatitis B, hepatitis C and HIV
screening will be processed and reported by a central laboratory (Eurofins) at various timepoints, per
Schedule of Assessments (Table 1).

Hematology: complete blood count to include red cell count, hemoglobin level, hematocrit level, white

cell count with differential. and platelet count.
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Serum chemistry: blood urea nitrogen. creatinine, uric acid, total bilirubin, sodium, potassium, calcinm,
chlonde, bicarbonate, alkaline phosphatase (ALP), AST, ALT, lactate dehydrogenase, gamma-glutamyl
transferase, CPK., albumin, total protein, total cholesterol, triglycenides, C-reactive protein, and glucose.

Urinalysis: pH, protein, glucose, ketones, bilirubin, blood, urobilinogen, nitnites, leucocytes, and
specific gravity; microscopic analysis if abnormal.

Hepatitis and HIV Screening: Hepatitis screen: HBsAg or HBcAb and hepatitis C virus antibody
(HCVAD). A hepatitis C viral load test 1s to be carried out 1if HCVAD 1s positive. The patient should be
excluded from the study in case of positive hepatitis C viral load test result. If the hepatitis C viral load
test result 15 negative, the patient can be enrolled in the study. Note: Patients who test positive for
HBcAb, negative for HBsAg and subsequently confirmed positive for HBsAb, indicating resolved natural
infection (confirmed by negative HBV-DNA), may participate. Patients with pesitive HCV may
participate if subsequent viral load is confirmed negative.

Additional Testing: Additional and repeat testing for any safety parameter may be performed at the
discretion of the Investigator in the interest of patient safety. If emergency testing 1s needed ora
laboratory test is not available in the central lab, a local lab may be used. All laboratory test results
should be recorded in the medical record and captured in the EDC under adverse event if the results are
abnormal and chnically sigmificant.

As specified in the laboratory manual, all laboratory safety tests will be performed by a central
laboratory (Eurofins). Details of all methodology and reference ranges are provided in the laboratory
manual.

The Investigator is responsible for reviewing and signing all lab reports, indicating the clinical
significance of each abnormal/flagged value. In general, and as determined by the Investigator, abnormal
climically significant findings should be associated with an item recorded in the medical history or an
AE

7.7 Pregnancy Test

A pregnancy test will be performed for female patients of chaldbearing potential at the timepoints
specified in the Schedule of Assessments (Table 1). A serum pregnancy test will be performed at the
Screening visit and a urine pregnancy test will be performed at all visits thereafter. A negative pregnancy

test result must be obtained prior to randomization. Additional or more frequent pregnancy testing may
be performed if required by local regulations.

7.8 Efficacy Assessments

7.8.1 Endoscopic Nasal Polyp Score
NPS 1s assessed by central video recordings of nasal endoscopy. The score (NPS) 1s the sum of left and

right nostril scores. as evaluated by means of nasal endoscopy. NP5 1s graded based on polyp size as
described 1n Table 2 and depicted in the NP5 figures below.
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Table 2: Endoscopic Nasal Polyp Score
Polyp ,
Score Polyp Size

0 No polyps

1 Small polyps in the middle meatns not reaching below the inferior border of the middle turbinate

2 Polyps reaching below the lower border of the middle turbinate

Large polyps reaching the lower border of the inferior turbinate or large polyps medial to the middle
turbinate (ie, reaching below the middle furbinate).

Large polyps causing complete obstruction of the inferior nasal cavity (1.e, touching the floor of the
nose).

Masal Polyp Scoring Figures
MT — middle turbinate; IT — inferior turbinate

Figure 1 Nasal Polyp Score of 0 Figure 2 Nasal Polyp Score of 1
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Figure 3 Nasal Polyp Score of 2

Figure 4 Nasal Polyp Score of 3

OR

Figure 5 Nasal Polyp Score of 4
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Note: Nasal endoscopy should be condncied at the end of the scheduled visits before the
adminisiration of sindy drug and preceded by local administration of anaesthetic drugs combined with

a decongestant. Complete all assessmenis that might be affected by the procedure prior fo application
of the anaesthetic (i.e. UPSIT, SNOT-22, NCS, etc).

Standard video sequences will be available and sent to centralized reader. Centralized imaging data
assessments and scoring by independent physician reviewer(s) for the imaging data will be performed
for all endoscopies. At V1, the nasal endoscopy video must be sent for central reading and the results
will be provided to the site. At Visit 2, if nasal endoscopy 1s performed (1.e. if V2 15 =7 days after V1),
the investigator will perform the nasal endoscopy and assess NPS to confirm eligibility. Thus, the
patient’s eligibility will be based on V1 central reading and, 1f performed. V2 local reading NPS score of
=5 and = 2 each side. The results of central reading from V2 onward will be available to sites after the

study.

Central reading of V2 will be used for pnmary endpoint analysis to compare with the Week 24 readings.
Further details on nasal endoscopy will be provided to sites in a separate operational manual.

If Baseline Visit (Visit 2) 1s performed within 7 days of Screening Visit (Visit 1) the NPS score (central
read) from the screening visit will be used to confirm eligibility, and the endoscopy will not be repeated
at Visit 2 unless there were technical difficulties with the Visit 1 scorning.

7.8.2 Daily Diary of Nasal Congestion / Obstruction Score

Daily NCS will be assessed by the patient through a patient diary from V1 throughout the study by using
a 0 to 3 categorical scale for sevenity of symptoms from none to severe over the past 24 hours. This nasal
congestion scofe 1s a co-primary endpoint and 1s very important to the outcome of the study and 1t is very
important that the patients answer this question daily in the patient diary throughout the study including
screening/rmun-in period.

How would you rate nasal congestion over the last 24 hours?

0 MNone

1 Minor

2 Moderate
3 Severe

7.8.3 Daily Diary of Other Symptoms

Patients will be required to keep a patient diary of thinosinusitis and asthma symptoms BID. The
purpose of the diary 1s to record the impact of their rhinosinusitis on daily activities, sense of smell,
rhinorrhea. and medication use. The patients will also be required to perform NPIF testing at home and
to record the results. The sconing system 1s described below. Note: For the purposes aof this study, “AM
Questions " are those defined as being answered by the patient in the morning upon waking (ie, referring
to the previous ~12 hours, or overnight symptoms). “PM Questions™ are defined as those questions
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answered by the patient in the evening before retiring (ie, referring to the previous ~12 hours, or during
the day when the patient was awake). The Investigator should regularly review the patient diary and
discuss any concerns over symptom changes with the patient. Alarms will be programmed to encourage
patients to contact the study staff if their symptoms worsen to indicate a possible exacerbation of their
rhinosinusitis or asthma.

AM QUESTIONS:

1. How many times did you awaken due to rhinosinusitis symptoms last night?

0 Did not awaken due to rhinosinusitis symptoms

1 Awoke once due to rhinosinusitis symptoms

2 Awoke twice due to rhinosinusitis symptoms

3 Awoke 3 times due to rhinosinusitis symptoms

4 Was not able to sleep at all due to my rhinosinusitis symptoms

2. How would you rate your ability to smell?

0 Mot able to smell anything

1 Can smell only strong odors

2 Can smell some, but not all, odors
3 Have no problem smelling

3. How many puffs of rescue (albuterol/salbutamol) inhaler did you use last night? [For
patients with comorbid asthma only]

[Patient will type in the number of puffs, patients that do not have comorbid asthma (i.e. were
not 212% reversible at screening or in the year prior) will be instructed to enter 0]

PM QUESTIONS:
1. Describe your rhinosinusitis symptoms today.
0 Mo noticeable rhinosinusitis symptoms
1 Mild rhinosinusitis symptoms, barely noticeable
2 Rhinosinusitis symptoms with exercise/exertion

3 Rhinosinusitis symptoms with mild exertion
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4 Almost constant difficulty due to my rhinosinusitis symptoms
2. Were your daily activities affected by your rhinosinusitis symptoms today?

0 Mo effect of rhinosinusitis symptoms on my daily activities

=t

Activity was normal and only mildly affected by my rhinosinusitis symptoms

P

Activity was normal but moderately affected by my rhinosinusitis symptoms
3 Rhinosinusitis symptoms limited my activity to a significant degree
4 Rhinosinusitis symptoms severely restricted my daily activities

3. How would you rate your anterior rhinorrhea (the discharge draining from your nose,
“runny nose”) in the past 24 hours?

0 Mo noticeable discharge from my nose
1 Minor discharge from my nose, did not require tissues

2 Some discharge from my nose, required a few tissues

w

Significant discharge from my nose
4 Mear constant discharge from my nose

4. How would you rate your posterior rhinorrhea (postnasal phlegm dripping into your throat)
in the past 24 hours?

0 Mo noticeable postnasal drip
1 Some minor postnasal drip
2 Moderate postnasal drip
3 Significant postnasal drip
4  MNear constant postnasal drip
5. Did you take your daily nasal steroid (mometasone) today? Yes/No

6. How many puffs of rescue inhaler did you use today? [For patients with comorbid asthma
only]
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[Patient will type in the number of puffs, patients that do not have comorbid asthma will be
instructed to enter 0]

7.8.4 Daily Nasal Peak Inspiratory Flow (at Home)

All patients will be asked to perform nasal peak inspiratory flow (NPIF) testing at home BID and to
record the results using the patient diary dispensed at Visit 1.

7.8.5 Computed Tomography (CT) Scan

Sinus CT scanmng is used to assess fluid-filled or thick-membraned sinuses, to assess the extent of
inflammation. to assess polyps and other growths in the airway, and to create a “map™ of the patient’s
sinus cavities. An Imaging Manual will be provided separately to Study Sites that are approved and
qualified to perform CT Scans. The Imaging manual will detail the equipment settings and requirements
for scanmng. The Imaging Manual will also detail the radiologic scoring of CT scans. All scans will be
reviewed by blinded central over-read. Lund-Mackay Computed Tomography qualitative scores and
quantitative analysis will be performed from patients enrolled at Study Sites that are approved and
qualified to perform CT scans.

7.8.6 In-Clinic Pulmonary Function Tests (PFT)

Spirometry 1s required for only patients with comorbid asthma (1.e. demonstrating =12% reversibality at
screening or in the 12 months prior). Spirometry (peak expiratory flow, forced vital capacity, and FEV1)
will be performed according to American Thoracic Society and the European Respiratory Society
(ATS/ERS) Standardization of Spirometry (2019), with equipment operated by tramned clinical staff

Pulmonary function will be assessed in clinic or by home healthcare at the timepoints indicated in the
Schedule of Assessment (Table 1).

7.8.7 Smell Test (UPSIT)

The UPSIT is a commercially available, validated smell test that has 40 items, where each item has 1
correct answer and 3 incorrect answers or “distractors”. The test 1s a forced choice paradigm, that 1s, if
an mdividual 1s unsure of an answer, they are forced to guess a response hence a score of 25% on
average would reflect random guessing. An UPSIT result is scored out of 40 where a igher score
indicates better olfaction. The test consists of 4 different 10-page booklets, with a total of 40 questions.
On each page, there 1s a different "scratch and smaff" strip which 1s embedded with a microencapsulated
odorant. There 15 also a 4-choice multiple choice question on each page. The scents are released using a
pencil. After each scent 1s released, the patient smells the level and detects the odor from the 4 choices.
There 1s an answer column on the back of the test booklet, and the test 1s scored out of 40 1tems. The
score 1s compared with scores in a normative database from 4000 normal individuals, this tells the level
of absolute smell function. The score also indicates how the patient does in accordance to their age group
and sex.
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The test 1s occasionally judged to have an American cultural bias. There have been British, Chinese,
French, German, Italian, Korean and Spanish UPSIT versions made which may be used depending on
the countries in which the study is performed.

For the itmepoints on which the UPSIT 15 admimistered, refer to the Schedule of Assessments (Table 1).

7.8.8 Visual Analog Scale for Rhinosinusitis (VAS-RS)

The Visual Analogue Scale for thinosinusitis (VAS-RS) 1s a 10 cm scale that ranges from “no
symptoms” to “worst symptoms ever” for each of the nasal symptoms (Appendix A). The VAS will
direct the patient to mark a vertical line at the point that best corresponds to how bothersome their
symptoms have been between visits the VAS-RS 1s collected.

For the titmepoints on which the VAS-RS 1s assessed, refer to the Schedule of Assessments (Table 1).

7.8.9 Total Nasal Symptom Score (TNSS)

The Total Nasal Symptom Score (TNSS) 15 the sum of scores for each of nasal obstruction, nasal
itching/sneezing, and Secretion/Runny nose (thinorrhea), using a 4-point scale (0, 1, 2, 3), where 0
indicates no symptoms, a score of 1 for mild symptoms that are easily tolerated. 2 for awareness of
symptoms which are bothersome but tolerable and 3 is reserved for severe symptoms that are hard to
tolerate and mterfere with daily activity (Appendix B). TNSS 1s calculated by adding the score for each
of the symptoms to a total score out of 9.

For the titmepoints on which the TNSS 1s assessed. refer to the Schedule of Assessments (Table 1).

7.8.10 Sino-Nasal Outcome Test (SNOT-22)

The Sino-Nasal Outcome Test (SNOT-22) 1s a 22-item list of symptoms and social/emotional
consequences related to the patient’s rhinosinusitis, using a 5-point scale (0,1,2.3.4.5), where score of 0
indicates No Problem, 2 for Very Mild Problem, 3 for Mild or Slight Problem, 4 for Moderate Problem,
and 5 for Problem as bad as it can be. Patients will also be asked to mark the most important items that
affect their health for a maximum of 5 out of the 22 items listed dunng the reporting penod (Appendix
C). A Minimal Clinically Important Difference (MCID) value for SNOT-22 total scores 15 defined as
improvement of at least 8.9 points in patients with chronic thinosmusitis (Hopkins C 2009). For the

timepoints on which the SNOT-22 1s assessed, refer to the Schedule of Assessments (Table 1).

7.8.11 EuroQol Health Status Questionnaire (EQ-5D-5L)

The EuroQoL Health Status Measure, 5 Dimensions/5 Levels (EQ-5D-5L) 1s a well-validated, general
health-related quality of life assessment tool published by the EuroQol Group. The EQ-5D-5L consists
of 2 pages: the EQ-5D descriptive system and the EQ visual analogue scale (EQ-VAS). The descriptive
system comprises 5 dimensions: mobility, self-care, usual activities, pain/discomfort and
anxiety/depression. Each dimension has 5 levels: no problems, slight problems, moderate problems,
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severe problems and extreme problems. The patient 15 asked to indicate their health state by choosing the
most appropriate statement in each of the 5 dimensions. This decision results 1n a 1-digit number that
expresses the level selected for that dimension The digits for the 5 dimensions can be combined 1nto a 5-
digit number that descnibes the patient’s health state. The EQ-VAS records the patient’s self-rated health
on a vertical visual analogue scale, where the endpoints are labelled “The best health you can imagine’
and “The worst health you can imagine’. For the timepoints on which this questionnaire 1s administered,
refer to the Schedule of Assessments (Table 1).

7.8.12 Healthcare Resource Utilization Questionnaire

The Healthcare Resource Utilization Questionnaire will be used to evaluate the patients’ need for
medical services related to symptoms of their chromc thinosinusitis with nasal polyposis. This
questionnaire will be completed by patients. For the timepoints on which this questionnaire 1s
administered, refer to the Schedule of Assessments (Table 1).

7.8.13 Pharmacodynamic Endpoints

Blood will be collected from patients throughout the study as indicated in the Schedule of Assessments
(Table 1). for measurement of biomarkers of inflammation associated with chromic rhinosinusitis with

nasal polyposis.

7.8.14 Pharmacokinetic Assessments

Whole blood for plasma CBP-201 concentrations will be obtained at the following visits to characterize
the PK of the drug at steady-state and to charactenize the return to baseline after treatment stops.

7.8.15 Blood Volumes

The approximate blood volumes to be collected for safety laboratory tests, pregnancy test, PK, and PD
are given in Table 3. These volumes may vary slightly based on regional differences in standard tube

sizes. The total sample volumes over the course of the 32-week study will not exceed a safe and
medically advisable amount in any given collection event.

Table 3 Blood Volumes
Sample Volume _ Total Volume
Assessment No. of Samples
(mL) (mL)
Hematology 3 11 33
Safety - -
Biochemistry ] 11 825
Human immnedeficiency virns/ 4 1 4
hepatitis B surface anfigen test
Pregnancy 5-7 1 5-7
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Sample Volume Total Volume
Assessment No. of Samples

(mL) (mL})
Pharmacokinetics 5-7 7 3549
Pharmacodynamics 5-7 6 30-42
Antidmg antibody/ neufralizing antibody 3-5 5 15-25

8 REPORTING ADVERSE EVENTS

8.1 Definitions

8.1.1 Adverse Event

An AFE 1s defined as any untoward medical occurrence in a patient during a clinical study, whether or not
it 15 related to the IP, at any time after the patient signs the ICF until Visit 17 (End of Study) or an Early
Termination Visit, whichever occurs first.

8.1.2 Serious Adverse Event
An AF 1s considered “senious™ 1f it:

o Results in death

® s life-threatening: when the patient is, in the opinion of the Investigator, at immediate nisk of death
from the event as it occurs. This definition does not include an event that hypothetically might have
caused death if it were more severe

* Requires hospitalization or prolongation of existing hospitalization

* Results in persistent or significant disability or incapacity (1e. substantial disruption of a person’s
ability to conduct normal life functions)

* Consists of a congenital anomaly or barth defect in the offspring of a patient

* Is a medically important event, based upon the medical judgment of the Investigator, that may
jeopardize the patient and may require medical or surgical intervention to prevent one of the
outcomes listed above

Hospitalization 1s defined as any initial admission (even less than 24 hours) in a hospital or equivalent

healthcare facility. An emergency room visit does not necessanly constitute a hospitalization, however,

the event leading to the emergency room visit 1s assessed for medical importance. Hospitalization in the
absence of a precipitating clinical AE is not itself an SAE. Examples include optional admission for
elective surgery, admimistrative admission (for a yearly physical or regular diagnostic procedure not
associated with an AE), or admission for treatment of a pre-existing condition not associated with the
development of a new AE or the worsening of a pre-existing condition.
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8.2 Eliciting Adverse Event Information

The peniod of observation for AEs and SAEs extends from the time the patient signs the ICF until exit
from the study. At each study visit patients will be asked a standard question to elicit any medically
related changes in their well-being. They will also be asked if they have been hospitalized. had any
accidents, used any new medications, or changed concomitant medication regimens (both prescription
and over-the-counter medications).

In addition to patient observations, AEs will be documented from any data collected on the source
document and eCRF (eg, laboratory values, physical examination findings, medical lustory, ECG
changes), or other documents (eg, patient dianies) that are relevant to patient safety. Adverse medical
conditions present at Baseline or since last assessment which become worse following exposure to study
drug should be considered AEs. Any laboratory values that emerge or worsen since the last laboratory
assessment and are deemed clinically significant by the Investigator should be considered AEs.

8.3 Adverse Event Reporting

Both AEs and SAEs will be recorded from the time the patient signs the ICF until Visit 17 or Early
Termuination Visit, whichever occurs first. All AEs must be fully recorded into the source documents
throughout the entire study period and will be transcribed into the AE eCRF, whether or not they are
considered to be drug related.

If a diagnosis could be established, record the diagnosis as AE; If impossible to establish a diagnosis,
record Signs and symptoms as AEs until a diagnosis could finally be determined, information including
signs and symptoms of each AE should be described m detail, including

® (nset time and date

e  (Offset time and date

o Seventy (mild, moderate, severe, life-threatening death)

* Relationship to study drmug (related, not related),

*  Action taken with study drug (dose not changed, study drug interrupted, study drug withdrawn, not
applicable, unknown)

* Outcome (recovered/resolved, recovering/resolving, not recovered/not resolved, resolved with
sequelae, fatal, unknown)

Adverse events should be followed until the event is resolved and/or stabilized whether or not the event
1s considered related to study drug. Adverse events resulting from concurrent illnesses, reactions to
concurrent illnesses, reactions to concurrent medications, or progression of disease states must also be
reported. All AEs will be followed to adequate resolution. Medical Dictionary for Regulatory Activities
(MedDRA) will be used to code AEs and medical lustory. In addition, the World Health Organization Drug
Dictionary (WHODrug) will be used to code medication usage.
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Any medical condition that 1s present at the time the patient 1s screened but does not deteriorate should
not be reported as an AE. However, if it deteniorates at any time during the study, 1t should be recorded
as an AE.

8.4 Assessment of Adverse Event Causality

The investigator’s assessment of causality must be provided for all AEs (serious and nonserious); the
investigator must record the causal relationship on the eCRF, and report such an assessment in
accordance with the SAE reporting requirements, if applicable. An mvestigator’s causality assessment 1s
the determination of whether there exists a reasonable possibility that the IP caused or contributed to an
AE; generally, the facts (evidence) or arguments to suggest a causal relationship should be provided. The
relationship of each AE to study medication will be assessed using the categonies in Table 4.

Table 4. Adverse Event Causality
Causality Category Description
Related An adverse event that follows a reasonable temporal sequence from administration of a

dmg (including the course after withdrawal of the dmg), or for which possible
involvement of the drug cannot be ruled out, although factors other than the drug, such as
underlying diseases, complications, concomitant drugs and concurrent treatments, may
also be responsible.

Not related An adverse event that does not follow a reasonable temporal sequence from
adminisiration of a dmg and/or that can reasonably be explained by other factors, such as
underlying diseases, complications, concomitant dmgs and concurrent treatments.

If the investigator does not know whether or not the IP caused the event, then the event will be handled
as “related to IP” for reporting purposes. as defined by the sponsor. If the investigator cannot determine
the etiology of the event but determines that IP did not cause the event, this should be clearly
documented on the eCRF and SAE Report Form if applicable.

8.5 Assessment of Adverse Event Severity

The investigator may use the CTCAE Version 5.0 to assist in the determination of severity and climcal
significance. The following represents CTCAE grading of AE severity:

e Grade 1/ Mild: asymptomatic or nuld symptoms or clinical or diagnostic observations
only or intervention not indicated

e Grade 2 / Moderate: mummal, local or non-invasive intervention indicated or linuting age-
appropriate instrumental activities of daily living (ADLs). Instrumental ADLs refer to

preparing meals, shopping for groceries or clothes, using the telephone, managing money
etc
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Grade 3 / Severe or Medically Significant But Not Immediately Life-

threatening: hospitalization or prolongation of hospitalization indicated or disabling or
limiting self-care ADLs. Self-care ADLs refer to bathing, dressing and undressing, feeding
self, using the toilet, taking medications and not bedridden

Grade 4 / Life Threatening Consequences: urgent intervention indicated.

Grade 5/ Death Related to AE

AEs not listed by the CTCAE will be graded as follows:

Grade 1 / Mild: discomfort noticed but no disruption of normal daily activity
Grade 2 / Moderate: discomfort sufficient to reduce or affect daily activity
Grade 3 / Severe: mability to work or perform normal daily activity

Grade 4 / Life Threatening: represents an immediate threat to life

Grade 5/ Death

8.6 Adverse Event of Special Interest

An AESI 1s an AE (serious or nonserious) of scientific and medical concern specific to the Sponsor’s
product or program, for which ongoing monitonng and immediate notification by the Investigator to the
Sponsor 1s required. Such events may require further investigation in order to characterize and
understand them. These events should be marked “AESI” in the EDC. Adverse events of special interest
may be added or removed during a study by protocol clarification note or amendment.

AESIs for this study:

* Conjunctivitis

» Eeratitis

*  Anaphylaxis (definition below)

* AEFE of injection site reaction lasting =24 hours (guidance below)

s AST/ALT elevated =5X ULN

* Parasitic and opportunistic infections

* Pregnancy

* Symptomatic overdose (i.e. overdose of study drug resulting in an adverse event)
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Conjunctivitis and keratitis have been subjects of interest in the dupilumab expenience. (Akinlade 2019}
reported that 1n the combined dupilumab expenience 1n atopic dermatitis patients (n = 1047) there were a
total of 90 (8.6%) patients reporting at least 1 AE of “conjunctivitis” while those patients in the placebo
group (n = 517) reported 11 (2.1%) such events. Conjunctivitis AEs were mostly mild to moderate
severity with severe events reported in < 0.5% of the dupilumab combined group vs. < 0.3% of the
placebo group. Two patients in the dupilumab group permanently discontinued study drug treatment due
to a conjunctivitis event. Onset typically occurred during Weeks 4 to 8 and events became less common
with long-term treatment. Conjunctivitis was more common in those patients with severe AD at baseline,
those with a prior history of conjunctivitis and those with higher baseline levels of TARC and IgE.
Pooled dupilumab data suggested that conjunctivitis incidence may decrease with higher trough
concentrations of dupilumab.

This pattern was not observed in dupilumab studies in other indications including asthma and CRSwNP.

Due to the dupilumab expenience in atopic dermatitis. ophthalmic adverse events of “comjunctivitis™ and
“keratitis” will be considered AEs of Special Interest (AESI) and may be evaluated by an
ophthalmologist if deemed advisable by the Investigator or Sponsor. The appropriate treatment should
be rendered until resolution.

Other. In addition to conjunctivitis and keratitis, the following AE’s will also be categorized as AESIs:
anaphylaxis, injection site reactions lasting longer than 24 hours, AST/ALT elevated =5X ULN, parasitic
and opportunistic infections, pregnancy, and symptomatic overdose.

Anaphylaxis will be defined by a collection of symptoms described by Sampson et al. 2006 and provided
below:

Anaphylaxis 15 highly likely when any one of the following 3 cniteria are fulfilled:

1. Acute onset of an illness (nunutes to several hours) with involvement of the skin, mucosal tissue, or
both (eg. generalized lives, prunitus or flushing, swollen lips-tongue-uvula) AND AT LEAST ONE OF
THE FOLLOWING:

a. Respiratory compromise (eg. dyspnea, wheeze-bronchospasm, stridor, reduced Peak
Expiratory Flow (PEF), hypoxemma)

b. Reduced blood pressure (BP) or associated symptoms of end-organ dysfunction (eg,
hypotonia [collapse], syncope, incontinence)

2. Two or more of the following that occur rapadly after exposure to a likely allergen for that patient
(munutes to several hours):

a. Involvement of the skin-mucosal tissue (eg, generalized lives, itch-flush, swollen lips-tongue-
uvula)

b. Respiratory compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced PEF,
hypoxemia)

c. Reduced BP or associated symptoms (eg. hypotoma [collapse], syncope, incontinence)
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d. Persistent gastrointestinal symptoms (eg, crampy abdominal pain, vomiting)

3. Reduced BP after exposure to known allergen for that patient (minutes to several hours); systolic BP
of less than 90 mm Hg or greater than 30% decrease from that person’s baseline.

Injection Site Reaction. Assessment of the previous imjection site will be done prior to dosing and again
following the new injection prior to release of the patient from the clinic. An assessment tool 1s provided
in Appendix D as an aid in the assessment of common symptoms of mjection site reactions. The use of
the assessment tool 1s encouraged but the Investigator may use their own judgement and description of
symptoms in the assessment of injection sites following administration of IMP. An Injection Site
Reaction should be reported as an Adverse Event if the Investigator judges the reaction as climcally
significant. As a general guidance, a parameter grade of less than 2 1s generally considered not climcally
signmficant but the Investigator should use their judgement in the reporting of AEs. If the AE of Imjection
Site Reaction lasts longer than 24 hours, 1t will be considered an AESL

Parasitic or Opportunistic Infections should be considered. Questions concerning whether or not an
infection 1s considered an opportunistic infection may be discussed with the Medical Momitor. The
Investigator may also refer to Winthrop et al. 2015 for guidance in reporting of opportunistic infections.

8.7 Mandatory Early Termination

Using CTCAE Version 5.0, patients who develop any related grade 2 or higher cardiovascular,
respiratory or hematologic (example eosinophilia) TEAE or any related grade 3 or higher TEAE
involving other organ systems must be discontinued from further study drug treatment and momtored
until resolution or stabilization.

8.8 Serious Adverse Event Reporting

Serious AEs must be reported to the Sponsor or designee within 24 hours of knowledge of the event, 1f
the SAE 1s fatal or life-threateming, notification to sponsor/CRO must be made immediately, irespective
of the extent of available event information.

All SAEs must be reported immediately (within 24 hours of discovery) by email to Parexel with
copy to the Sponsor:

SAFE Reporting email: NorthAmerica Medical@Parexel.com
Copy to Sponsor: CEP-201clinical@ connectpharm.com
Parexel Safety SAE Reporting Fax Number: +1 781-434-5957
Parexel Safety Reporting Help Line: +1 781-434-5010
24/7 Emergency Sponsor contact: +1 510-520-3361

The imtial report should include all information known at the time of the report (additional information
can be reported as discovered). Do not delay the initial reporting 1n order to obtain resolution or follow-
up information.
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The site will report SAE(s) by completing a SAE Report Form, which 1s provided by sponsor/CRO. In
general, this will include a description of the AE 1n sufficient detail to allow for a complete medical
assessment of the case and independent determination of possible causality. Any information relevant to
the event, such as concomitant medications and illnesses must be provided. SAE Report Form will
include the following information, as available:

e Patient ID number

* Country where event occurred

e Event Information

® List of relevant test results and laboratory data
*  Any other relevant history

*  Whether the study drug treatment was discontinued

* Investigator's assessment of causality

The CRO Medical Monitor or CRO designee / Sponsor designee may contact the Investigator to request
additional information regarding the event or to confirm information. All SAEs will be entered on the
AE case report form. The same nomenclature should be used on both the SAE report form and the AE
case report form. The Investigator 1s responsible for the complete and timely reporting of all SAEs to the
Sponsor (or designee), reporting pertinent follow-up information on the SAE. and notifying the
appropriate IRB/TEC of the occurrence of and details surrounding the event in accordance with local
regulations. In the event there 1s a question as to whether the AE 1s serious, the event should be reported.

Any SAE brought to the attention of the Investigator at any time after the end of the study for the patient
and considered by him/her to be caused by the study medication with a reasonable possibility, should be

reported to the monitoning team or sponsor/designee within 24 hours.

8.8.1 Suspected Unexpected Serious Adverse Reactions

Serious AEs and suspected unexpected serious adverse reactions (SUSARSs) are not treated differently
until an SAE 1s determined to be a SUSAR. The Investigator will report all SAEs to the SPONSOR
within agreed timelines.

An AFE 1s “unexpected” only if its nature and sevenity are not consistent with the information provided by
the Sponsor about the medicinal product. In the case of a product with a marketing authorization, this
information 1s found in the summary of product charactenistics; in the case of any other mnvestigational
medicinal product, it 15 found 1n the Investigator's Brochure relating to the trial in question. There 1s
limited clinical expenience with CBP-201 in patients with thinosinusitis with nasal polyps and asthma.
Because dupilumab 1s a marketed product in the same class that binds to the same target (IL4Ralpha),
SAEs not currently reflective of safety presented in the dupilumab package insert, from the
Investigator’s Brochure, or SAEs not consistent with the medical lustory of the patient will be
considered as SUSARs.
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A SUSAR that 1s fatal or life-threatening must be reported to the IRB/EC, the US Food and Drug
Admimistration (FDA), and/or other competent authorities within 7 days after the Sponsor becomes
aware of the event. The Investigator 1s responsible for notifying the IRB/EC and the Sponsor 1s
responsible for notifying the competent regulatory authorities. Any additional information must be
reported within 8 days of sending the first report.

A SUSAR that 1s not fatal or life-threatening must be reported to IRB/EC, FDA. and/or other competent
authorities as soon as possible (within 15 days) after the Sponsor becomes aware of the event. The
Investigator 1s responsible for reporting to the IRB/EC and the Sponsor 1s responsible for notifying the
competent regulatory authorities.

In addition, SUSARSs will be reported to any IRBs/ECs and Principal Investigators as required in the
local legislation. Reporting will be to the European Medicines Agency and EU member states via
Eudravigilance.

Penodic and annual reporting will be performed per country-specific guidelines.

8.9 Pregnancy Reporting

For the purposes of this study, pregnancy of any female patient will be considered an AESI and should
be reported within 24 hours to the medical monittor and Sponsor on the Pregnancy Form. The patient will
be asked to provide information on the outcome of the pregnancy, including premature termination
(elective abortion). Spontaneous miscarmage and congenital abnormalities will be reported as an SAE
and an SAE form should be submitted. Pregnancy itself 1s not an SAE. Female patients becoming
pregnant during the study and after randomization must be immediately withdrawn from study drug
treatment and followed to resolution, which includes birth or termination of the pregnancy. Every
attempt should be made to follow the pregnancy to completion. If possible, births will be followed by the
Investigator for 8 weeks for observation of possible congenital abnormalities. Pregnancies of a male
patient’s partner will not be considered an AE and the male patient should not be withdrawn from the
study. If a male patient’s partner becomes pregnant during this time period (from first dose until 8 weeks
after the last dose), the Investigator will inform the Sponsor, and the IRB or EC, as appropriate, as well
as providing the appropniate medical follow-up if agreed to by the partner.

9 STATISTICAL METHODS

Complete details of the statistical analyses and methods, including data conventions, and any subgroup
comparisons will be contained in a separate Statistical Analysis Plan.

9.1 Sample Size

The sample size estimation 15 based on the comparison between CBP-201 300 mg every 2 weeks vs.
placebo with regard to the co-pnmary endpoint change from baseline in NPS at Week 24 (LIBERTY
SINUS studies. Bachert et al 2019).

Assuming a common standard deviation in the NPS of 2.1, and based on the use of a two-sided test at the
alpha=0.05 level of significance 41 patients per group will provaide 80% power to detect a difference of
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1.3 between the CBP-201 group and the placebo group in the change of NPS from baseline to Week 24.
To allow for a 15% dropout rate, the planned samples size is 49 subjects per group (147 total).

*  Roughly, to ensure at least 74 patients have co-morbid asthma: Recruitment of NP patient without
co-morbid asthma will stop when approximately 70 patients without asthma are randomized, and

*  Patients with co-morbid asthma will continue to be randomized to complete a total number of 147
randomized NP patients.

If greater than 15% of the treated patients do not complete the study, the sample size may be adjusted to
ensure adequate power.
9.2  Analysis Populations

Five populations will be defined: Randomised Set (RS), Full Analysis Set (FAS). Per Protocol Set (PPS),
Safety Set (55). and PK Set (PKS). The efficacy analyses will be conducted according to the treatment to
which the patients are randomuized.

Randomised Set
The Randomised population consists of all patients who are randomized 1n the study to treatment.
Full Analysis Set

The primary analyses of all efficacy endpoints will be conducted in the Full Analysis Set (FAS), defined
as all randomized patients who receive at least 1 dose of study treatment and at least one primary
endpoint datum collected during the treatment peniod.

Per Protocol Set

The Per Protocol Set, a subgroup of the FAS, includes patients without major protocol
deviations. Supportive efficacy analyses will be conducted in the PPS population.

Safety Set

The analysis population for the safety endpoints will be the Safety Set. The Safety Set consists of all
randomly assigned patients who recetved at least 1 dose of study treatment. These patients will be
categonized according to the treatment they actually received.

Pharmacokinetic Set

The PK Set consists of all randomly assigned patients from whom at least 1 post-dose PK blood sample
was collected. PDVPK relationships will be explored in a separate analysis plan and report.
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9.3 Interim Analysis

There 1s no interim analysis planned for this study. The primary analysis 1s planned when the last patient
completes Week 32 visit.

9.4 Statistical Methodology

All statistical tests will be 2-sided with a significance level of @ = 0.05, unless otherwise stated.
Continuous variables will be summanzed by descniptive statistics, including the number of patients,
mean, standard deviation (SD), median, minimum, maximum, and the geometric mean, where
appropriate. Categorical variables will be presented with the frequency and percentage in each category
by treatment group. Specific statistical methodology will be provided in the Statistical Analysis Plan to
be completed before the unblinding of the study data.

9.5 Efficacy Analysis

9.5.1 Co-Primary Endpoints and Efficacy Analysis

Endoscopic NPS

A linear mixed model will be applied to change from baseline to each timepoint through Week 24 1n
endoscopic NPS. The fixed effects will include treatment group. endoscopic NPS at baseline, visit,
interaction between treatment group and visit, and the presence of comorbid asthma in the model. Patient
will be included as random effect. The covariance matnix applied to the within-subject error will be
estimated by Restricted maximum likelihood (REML). The Kenward-Roger approximation will be used
to estimate the degree of freedom. Details of assumption on vanance structure will be described in the
SAP.

Average Daily NCS
A sinular linear model will be used to analyze average daily nasal congestion score (NCS).

Using these two models, the primary analysis for each primary endpoint will compare the CBP-
201 Q2W 300 mg group to the placebo group using a two-sided test at the alpha=0.05 level of
sigmficance. “Study success™ 1s defined as a statistically significant result for both of the co-

primary endpoints.
9.5.2 Secondary Analyses

Using the same models described 1n Section 10.3.1, the comparnisons between the CBP-201
Q4W 300 mg group to the placebo group using a two-sided test at the alpha=0.05 level of
significance. “Study success™ for the Q4W group 15 defined as a statistically sigmficant result
for both of the co-primary endpoints.
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However, 1if the primary analysis 1s not statistically significant for one or both of the two co-
primary endpomts, the results from the secondary analysis will be exploratory rather than
confirmatory.

The sinular analyses to endoscopic NPS will be performed for each secondary continuous
varnable:

e Percentage of maxillary sinus volume occupied by disease on CT and Lund-Mackay
Computed Tomography scores from patients enrolled at Study Sites that are approved
and qualified to perform CT scans

e Umversity of Pennsylvama Smell Identification Test (UPSIT)

e Visual analogue scale for rhinosinusitis (VAS-RS)

e Total nasal symptom score (TNSS)

s 22-item Sionasal Outcome Test (SNOT-22)

e Average daily anterior rhinorrhea score

e Average daily posterior rhinorrhea score

e Average daily loss of smell score

Daily subject-assessed nasal peak mspiratory flow (NPIF)

Proportion of patients requiring rescue treatment (systemic CS for > 5 consecutive days) or
having had surgery for nasal polyps through Week 24 will be calculated with the corresponding
95% CI by treatment group. The difference between each CBP-201 group and placebo group
and the corresponding 95% CI will be calculated as well. The Cochran-Mantel-Haenszel
(CMH) test adjusted by comorbid asthma will be performed to compare the proportion between
each CBP-201 group and placebo group.

The Kaplan-Meier plot will be presented for the time to rescue treatment (systemic CS for >5
consecutive days) or surgery for nasal polyps through Week 24 Median of the time and the
corresponding 95% CI will be calculated for each treatment group. The event-free rate at Week
24 week will be presented with 95% CI. Log-rank test will be performed to compare the event
free distribution between each CBP-201 group and placebo group.

All secondary analyses will be conducted using two-sided tests at the alpha=0.05 level of
significance.
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9.5.3 Exploratory Analyses

Exploratory analyses will be done using a similar model to the primary endoscopic NPS
endpoint analysis. Endpoints will include:

e Change from baseline at Week 24 in FEV1 for subjects with asthma

e Proportion of patients with minimal climecally important difference > 8.9 in SNOT-22 at
Week 24

e Change from baseline at Week 16 in endoscopic NPS

e Change from baseline at Week 16 in Average daily NCS

e Change from baseline at Week 24 in European quality of life scale (EQ 5D-5L)
e Healthcare resource utilization throungh Week 24

9.6 Safety Data Analysis

Adverse events will be coded using the MedDRA . Treatment-emergent adverse events (TEAEs)
are defined as any AEs occurred or worsen during the treatment period from first admimistration
of study treatment to end of the follow-up peniod, whether or not considered related to the
treatment. The incidence of TEAEs will be presented overall, by system organ class (SOC), and
by preferred term for each treatment group. Incidence of AEs by sevenity and relationship to
study drug will also be presented for each treatment group. Deaths, SAEs, AESIs and adverse
events resulting i discontinuation from the study will be summarized by treatment group.

Safety laboratory parameters, ADA and NAb, vital signs, ECG parameters will be summarized
by treatment group and by scheduled visit. Change from Baseline in these continuous
parameters will also be summarized by treatment group and by scheduled visit.

For AESI, the percentage of subjects with incident AE, the nisk difference, 1ts 95% confidence
mterval, and p-value will be provided. The confidence mtervals and p-values are not adjusted
for multiplicity and therefore must be considered accordingly. The requirement will be at least 4
subjects in any treatment arm_ The cut-off of at least 4 events was chosen because the 95%
confidence interval for the between-group difference in percent incidence will always include
zero when treatment groups of equal size each have less than 4 events and so adds little to the
interpretation of potentially meaningful differences.

Two approaches will be used for handling safety data occurring after the imtiation of rescue
therapy. The first approach will exclude all data following the mitiation of rescue, in order

to avoid the confounding influence of the rescue therapy. The second approach will include data
following the imtiation of rescue therapy. For the overall study analyses, the “mncluding rescue™
approach will be considered primary for all safety endpoints.

Version 3.0 CONFIDENTIAL Page 80 of 97



DocuSign Envelope ID: 3703ABBE-FE06-4BCE-A2B6-TB61CECABBCS

Suzhou Connect Biopharmaceuticals, Ltd Protocol CBP-201-WW003

Investigational Drug: CBP-201 21 December 2021

9.7 Missing Data

Handling of missing data will be detailed in the SAP.

For the primary analyses, missing values at week 24 will be imputed using methods detailed in
the SAP. In brief, the primary analysis would be MMRM (mixed model repeated measures)
which will be performed to mitigate the impact of missing data. This approach assumes that
missing observations are nussing-at-random (nussingness 1s related to observed data) during the
study and borrows information from patients in the same treatment arm taking into account both
the nissingness of data and the correlation of the repeated measurements. All secondary and
exploratory efficacy analyses may be conducted using similar imputation for nussing values as
detailed in the SAP.

Safety analyses, will be conducted using available data with no imputation for missing values.

9.8 Sensitivity Analysis

Sensitivity analyses will be conducted to confirm the robustness of the results for the primary
analyses. These may include pattern muixture model-multiple imputation (PMM-MI), control-
based PMM-MI with analysis of covariance (ANCOVA) model and/or tipping point analyses,
as appropniate. The details will be outlined in the SAP.

9.9 Multiplicity Considerations

The use of a fixed sequence testing procedure for the pnmary analyses controls the overall
level of significance for these confirmatory analyses. All other analyses will be conducted
using two-sided tests at the alpha=0.05 level of significance, with no control for multiplicity.

9.10 Pharmacokinetic Analysis

Whole blood for plasma CBP-201 concentrations will be obtained and analyzed. The individual and
treatment group steady-state trough PK profile will be calculated.

Additional sampling will be obtained after the last treatment dose, as noted in the schedule of
assessments (Table 1), to charactenize the retumn to Baseline.

The details of PK analysis will be reported 1n a separate analysis plan and PK analysis report.
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9.11 Pharmacodynamic Analysis

Pharmacodynamic endpoint analyses will be considered exploratory. PD endpoints including IgE. ECP,
TARC, eosinophil count, Eotaxin-3, and periostin in the blood will be summarnized by treatment group.
Exploratory PE/PD analyses will be detailed in a separate analysis plan and report.

9.12 Demographic and Medical History

Demographic charactenistics (eg, sex, age, weight, height. ethmicity) and medical history with disease-
relevant baseline charactenistics (eg, LME CT score, NP5, NCS, NPIF, pulmonary function, baseline
symptom scores) will be summanzed by treatment group. All other baseline characteristics will be
summanzed by treatment group.

9.13 Analysis of Concomitant Medication Use

Concomitant medications will be coded according to the WHODrug. Concomitant medications will be
summarized overall and by dmug classification by treatment group.

9.14 Analysis of Exposure to Study Drug

The duration of exposure will be calculated using the first and last day of study drug dosing. A summary
of the duration will be presented by treatment group.

9.15 Protocol Violations

A list of patients with protocol violations will be completed based on entry cniteria and violations from

study conduct and assessments. The number of patients with major protocol violations will be
summarized by treatment group.

10 DATA HANDLING AND QUALITY ASSURANCE

10.1 Case Report Forms

Study data 1s recorded using an eCRF via the Medidata RAVE system provided by the contracted CRO.
The overall procedures for quality assurance of climical study data including data collection and
management, are described in the Data Management Plan (DMPF).

Study data will be entered in the eCRF via Electronic Data Capture (EDC) by clinical research staff at
each clinical site from the source documents.

Study data will also be recorded on source documents maintained by clinical research staff at each
investigative site. Source documents may include medical records, laboratory reports, patient diaries,
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ECG and spirometry printouts, consult notes, Investigator notes, and medical history data from a primary
care physician, health care professional, or institution. Data recorded in source documents will be
transcribed, where necessary and appropriate, into eCRFs by the climcal research staff at each
investigative site. All source documents will be retained at the clinical site. Photocopies of completed
source documents will be provided only if essential (1e, for regulatory purposes or if a pandemic-related
quarantine prevents in-person access) at the request of the Sponsor or its designee and only 1if there 1s an
appropriate SOP 1s in place to ensure data integnity and patient privacy in the case of such a transfer.

The eCRFs must be kept 1n order and up-to-date so that they always reflect the latest observations on the
enrolled patients.

Each patient’s source documents should have the onginal signed ICF attached. When the study treatment
1s completed, the ICF should be kept with a copy of the completed eCRF 1n the appropnate file method
provided, or with a note to indicate where the records can be located. All records should be kept in
conformance to applicable national laws and regulations.

All oniginal signed laboratory reports must be available for review.

The eCRFs must be reviewed. authonzed, and signed by the Investigator. The procedures and protocol
for electronic signature, if applicable_ will be provided to and discussed with the Investigator and
tramning will be provided.

10.2 Monitoring of the Study

The CRO’s Clinical Monitor, as a representative of the Sponsor, has the obligation to follow the study
closely. In doing so, the Monitor will visit the Principal Investigator or Sub-Investigator and study
facility at peniodic intervals, in addition to maintaining necessary contact through telephone, e-mail,
facsimile, and letter. The Monitor will maintain current personal knowledge of the study through
observation, review of study records and source documentation, and discussion of the conduct of the
study with the Principal Investigator or Sub-Investigator and staff

All aspects of the study will be carefully monitored, by the CRO and the Sponsor, for compliance with
applicable government regulation with respect to current GCP and standard operating procedures.

10.3 Inspection of Records

The Pnoncipal Investigators or Sub-Investigators and institutions involved in the study will permit trial-
related monitoring. andits, IRB/EC review, and regulatory inspection(s) by providing direct access to all
study records. In the event of an audit, the Principal Investigator or Sub-Investigator agrees to allow the
Sponsor, representatives of the Sponsor, the CRO, the FDA. or other regulatory agencies access to all
study records.

The Pancipal Investigator or Sub-Investigator should promptly notify the Sponsor, or its designee, of

any audits scheduled by any regulatory authonities and promptly forward copies of any audit reports
received to Sponsor or its designee.
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10.4 Study Record Retention

Essential documents should be retained for at least 15 years after the end of the tnial or 2 years after the
last approval of a marketing application in an International Council for Harmomisation (ICH) region and
until there are no pending or contemplated marketing applications in an ICH region, or at least 5 years
have elapsed since the formal discontinuation of climcal development of the IP. These documents should
be retained for a longer period, however, if required by the applicable regulatory requirements or by an
agreement with the Sponsor. It is the responsibility of the Sponsor to inform the Pnncipal Investigator or
Sub-Investigator or institution as to when these documents no longer need to be retained.
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11 ADMINISTRATIVE CONSIDERATIONS

The following admimstrative items are meant to guide the Principal Investigator or Sub-Investigator in
the conduct of the tnal but may be subject to change based on industry and government standard

operating procedures or working practice documents or guidelines. Changes will be reported to the
IRB/EC but will not result in protocol amendmenis.

11.1 Confidentiality

All laboratory specimens, evaluation forms, reports, and other records will be identified in a manner
designed to maintain patient confidentiality. All records will be kept 1n a secure storage area with limited
access. Climcal information will not be released without the written permission of the patient (or the
patient’s guardian), except as necessary for monitoning and auditing by the Sponsor, its designee, the
FDA., or the IRB/EC.

The Pnncipal Investigator or Sub-Investigator and all employees and coworkers mvolved with this study
may not disclose or use for any purpose other than performance of the study, any data, record, or other
unpublished, confidential information disclosed to those individuals for the purpose of the study. Prior
written agreement from Sponsor or its designee must be obtained for the disclosure of any said
confidential information to other parties.

11.2 Data and Safety Monitoring Board

An independent Data Safety Monitoring Board (DSMB) will be set up to periodically review and
evaluate the accumulated study data for participant safety, study conduct and progress, and to make
recommendations to the Sponsor concerning the continuation of the tnal. The DSMB will be compnised
of independent expert(s) in the clinical aspects of the disease/patient population being studied, one or
more biostatisticians, and one or more mnvestigators with expertise in current clinical trials

conduct. These members may not be directly involved in the conduct of the blinded study.

A separate DSMB Charter document will outline the schedule of data review, define the deliberative
process, any events that would trigger unscheduled reviews, stopping procedures that are consistent with
the protocol, unmasking and voting procedures, and the contents of reports at the conclusion of each
meeting, and how the DSMB will vote as to whether the study should continue without change,

be modified or be terminated.

11.3 Institutional Review Board/Ethics Committee Approval

Federal and national regulations and ICH guidelines require approval be obtained from an IRB/EC
before participation of human patients in research studies. Before the study onset, the protocol, informed
consent, advertisements to be used for patient recruitment, and any other written information regarding
this study to be provided to the patient or the patient’s legal guardian must be approved by the IRB/EC.
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Documentation of all IRB/EC approvals and of the IRB/EC compliance with ICH Guideline E6 will be
maintained by the site and will be available for review by the Sponsor or its designee.

All IRB/EC approvals should be signed by the IRB/EC Chairman or designee and must identify the
IRB/EC name and address, the clinical protocol by title and/or protocol number, and the date approval
and/or favorable opinion was granted.

The Pnncipal Investigator or Sub-Investigator 1s responsible for obtaiming continued review of the
clinical research at intervals not exceeding 1 year or otherwise specified by the IRB/EC. The Principal
Investigator or Sub-Investigator must supply the sponsor or 1ts designee with written documentation of
continued review of the clinical research.

11.4 Modification of the Protocol

Any changes in this research activity, except those necessary to remove an apparent, immediate hazard
to the patient, must be reviewed and approved by the Sponsor or its designee. Amendments to the
protocol will be prepared by the Sponsor or its designee and must be submitted m writing to the
Principal Investigator’s or Sub-Investigator’s IRB/EC for approval before patients being enrolled into an
amended protocol or amended procedures applied to currently enrolled patients.

11.5 Informed Consent

A wrnitten ICF 1n compliance with Title 21 of the Code of Federal Regulations (CFR) Part 50, current
version of the Declaration of Helsink; the current requirements of GCP (CPMP/ICH/135/95); and local
regulations, whichever afford the greater patient protection, shall be obtained from each patient before
entering the study or performing any unusual or nonroutine procedure involving nisk to the patient. If any
institution-specific modifications to study-related procedures are proposed or made by the site, the ICFs
should be reviewed by the Sponsor or its designee, if appropriate, before IRB/EC submission. Once
reviewed, the ICFs will be submitted by the Principal Investigator or Sub-Investigator to his or her
IRB/EC for review and approval before the start of the study. If the ICFs are revised during the course of
the study, all active participating patients must sign the revised form.

Before recruitment and enrollment, each prospective patient or their legal guardian will be given a full
explanation of the study and allowed to read the approved ICFs. Once the Principal Investigator or Sub-
Investigator 15 assured that the patient/legal guardian understands the implications of participating in the
study. the patient/legal guardian will be asked to give consent to participate in the study by signing the
ICF(s).

The Pancipal Investigator or Sub-Investigator shall provide an onginal or a copy of the signed ICF to the
patient and/or legal guardian. An oniginal form shall be maintained in the patient’s medical records at the
site.

11.6 Protocol Violations and Deviations

The Poncipal Investigator, Sub-Investigator, or designee must document and explain in the patient’s
source documentation any deviation and violations from the approved protocol. The Prnncipal
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Investigator or Sub-Investigator may implement a deviation from or a change of the protocol to eliminate
an immediate hazard to tnal patients without prior IRB/EC approval. As soon as possible after such an
occurrence, the implemented deviation or change, the reasons for it, and any proposed protocol
amendment(s) should be submitted to the IRB/EC for review and approval (if required), to the Sponsor
or its designee for agreement, and to the regulatory authorities (if required).

A dewviation from the protocol 1s an unintended and/or unanticipated departure from the procedures
and/or processes approved by the Sponsor and the IRB/EC and agreed to by the Prncipal Investigator or
Sub-Investigator. Deviations usually have an impact on individual patients, or a small group of patients,
and do not involve inclusion/exclusion or primary endpoint criteria. A protocol violation occurs when
there 1s nonadherence to the protocol resulting in a significant, additional risk to the patient, when the
patient or Principal Investigator or Sub-Investigator has failed to adhere to sigmficant protocol
requirements (1nclusion/exclusion criteria) and/or the patient was enrolled without prior Sponsor
approval, or when there 15 nonadherence to FDA regulations and/or ICH GCP guidelines.

The clinical monitor and site staff will document protocol violations and deviations throughout the
course of the clinical trial. The monitor will notify the Principal Investigator or Sub-Investigators during
a visit and document in writing all violations and deviations. The IRB/EC should be notified by site
personnel of all protocol violations and any applicable protocol deviations according to their IRB/EC
regulations in a timely manner.

11.7 Study Reporting Requirements

By participating in this study, the Principal Investigator or Sub-Investigator agrees to submit reports of
SAEs according to the timeline and method outlined 1n the protocol. In addition, the Pnncipal
Investigator or Sub-Investigator agrees to submit annual reports to their IRB/EC as appropriate.

11.8 Financial Disclosure and Obligations

The Pnncipal Investigators or Sub-Investigators are required to provide financial disclosure information
to allow the Sponsor to submit the complete and accurate certification or disclosure statements required
under Part 54 of Title 21 of the CFR. In addition, the Principal Investigator or Sub-Investigators must
provide to the Sponsor a commutment to update this information promptly if any relevant changes occur
dunng the course of the investigation and for 1 year following the completion of the study.

Neither the Sponsor nor CRO is financially responsible for further testing and/or treatment of any
medical condition which may be detected during the Screening (Visit 1) process. In addition, in the

absence of specific arrangements, neither the Sponsor nor CRO 1s financially responsible for further
treatment of the patient’s disease.

11.9 Investigator Responsibilities and Documentation
Before beginning the study, the Principal Investigator will be asked to comply with ICH E6 8.2 and

Title 21 of the CFR by assuring responsibility for and providing the following procedures and essential
documents, including, but not limited to:
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* Conducting study according to current protocol approved by appropniate IRB or EC

*  Personally, conducting study or personally supervising Sub-Investigators and other staff involved in
study conduct

* Ensunng all study staff are informed of their obligations to meet the Investigator commitments in
Form FDA 1572 (US) or ICH E6.4

* Reading and understanding the CBP-201 Investigator’s Brochure version 5

*  Obtaining IRB/EC review and approval for study (per 21 CFR. 56 [US] and ICH E6.4).

* Ensunng IRB/EC provides initial and continuing review, and the approval of the study complies
with relevant regulations (per 21 CFR 56 [US] and ICH E6.4); promptly informing IRB/EC of

changes in research activity or any unanticipated problems involving nisk to patients

* Making no changes to study without approval by Sponsor and IRB/EC review and approval (except
when needed immediately to protect safety, rights, or welfare of study patients)

* Notifying study patients that CBP-201 1s investigational; obtaining informed consent from each
patient per relevant regulations (per 21 CFR 50 [US] and ICH E6.4)

* Informing Sponsor or designee of AEs dunng study (per 21 CFR 312.64 [US] and ICH E6.4); SAEs
to be reported within 24 hours

* Maintaiming adequate and accurate records (per 21 CFR 312.62 [US] and ICH E6.4); make records
available for inspection (per 21 CFR. 312 .68 [US] and ICH E6.4)

*  Complying with all other pertinent requirements of 21 CFR 312 (US) and ICH E6.4
*  An onginal Investigator-signed Investigator Agreement page of the protocol

*  Providing an [RB/EC-approved ICF, samples of site advertisements for recruitment, and any other
wrtten information regarding this study that 1s to be provided to the patient or legal guardians

* Form FDA 1572, fully executed, and all updates on a newly executed Form FDA 1572

*  Curnculum vitae (CV) for the Principal Investigator and each Sub-Investigator will be listed on
Form FDA 1572 (US) or ICH E6.4. Current licensure must be noted on the CV. These will be
signed and dated by the Pnincipal Investigators and Sub-Investigators at study start-up, indicating

they are accurate and current

*  Providing financial disclosure information to allow the Sponsor to submit complete and accurate
certification or disclosure statements required under 21 CFR 54

*  Providing laboratory certifications and reference ranges for any local laboratonies used by the site,
in accordance with 42 CFE. 493
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11.10 Study Conduct

The Pnoncipal Investigator agrees the study will be conducted according to the principles of the ICH E6
Guideline for GCP and the principles of the World Medical Association Declaration of Helsinki. The
Principal Investigator will conduct all aspects of this study 1n accordance with all national, state, and
local laws or regulations.

11.11 Financing and Insurance

This study 1s funded by Suzhou Connect Biopharmaceuticals, Ltd. Insurance policies will be arranged at
the time of study start, as required i each country m which the study is conducted.

11.12 Publications

Following completion of the study, the data may be considered for reporting at a scientific meeting or for
publication in a scientific journal. In these cases, the Sponsor will be responsible for these activities and
will work with the Investigators to determine how the manuscnipt 1s written and edited, the number and
order of authors, the publication to which it will be submutted, and other related 1ssues. The Sponsor has
final approval authornity over all such 1ssues. Data are the property of the Sponsor and cannot be
published without prior authorization from CONNECT. but data and publication thereof will not be
unduly withheld.

11.13 Risk Mitigation and Safety Measures due to COVID-19 Pandemic

Due to the COVID-19 pandemic, operational measures may be implemented to ensure a continued

supply of medication, to perform efficacy assessments. and for adequate safety monitoring of patients.
These measures may include remote study visits, home healthcare, handling of protocol deviations, and
remote site momtoring.

Any protocol deviations due to COVID-19 restrictions will be documented 1n the electronic data capture
system.

Any protocol deviations that could potentially impact data analysis will be flagged and the handling of
such deviations will be described in the Statistical Analysis Plan.
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12 INVESTIGATOR’S STATEMENT

I agree to conduct the study as outlined in the protocol entitled “A Multicenter, Randomized, Double-
blind, Placebo-controlled Study to Evaluate CBP-201 m Adult Patients with Chronic Rhunosinusitis with
Nasal Polyps™ in accordance with the gunidelines and all applicable government regulations mncluding US
Part 54 of Title 21 of the CFE. I have read and understand all sections of the Protocol, including

Section 11 ADMINISTRATIVE CONSIDERATIONS.

Protocol Version 3.0

Date: 21 December 2021

Prncipal Investigator's Signature Date

Pnncipal Investigator's Name Site ID
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APPENDIX A — VISUAL ANAI OG SCALE — RHINOSINUSITIS (VAS-RS)

“DO NOT make photocopies of this decument. Only use printed copies provided by Parexel.
INSTRUCTIONS TO SITE PERSONNEL: SITE PERSONSEL |
1) Complete the date and tume. ENTER RESPONSES
2) Verbally ask the subject to place a vertical mark at a place on the 10 cm hine that represents gﬁﬁ:
the seventy of each symptom over the past month
3) Using the provided ruler, measure mn centimeters from None to where the subject draws a hne | MADIDDAYYY
and enter that value in the right-most cplumn e
lih-mm
(18 bever bome format) |
INSTRUCTIONS TO PATIENT: Please draw one vertical line at the point that best comesponds to how
bothersome the following symptoms were withan the last month.
Nome Mare than | can snapne
Example: ! ! !
Total sinus symptoms Hone Mose than | can smapne
Ir ! Cantumeten
Nasal blockage Hone Moretham [ pam mnagns
|l ! Centumeter
Headache /pressure on the face Heas Mare thas | can anagne
Ir ! Cantevistery
Loss of smell Hone Mare thas | can mnapne
L ! Cantumstery
Post-nasal dnp (secretions from the  3.p. Morethas | can enagme
nose down 10 the throat) 1 I
t 1 Contonatery
Runay nose Kone Marethas | can snapne
| | |
ltchy eves Hans More thas | can snagme
l B ——
L 1
Itchy mose Mone Mare tham | con snagme
|l ! Centmetery
Sneering Mond More thas | can snagme
I : LSGREEtir
Tearmg Nens Mare thas | an Emagme
! ! [
Cough Hene Mare thas | can snapns
Ir ! Centumetery
Tightness presnng seasation on the  sooq, Morethan | can emapme
chest I [
1 1 m;
Shormess of breath/difficulty with omw More than | can Emaphe
breathing i i
I 1 Cetometers
“‘hﬂhﬂ.‘ toms Move than | con snapne
! | Caazsuti
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APPENDIX B - TOTAL NASAL SYMPTOM SCORE (TNSS)

Please answer all questions to the best of your ability. This information will help us
understand and treat symptoms.
Please rate the following rhinitis symptoms during the past week:
1. Nasal obstruction
Mo symptoms 0
Mild — Awareness of the symptom but not troublesome 1
Moderate — Troublesome but does not interfere with usual daily activities or sleep 2
Severe — Interferes with usual daily activities or sleep 3
2. ltching/Sneezing
No symptoms 0
Mild — Awareness of the symptom but not troublesome 1
Moderate — Troublesome but does not interfere with usual daily activities or sleep 2
Severe — Interferes with usual daily activities or sleep 3
3. Secretion/Runny nose
Mo symptoms 0
Mild — Awareness of the symptom but not troublesome 1
Moderate — Troublesome but does not interfere with usual daily activities or sleep 2
Severe — Interferes with usual daily activities or sleep 3
Total score:
9
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APPENDIX C - Sino-Nasal Outcome Test-22 QUESTIONNAIRE (SNOT-22)

.. SINO-NASAL WTCOME TEST (SNOT-21) Dare:
Below weu will find a list of svmptoms and social/emotional consequences of your rhinosinesitis. We would like to know mare about
these problems and would appreciate vour answering the following questions to the best of your abality. There are no nght or wrong
answers, and only you can provade us with this informatios. Please rate your problems as they have been over the past two weeks.
Thank you for your participation. Do not hesitate to ask for assistance if nocessary.
| | z]s[zlsl%]¢z z
1. Considering how severe the problem is when you 7 “ = £ A T _:::‘
experience it and how often it happens, please rate -’fz 4 E 2 '_; 3 i
each item below on how "bad” it is by circling the 2] i r;'— ; 2 B é
number that corresponds with how vou feel using this B g g 3_} =2 z =
scale: —» = = 73 = by =
f =1 = B =
- = 5
= E =
7
1. Need o blow nose 1] 1 3 4 5 o
2. Nasal Blackage o 1 2 3 4 5 C
3. Snoczing o 1 F) 3 4 5 o
4. Ruany nose 1] 1 2 3 4 5 o
5. Coungh 0 1 2 3 4 5 o
6. Post-nasal discharge o 1 2 3 4 5 o
7. Thick nasal discharge ] 1 1 3 4 5 o
8. Ear Mullness 1] 1 2 3 4 5 o
9. Dizxiness o 1 F] 3 4 5 o
10, Ear pain 0 1 1 3 4 5 ]
11. Facial painjpressure 0 1 1 3 4 5 o
1. Dvecrcascd Sensc of Smell Taste [1] 1 1 3 4 5 c
13. Difficulty falling asleep ] 1 1 3 4 5 O
14. Wake up at night 0 1 1 3 4 5 o
15 Lack of a good night”s sleep o 1 F) 3 4 5 o
16, Wakeup tired 0 1 1 3 4 5 o
17. Fatigue L] 1 2 3 4 5 o
18. Reduced prodactivity o 1 2 3 4 5 o
19. Reduced concentration 1] 1 2 3 4 5 o
20, Frustrated/restless/irritable 0 1 1 3 4 5 o
21. Sad o 1 F] 3 4 5 o
1. Embarrassed 0 1 1 3 4 5 o
2. Plesse mark the most important items affecting your health (maximum of 5 lems) T
SHOT-20 Copyright © 1996 by lav F. Pecrlle, MD.. Washington Universiy School of Medscine. St Loais, Misoun
SMOT-22 Developed from modificaton of SMOT-20 by Nutiosal Corpasative Audil of Surgery for Masal Polyposis and Rhisosmusitis
Rowal College of Surgeons of England.
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APPENDIX D — Injection Site Assessment Tool

The following Injection Site Assessment Tool is provided as an aid in the assessment of common
symptoms of injection site reaction. The Investigator may use their own judgement and description of
symptoms in the assessment of injection sites following administration of IMP. An Injection Site
Reaction should be reported as an Adverse Event if the Investigator judges the reaction as clinically
significant. A parameter grade of less than 2 is generally considered not clinically significant but the
Investigator should use their judgement in the reporting of AEs. See section 8.6.

INJECTION SITE ASSESSMENT

PARAMEIER | GRADE | DESCRIPTION
] NONE

VERY SLIGHT (BARELY PERCEPTIBLE)

SLIGHT (WELL DEFINED)

MODERATE

SEVERE (BEET REDNESS) 10 SLIGHT ESCHAR
FORMATION (INJURIES IN DEPTH)

NONE

SEROUS

SEROSANGUINOUS

BLOODY
PURULENT
NONE
VERY SLIGHT (BARELY PERCEPTIBLE)
SLIGHT (EDGES WELL DEFINED)
MODERATE (RAISED APPROXIMATELY | MM)
SEVERE (RAISED -1 MM AND BEYOND AREA OF
EXPOSURE)
NONE
MINIMAL
MILD (SPONGY TISSUE)
MODERATE (FIRM. WARM)

SEVERE (HARD, RED, HOT. CREPITUS)
NONE
MINIMAL
MILD
MODERATE
SEVERE

ERYTHEMA

DRAINAGE

EDEMA

INDURATION

HEMATOMA

E ol R L Ll =2 B 2 DR S L = I S SR (] Eed = B2 LV DR Cod D=1 I S LV R (BN B
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