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REVISION HISTORY 

Version # 

Date 

(DD-Mmm-YYYY) Document Owner Revision Summary 

V.0.1 02June2019 Initial Release Version  

V0.2 09Sept2019 
Changes according to Amendment 2 15AUG2019 and 

update according to Sponsor’s requests 

V0.3 28Feb2020 
Changes according to Amendment 3 06FEB2020 and 

update according to Sponsor’s requests 

V1.0 03Apr2020 

Added: ACQ-5 analysis. 

Updated: Nocturnal awaking analysis based on eDiary 

data, not from ACQ-7. 

Administration changes: updated sponsor reviewer, minor 

changes throughout. 
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Abbreviation Description 

ePRO Electronic subject reported outcome 

EQ-5D EuroQoL-5D Scale 

ETV Early termination visit 

FAS Full analysis set 

FEV1 Forced expiratory volume 

GCP Good Clinical Practice 

HIV Human immunodeficiency virus 

IA Interim Analysis 

ICF Informed consent form 

ICH International Conference on Harmonisation  

IDMC Independent Data Monitoring Committee 

IgA Immunoglobulin A 

IgE Immunoglobulin E 

INCS Intranasal corticosteroid 

IP Investigational product 

IXRS Interactive Web Response System 

LFTs Liver Function Tests 

mAb Monoclonal antibody 

MAR Missing at Random 

Max Maximum 

MCAR Missing Completely at Random 

MCID Minimal Clinically Important Difference 

MedDRA Medical Dictionary for Regulatory Activities 

MFNS Mometasone furoate nasal spray 

Min Minimum 

MMRM Mixed effects model with repeated measures 

MOP Manual of Procedures 

N/A Not Applicable 
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Abbreviation Description 

NA Not Applicable 

NMAR Not missing at random 

NP Nasal polyposis 

NPIF Nasal peak inspiratory flow 

NPS Nasal polyp score 

OCS Oral corticosteroids 

PI Principal investigator 

PK Pharmacokinetics 

PP Per protocol 

PR Pulse rate 

PT Preferred Term 

Q4W Every 4 weeks 

Q8W Every 8 weeks 

QC Quality Control 

QoL Quality of life 

QTc Corrected QT Interval 

QTcF QT corrected by Fridericia's formula 

SAE Serious Adverse Event 

SAP Statistical Analysis Plan 

SC Subcutaneous(ly) 

SD Standard Deviation 

SE Standard Error 

SF-36 Short Form 36 Health Survey 

SI Standard International System of Units 

SNOT-22 Sino-Nasal Outcome Test 

SOA Schedule of Activities 

SOC System Organ Class 

SOP Standard Operating Procedure 
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Abbreviation Description 

t1/2 Apparent terminal half-life 

TEAE Treatment-emergent Adverse Event 

TB Tuberculosis 

TFL Tables, Figures, and Listings 

tmax Time of maximum concentration 

ULN Upper Limit Normal 

TTFR Time to First Response 

UPSIT University of Pennsylvania Smell Identification Test 

US United States 

VAS Visual Analogue Scale 

Vd/F Apparent volume of distribution 

VMSOD Volumetric Maxillary Sinus Occupied by Disease 

WHO World Health Organization 

WOCBP Woman of childbearing potential 
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10. Clinically significant abnormal ECG assessment at screening (any abnormality that the investigator 

believes is not safe for study participation).  

11. History of ischemic cardiovascular disease(s) or cerebrovascular event within 1 year of screening. 

12. Have received any systemic antibiotic treatment within 4 weeks before screening.  

13. Have a history of hypersensitivity or allergic reactions to polysorbate 80, a component of the etokimab 

formulation or the inactive ingredients (excipients). 

14. If female, is pregnant or lactating, or intends to become pregnant during the study period. 

15. Current smokers or former smokers with a smoking history of ≥ 10 pack-years [(number of cigarettes 

per day/20) × number of years smoked]. A former smoker is defined as a subject who quit smoking at 

least 2 months prior to Screening visit. This includes electronic cigarettes and vaping. Subjects who 

smoke medicinal marijuana can be enrolled at the investigator’s discretion (conversion to edible forms 
of marijuana is preferred). Occasional smoking is permitted at the discretion of the investigator (e.g., 

cigar or pipe for significant event, occasional/rare weekend cigarette or marijuana use).  

16. Positive blood screen for hepatitis C virus antibody, hepatitis B virus core antibody, hepatitis B surface 

antigen, or human immunodeficiency virus (HIV) 1 and 2 antibodies (except subjects who test positive 

for hepatitis B surface antigen alone due to a hepatitis B vaccination).  

17.  Presence of chronic or active infection at screening including positive result for active tuberculosis 

(TB) (i.e. positive QuantiFERON® test result without any prior history of active nor latent TB infection 

and without evidence of active infection) where the subject has not completed prophylactic treatment.  

18. Any co-morbidity that the investigator believes is a contraindication to study participation. This 

includes, but is not limited to, any respiratory (e.g., pulmonary fibrosis, eosinophilic granulomatosis 

with polyangiitis, allergic bronchopulmonary aspergillosis), cardiovascular, gastrointestinal, 

hematological, neurological, immunological, musculoskeletal, renal, infectious, neoplastic, or 

inflammatory condition that may place the safety of the subject at risk during the study, impact results 

of the study or their interpretation, or prevent subject from completing the study. 

19. Comorbid asthma when: 

a) Forced expiratory volume (FEV1)  60% of predicted normal as assessed on Day 1 and defined by 

the Global Lung Initiative (GLI) 

b) An exacerbation requiring systemic (oral and/or parenteral) corticosteroid treatment or 

hospitalization (> 24 hours) for treatment of asthma within 3 months prior to screening. 

c) A daily dose higher than 1000 g fluticasone or the equivalent of inhaled corticosteroids. 

20. Have any other physical, mental, or medical condition that, in the opinion of the investigator, makes 

study participation inadvisable or could confound study assessments. 

21. Receipt of live attenuated vaccine within 4 weeks before screening. 

22. Planned surgery during the study or 30 days before screening. 

23. History of malignancy within 5 years, except non-melanoma skin cancer that has been fully treated 

with no current active disease. 

24. Initiation of allergen immunotherapy: 

a) Within 12 weeks prior to screening 
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Subcutaneous injection sites should be alternated among upper arms or, if necessary, the different quadrants of 

the abdomen (avoiding navel and waist areas). If possible, the same site should not be injected for 2 consecutive 

months. Study drug should be administered only into areas of normal-looking skin; if possible, Study Day 1 

(loading dose) injections should be administered in separate upper arms. If both injections are administered in 

the same area, the injections should be spaced approximately 2 inches apart. Additional detail will be located 

in the Pharmacy Manual.
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* During the screening window patients must use MFNS for a minimum of 20 days prior to Day 1 (maximum screening window is 31 days). Screening 

procedures can be conducted up to Day -1 if necessary. 
a Visit must occur 5 days (1 day) after Visit 2. 
b Inclusion/exclusion criteria are based on all screening assessments, Visit 1 nasal endoscopy, and laboratory results. Week 0/Day 1 pre-dose assessments 

are to be reviewed before enrollment. 
c A complete physical examination will be performed at the screening visit. All other physical examinations should be abbreviated and address associated 

complaints or findings and any other assessments required to evaluate adverse events. 
d Vital signs assessments should be performed before blood sampling and before injection of study drug at each study visit where administered. Blood 

pressure readings should be obtained after approximately 15 minutes of rest in a seated position. 
e 12-Lead ECG should be performed after 10 minutes of rest in a supine position and before the blood sample is collected. ECG must be conducted on 

ECG machine provided by ERT for the ANB020-006 clinical trial. 
f Follicle stimulating hormone may be used to confirm menopausal status in female subjects as needed. 
g Pregnancy testing is only required for women of childbearing potential (WOCBP). A serum test will be performed at the screening visit; urine pregnancy 

tests will be performed at treatment and follow-up visits. Testing must be performed before injection of study drug at Weeks 0, 4, 8, and 12. A negative 

result must be obtained at Visits 1 and 2 before subject may be randomized. 
h HIV 1 and 2, hepatitis B surface antigen, hepatitis B core antibody, hepatitis C antibody, and Mycobacterium tuberculosis (TB) will be assessed. Subjects 

with an indeterminate QuantiFERON® TB Gold result at Screening will be allowed 1 retest. 
i Hematology and chemistry: Blood samples will be taken before injection of study drug, after the ECG and vital signs assessments.  
j Subject is required to remain onsite for 2 hours post-dose for observation at Week 0 (Day 1). Subjects with any ongoing treatment-emergent AEs or 

SAEs at the time of scheduled discharge from the study center should remain at the study center until the Investigator has determined that these 

events have been resolved or deemed as not clinically significant. Subjects are not required to remain onsite after follow-up injections (Weeks 4, 8, and 

12) unless deemed necessary by the Investigator, if there have been injection site reactions, or other AEs are noted. 
k Pharmacokinetics blood samples will be collected for all subjects at the following time points:  

 Visit 2/Week 0: prior to dosing on Day 1. 

 Visit 3/Week 1: Visit 3 can occur 3 to 5 days after Visit 2. 

 Week 4, 8, 12: prior to dosing. 

 Week 16, 20, and 24: any time at each visit. 
l Immunogenicity blood samples will be collected for all subjects at the following time points:  

 Visits 2 (Week 0), 4 (Week 4), 5 (Week 8), and 6 (Week 12): prior to dosing. 

 Visits 7 (Week 16), 8 (Week 20), and 9 (Week 24): any time at each visit. 
m All subjects should have the result of FEV1 (% of predicted normal as defined by the Global Initiative for Asthma) recorded in the source on Day 1 and at 

all the other scheduled visits during the treatment period. Every effort should be made to perform FEV1 assessment at the same time at each visit. If a 

subject with active asthma’s FEV1  60% on Day 1, then the subject will not be randomized. FEV1 assessment should be conducted on the spirometry 

machine provided by ERT for the ANB020-006 clinical trial. 
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n The ePRO device will be provided to subjects on Day 1 upon confirmation of randomization. Subjects should be trained on log in and completion of 

NPIF distribution within the ePro device. The subjects should bring the ePRO device to each visit. The ePRO device should be returned to the site at the 

Week 24 (EOS) visit. Detailed instructions will be provided separately in the Procedures Manual. 
o Peak Nasal Inspiratory Flow Meters will be provided to patients during the screening visit and patients will be instructed on use and recording 

requirements. NPIF values will be recorded on a paper diary during Screening (for 1 week/7 consecutive days). Diary must be returned to the study 

coordinator at the Day 1 dosing visit. Following randomization, eDiaries will be distributed and NPIF values will be recorded directly in the device.  
p Concomitant therapy will include pharmacologic and nonpharmacologic therapies. 
q Testing must be performed before injection of study drug at Weeks 0 and 8. 
r  The ACQ-7 will be assessed only in subjects with an active asthma disease. 
s Optional polyp biopsies will be collected from subjects who indicate approval on ICF, in study centers with the capability to conduct the procedure. 
t Samples will be collected before injection of study drug on Day 1. 
u Optional sampling for exploratory analysis of DNA and RNA, requiring separate pharmacogenetic consent acknowledgment in ICF. 
V MFNS bottles will be distributed and used bottles collected at monthly visits to assess use. Subjects should be approximately 80% compliant with usage 

during Screening and throughout the study. During Screening subjects must complete a minimum of a 20 day run-in using MFNS prior to Day 1. 
w Endoscopy can utilize study windows to ensure procedure can be completed prior to dosing. Day 1 Endoscopy can occur up to 5 days prior to Day 1 

clinic visit. If endoscopy is performed on site it should be completed after all other study assessments are done and prior to dosing on dose days. 
X Day 1 CT must be collected prior to dosing on Day 1. If necessary, the Day 1 CT can be collected during Screening, prior to Day 1, however all efforts 

should be made to conduct CT after subject screening labs have been reviewed and it is determined subject is likely eligible for the study. Note: CTs 

collected within 3 months prior to randomization (Day 1) can be utilized in lieu of a new Day 1 CT if the necessary imaging requirements are present. 
y Day 1 spirometry should be assessed prior to randomization to ensure inclusion/exclusion criteria are met 
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• If there is no scheduled visit/day for the analysis visit window and there is a tie between the data in the 

number of days/hours before and after the scheduled day, the later data will be used.  

The summary by visit will use “analyzed records” only ---at most one per subject per parameter. 

An unscheduled visit that does not fall under any window will remain in the database and will be included in 

the listings.  The data not flagged as the “analyzed record” will be included in subject listings. Tables 2a to 2f 

display visit windows for multiple analyses.  

Table 2a: Visit Windows for Assigning ET Visits to an Analysis Visit for Nasal Endoscopy, SNOT-22, 

QoL, Nasal Polyps Resource Questionnaire, and ACQ-7 

 

Study Period 

 

Analysis Visit 

 

Target Day 

Window for 

Reassignment to  Analysis 

Visit 

Baseline Baseline 1 ≤1 

Treatment Period Week 4 29 2-42 

 Week 8 57 43-70 

 Week 12 85 71-98 

 Week 16/EOT 113 99-126 

Safety Follow-up Period Week 24/EOS/ETV** 169 127-182 
 

**The last observation in the time window will be used. [This is an exception from the rule regarding closest to target.] 

Table 2b: Visit Windows for Assigning ET Visits to an Analysis Visit for Spirometry 

 

Study Period 

 

Analysis Visit 

 

Target Day 

Window for 

Reassignment to  

Analysis Visit 

Baseline Baseline 1 ≤1 

Treatment Period Week 4 29 2-42 

 Week 8 57 43-70 

 Week 12 85 71-98 

 Week 16/EOT** 113 99-126 
**The last observation in the time window will be used. [This is an exception from the rule regarding closest to target.] 

Table 2c: Visit Windows for Assigning ET Visits to an Analysis Visit for Hematology and Chemistry 

 

Study Period 

 

Analysis Visit 

 

Target Day 

Window for 

Reassignment to 

Scheduled Analysis Visit 

Baseline Baseline 1 ≤1 

Treatment Period Week 1 5 2-10 

 Week 4 29 11-42 

 Week 8 57 43-70 

 Week 12 85 71-98 

 Week 16 113 99-126 

Safety Follow-up Period Week 24/EOS/ETV** 169 155-182 
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**The last observation in the time window will be used. [This is an exception from the rule regarding closest to target.] 

Table 2d: Visit Windows for Assigning PW Visits to an Analysis Visit for Immunogenicity and Vital Signs 

 

Study Period 

 

Visit 

 

Target Day 

Window for 

Reassignment to 

Scheduled Visit 

Baseline Baseline 1 ≤1 

Treatment Period Week 4 29 2-42 

 Week 8 57 43-70 

 Week 12 85 71-98 

 Week 16/EOT 113 99-126 

Safety Follow-up Period Week 20 141 127-154 

 Week 24/EOS/ETV** 169 155-182 
**The last observation in the time window will be used. [This is an exception from the rule regarding closest to target.] 

 

Table 2e: Visit Windows for Assigning PW Visits to an Analysis Visit for UPSIT and Lund-MacKay 

Scores 

 

Study Period 

 

Visit 

 

Target Day 

Window for 

Reassignment to 

Scheduled Visit 

Baseline Baseline 1 ≤1 

Treatment Period Week 8* 57 43-84 

 Week 16/EOT 113 85-126 
*UPSIT only. Lund-MacKay score is not assessed at Week 8. 

**UPSIT and Lund-MacKay scores do allow gaps between analysis visits. 

 

Table 2f: Visit Windows for Assigning PW Visits to an Analysis Visit for EQ-VAS, Nocturnal Awakenings, 

and NPIF 

 

Study Period 

 

Visit 

 

Target Day* 

Window for 

Reassignment to 

Scheduled Visit 

Baseline Baseline 1 ≤1 

Treatment Period Week 1 5 2-7 

 Week 2 11 8-14 

 Week 3 18 15-21 

 Week 4 25 22-28 

 … … … 

 Week 16/EOT 102 99-105 

Safety Follow-up Period Week 20 130 127-133 

 … … … 

 Week 24/EOS/ETV** 158 155-161 
*Except for Week 1, Target Day for the rest weekly analysis visits is the mid-week day. 

**The last observation in the time window will be used. [This is an exception from the rule regarding closest to target.] 
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be obtained at each visit during Treatment Period (Week 4, 8, 12 and 16), and at the end of the Safety Follow-

up Period (Week 24).  

A listing of nasal endoscopy performance, nasal polyp scores, and change from baseline scores will be provided 

per visit per subject for the Full Analysis set. 

8.1.1.1. Definition of Estimand 

Subjects who permanently stopped the study medication are not required to withdraw from the study. Subjects 

were informed that if they decided to discontinue study medication, they had the option of providing clinic 

assessments at scheduled office visits or by phone contact until the planned end of their study visits.  

Thus, the (co)primary estimand chosen here is the de facto or treatment policy estimand, which uses the 

available on-treatment NPS values during Treatment period. The primary time point is Week 16. 

The NPS is also measured every 4 weeks during treatment and at end of treatment (Week 16). A general linear 

mixed model with repeated measures (MMRM) will be used to obtain least squares means of change in NPS at 

Week 16 from baseline, to compare the etokimab treatment arms with the placebo arm.  

Summary statistics for each time point will include n, mean, standard deviation, median, minimum, and 

maximum, for baseline, each time of measurement, and the change from baseline calculated as post-baseline 

value minus the baseline value. 

8.1.1.2. Primary Statistical Analysis for NPS 

Statistical analysis of this endpoint will employ a general linear model with repeated measures (also called a 

mixed model with repeated measures, MMRM), with the change from baseline in NPS as the dependent 

variable;  baseline (Day 1) NPS score as a covariate, treatment group (3 levels), stratification factor, treatment 

by stratification factor, categorical time points (Weeks 4, 8, 12 and 16) and treatment by time interaction as 

fixed effect factors, and subject as a random effect in the model.  Assuming treatment (trtpn) is coded as 

Placebo=1, Eto Q8W=2, Eto Q4W=3, and that the time variable  (weekn) is ordered as 4, 8, 12, and 16, we can 

write the SAS model of interest to be performed with SAS PROCEDURE MIXED as follows:   

PROC MIXED DATA = DATASETNAME; 

CLASS USUBJID WEEKN TRTPN STRAT; 

MODEL CFB = BASE STRAT TRTPN STRAT*TRTPN WEEKN WEEKN*TRTPN / SOLUTION DDFM=KR; 

REPEATED WEEKN / SUBJECT=USUBJID TYPE=UN; 

LSMEANS WEEKN*TRTPN / CL ALPHA=0.05; 

RUN; 

 

The (co)primary hypothesis to be tested for this estimand is that treatment of adults diagnosed with CRSwNP 

using etokimab will result in a significantly greater reduction of Week 16 NPS from baseline when compared 

to placebo. 

This hypothesis will be tested by comparing the least squares adjusted means for each etokimab dose group 

with placebo, at the week 16 time point.  Comparison of each treatment arm with placebo will be based on the 

change in least squares means at Week 16 obtained from the MMRM. Testing will be conducted in a hierarchical 

manner such that the comparison of the etokimab Q4W treatment arm versus placebo will be conducted first. 
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If the results of the comparison of the eetokimab Q4W treatment arm versus placebo are statistically significant, 

the etokimab Q8W treatment arm will be compared to placebo.  

While the treatment group means at each visit are estimated by the model, the standard deviations are nuisance 

parameters and must also be estimated in order to carry out the hypothesis tests and/or obtain confidence interval 

estimates for means and contrasts.  An unstructured covariance matrix will be assumed and estimated in order 

to obtain associated standard errors for least squares means and to carry out the treatment comparisons. In case 

the model does not converge with the unstructured covariance structure, the heterogeneous Toeplitz structure 

(TOEPH) will be used instead. In case the model will not converge with the heterogeneous Toeplitz structure, 

heterogeneous compound symmetry (CSH) will be used instead. The denominator degrees of freedom will be 

computed using the Kenward-Roger method. 

The p-value for the comparison will be obtained and compared to the significance level of 5%, two-sided. An 

associated 2-sided 95% confidence interval will be obtained for the active minus placebo change from baseline 

to week 16 in the NPS for each treatment arm tested. Comparison of multiple treatment groups versus placebo 

will be performed in a hierarchical manner so further adjustment will not be made for testing each dosing 

regimen with placebo. Statistical significance (two-sided p-value < 0.05) for a treatment contrast will be taken 

to infer a difference in efficacy versus placebo for that etokimab dosing regimen. The direction of difference 

will determine whether that dosing regimen of etokimab is better or worse than the placebo group at that 

specified level of significance. 

Graphical displays of the results will be presented. The (by-time point) least squares means and two-sided 95% 

confidence intervals for each treatment will be plotted against time, and the p-values for the Week 16 

comparisons will be displayed on the Week 16 time point.  

8.1.1.3. Supplementary Statistical Analysis for NPS 

In order to assess the impact of missing data due to dropouts on the inference for the co-primary endpoints, a 

sensitivity analysis will be performed in 2 ways. First, NPS data after dropout will be imputed using multiple 

imputation and the statistical analysis using MMRM will be repeated. Multiple imputation analyses will be 

performed based on both Missing at Random (i.e. the missing data are assumed to follow the same model as 

the other patients in their respective treatment arm) and Missing Not at Random assumptions. Second, an 

ANCOVA will be performed only for the subjects who have completed Week 16 assessment (ie., completers 

analysis). 

MI analysis with Missing at Random (MAR) assumption: In the analysis of each of the co-primary 

endpoints, subjects with missing data at post-baseline visits will have data imputed using multiple imputation 

(MI) methodology using the total study sample. MI will be performed under the assumption of MAR. 

Intermittent missing value(s) will also be replaced using MI. MI will impute 10 integer values using Markov 

Chain Monte Carlo (MCMC) methods assuming nonmonotone missing, a pre-specified seed number, 500 

burn-in iterations, 100 iterations between imputations, and a non-informative prior. The imputation models 

based on all subjects (regardless of treatment group) will include the randomization stratification factor, the 

baseline value of the endpoint, and all previous values of the endpoint at each time point. Results from the 

analysis of each of the 10 imputed datasets will be combined using Rubin’s imputation rules (Rubin 1987) to 
produce a pooled least squares mean (LSM) estimate of treatment difference. 
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For the PCS and MCS separately, the change from baseline  at Weeks 4, 8, 12 and 16 will be modeled using an 

MMRM with baseline SF-36 as covariate, treatment group (3 levels), stratification factor, treatment by 

stratification factor, categorical time point (Weeks 4, 8, 12 and 16) and treatment by time interaction as fixed 

effect factors, and subject as a random effect. Treatment comparisons will be based on the week 16 least squares 

means and standard errors. Associated 95% confidence limits for the LS means and the p-value for comparison 

of each etokimab dose group with the Placebo group will be displayed.  

8.3.1.2. European Quality of Life Scale (EQ-5D) 

The impact of CRSwNP on the quality of life of the patient will be assessed using the EQ-5D questionnaire. 

This questionnaire has two components: health state description and evaluation.  

In the description part, the EQ-5D-5L health questionnaire is a health-related quality of life instrument with 5 

dimensions: mobility, self-care, usual activities, pain/discomfort, and anxiety/depression. Each dimension has 

5 possible levels: no problems, slight problems, moderate problems, severe problems and extreme problems.  

The summary of results will follow the EQ-5D-5L guidelines for results presentation. For the “Health Profiles” 
descriptive system summary results will show the number, and proportion (%) of subjects in each Item score 

(No Problems, Slight Problems, Moderate Problems, Severe Problems, Extreme Problems) by treatment at 

baseline and at each visit (Weeks 4, 8, 12, and 16).  

No formal statistical testing will be carried out for the EQ-5D-5L. 

In the evaluation part, the EQ-VAS measures overall self-rated health status on a 0-100 scale, with 0=worst 

health you can imagine and 100=best health you can imagine.  Thus higher scores are suggestive of better health 

status.  

Summary statistics will be presented for the EQ-VAS score showing number of subjects, mean, standard 

deviation, median, minimum and maximum for each treatment group at baseline and each visit (Weeks 4, 8, 12 

and 16), and change from baseline.  

An MMRM with the baseline EQ-VAS score as covariate, and treatment (3 levels), stratification factor, 

treatment by stratification factor, categorical time point (Weeks 4, 8, 12, and 16), and treatment by time 

interaction as fixed effect factors, and subject as a random effect will be used to obtain least squares estimates 

for the change from baseline in EQ-5D VAS score in Week 16 for each treatment group.  Each etokimab dose 

group will be compared to the Placebo group using the Week 16 least squares means and standard errors 

obtained from the model.  Associated 95% confidence limits for the LS means and p-values for the treatment 

comparisons will be displayed. 

8.3.1.3. Patient Related Rhinosinusitis Severity Using Visual Analog Scale (VAS) 

The Visual Analogue Scale (VAS) for rhinosinusitis is used to evaluate the total severity. The patient is asked 

to indicate on a continuous scale (VAS) the answer to the question: “How troublesome are your symptoms of 

rhinosinusitis?” The VAS score ranges from 0 (Not troublesome) to 10 (Worst thinkable troublesome).  

The disease severity can be divided into MILD, MODERATE and SEVERE based on total severity visual 

analogue scale (VAS) score (0 to 10 cm): 
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2. A negative pre-dose immunogenicity assessment and a confirmed positive immunogenicity response 

after dosing. 

3. A positive pre-dose immunogenicity assessment and a confirmed positive immunogenicity response 

after dosing. 

Observed values for ADA levels/status and the neutralizing antibody levels/status will be listed by subject and 

summarized with descriptive statistics based on the Safety Analysis Set. The frequency and percentage of 

confirmed positive immunogenicity response will be summarized by treatment groups.  If data permits, 

correlation will be assessed between ADA levels and safety and efficacy endpoints.  

Titer values will be summarized by treatment using mean and median. The frequency and percentage of patients 

with categorical result assessments will be summarized by treatment groups at each available visit and time 

point. 
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 2 25 

 3 50 

 4 75 

 5 100 

*Precoded response choices as printed in the questionnaire 

 

Scoring the SF-36: Step 2 – Averaging Items to Form Scales 

Scale Number of 

Items 

After recoding average the 

following items 

Item numbers on 

original questionnaire 

Physical functioning 10 3, 4, 5, 6, 7,8, 9, 10, 11, 12 Qu. 3 a-j 

Role limitations due to 

physical health 

4 13, 14, 15, 16 Qu. 4 a-d 

Role limitations due to 

emotional health 

3 17, 18, 19 Qu. 5 a-c 

Energy/fatigue 4 23, 27, 29, 31 Qu. 9 a, e, g, i 

Emotional well-being 5 24, 25, 26, 28, 30 Qu. 9 b, c, d, f, h 

Social functioning 2 20, 32 Qu. 6; Qu. 10 

Pain 2 21, 22 Qu. 7; Qu.8 

General health 5 1, 33, 34, 35, 36 Qu. 1; Qu. 11 a-d 

 

 


