


  
  
  
  
  
  
  

  
  
  
  

  
  
  

  
  
  
  
  

  
  
  
  
  
  
  
  

  
  

  
  
  
  
  
  
  
  
  

  
  
  
 

 

  



 
 
 
 
 
 
 



1.1 Objectives 

1.2 Study Design 

1.3  Method of Assigning Subjects to Treatment Groups 

1.4 Blinding 



1.5 Decision Rules 

1.6 Sample Size 

2.1 Populations Analyzed 



  
    

2.2 Baseline 

2.3 Study Parameters

 





2.3.1 Description of Rheumatoid Arthritis Parameters 

o



o

o
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2.3.2 Exploratory Statistical Evaluation of Rheumatoid Arthritis Parameters 



2.3.3 Exploratory Statistical Evaluation of Psoriasis Parameters 



2.4 Study Day and Visit Windows 

 





a Begins with the Week 60 Visit for subjects in Japan who continue participation in OLSES beyond Week 48. 
b A subject who meets ACR20 criteria based on hs-CRP results not available at the Week 48 Visit of CHS-0214-02 will be asked to return to the 

clinic for a separate OLSES Week 0 Day 0 Visit in addition to the Week 48 Visit of CHS-0214-02, at which time informed consent will be 
obtained, subject ID will be assigned, blood samples for viral screening will be obtained, IVRS/IWRS will be contacted to register the subject 
in the study, and study drug will be dispensed.   

c Subjects in Japan will consent on or before their OLSES Week 48 Visit to be able to continue participation in OLSES beyond Week 48. 
d Abbreviated physical examinations are conducted at the Week 48 Visit in the parent study (considered to correspond to the Week 0 Day 0 

Visit in this study) and all the subsequent visits. Abbreviated physical examinations will consist of respiratory, gastrointestinal, 
musculoskeletal, and cardiovascular system evaluations and evaluations of other physical conditions of note.  

e Weight will be recorded at the Follow-up Visit 28 days after the last dose of study drug. 
f Vital signs include blood pressure (NOTE: an arm or wrist cuff is acceptable); heart rate; respiratory rate; and oral, aural, or axillary 

temperature and are to be obtained after the subject has rested in a seated position for at least 5 minutes. 
g Repeat every 12 months for subjects in Japan who continue participation in OLSES beyond Week 48. 
h Perform ECG at the Follow-up Visit 28 days after the last dose of study drug for those subjects who discontinue study drug  
i Hematology parameters include hematocrit, hemoglobin, mean corpuscular hemoglobin, mean corpuscular hemoglobin concentration, and 

mean corpuscular volume, red blood cell count, white blood cell count with differential, reticulocyte count, and platelet count. 
j Perform every 6 months for subjects in Japan who continue participation in OLSES beyond Week 48. 
k Chemistry parameters include alkaline phosphatase; sodium; potassium; total protein; calcium; chloride; bicarbonate; glucose; creatine 

phosphokinase; lactate dehydrogenase; alanine aminotransferase; aspartate aminotransferase; albumin; total, direct and indirect bilirubin; 
blood urea nitrogen; creatinine; and uric acid. 

l Urinalysis parameters include pH, specific gravity, protein, glucose, leukocyte esterase, bilirubin, blood, nitrite, and ketones. A urine 
microscopic examination will be performed when there are any abnormalities on any of the following 3 dipstick results: leukocyte esterase, 
blood, or nitrite. 

m Japan only (see Section Error! Reference source not found.). 
n Perform HIV and hepatitis screen testing prior to subject enrolling in OLSES (the subject may be enrolled in OLSES prior to receipt of results); 

assess ongoing participation in OLSES upon receipt of results.  
o Perform for subjects in Japan who continue participation in OLSES beyond Week 48. 
p Perform PGA (VAS) prior to SGA (VAS). 
q Blood samples will be collected (pre-dose on dosing days) and serum retained at each visit through Week 48 and every 6 months for subjects 

in Japan who continue participation in OLSES beyond Week 48 for possible evaluation of CHS-0214 serum concentrations, ADA, or other tests 
as necessary to evaluate adverse effects or compliance. The exact date and time of each sample collection will be recorded. 

r Perform for female subjects who are of childbearing potential and not surgically sterile at the Week 0 Day 0 Visit, and at the Follow-up Visit 
28 days after the last dose of study drug; for these subjects using abstinence as birth control, perform at every visit.  

s A urine pregnancy test will be required on Week 0 Day 0 if Week 0 does not coincide with Week 48 of the parent study. 
t Record ISRs observed by site personnel as AEs. 
u Perform only for the subjects in Japan who consent to continue participation in OLSES beyond Week 48. If this visit is the subject’s last visit, 

do not dispense study drug. 
 









v Begins with the Week 60 Visit for subjects in Japan who continue participation in OLSES beyond Week 48. 
w A subject who meets ACR20 criteria based on hs-CRP results not available at the Week 48 Visit of CHS-0214-02 will be asked to return to the 

clinic for a separate OLSES Week 0 Day 0 Visit in addition to the Week 48 Visit of CHS-0214-02, at which time informed consent will be 
obtained, subject ID will be assigned, blood samples for viral screening will be obtained, IVRS/IWRS will be contacted to register the subject 
in the study, and study drug will be dispensed.   

x Subjects in Japan will consent on or before their OLSES Week 48 Visit to be able to continue participation in OLSES beyond Week 48. 
y Abbreviated physical examinations are conducted at the Week 48 Visit in the parent study (considered to correspond to the Week 0 Day 0 

Visit in this study) and all the subsequent visits. Abbreviated physical examinations will consist of respiratory, gastrointestinal, 
musculoskeletal, and cardiovascular system evaluations and evaluations of other physical conditions of note.  

z Weight will be recorded at the Follow-up Visit 28 days after the last dose of study drug. 
aa Vital signs include blood pressure (NOTE: an arm or wrist cuff is acceptable); heart rate; respiratory rate; and oral, aural, or axillary 

temperature and are to be obtained after the subject has rested in a seated position for at least 5 minutes. 
bb Repeat every 12 months for subjects in Japan who continue participation in OLSES beyond Week 48. 
cc Perform ECG at the Follow-up Visit 28 days after the last dose of study drug for those subjects who discontinue study drug  
dd Hematology parameters include hematocrit, hemoglobin, mean corpuscular hemoglobin, mean corpuscular hemoglobin concentration, and 

mean corpuscular volume, red blood cell count, white blood cell count with differential, reticulocyte count, and platelet count. 
ee Perform every 6 months for subjects in Japan who continue participation in OLSES beyond Week 48. 
ff Chemistry parameters include alkaline phosphatase; sodium; potassium; total protein; calcium; chloride; bicarbonate; glucose; creatine 

phosphokinase; lactate dehydrogenase; alanine aminotransferase; aspartate aminotransferase; albumin; total, direct and indirect bilirubin; 
blood urea nitrogen; creatinine; and uric acid. 

gg Urinalysis parameters include pH, specific gravity, protein, glucose, leukocyte esterase, bilirubin, blood, nitrite, and ketones. A urine 
microscopic examination will be performed when there are any abnormalities on any of the following 3 dipstick results: leukocyte esterase, 
blood, or nitrite. 

hh Japan only (see Section Error! Reference source not found.). 
ii Perform HIV and hepatitis screen testing prior to subject enrolling in OLSES (the subject may be enrolled in OLSES prior to receipt of results); 

assess ongoing participation in OLSES upon receipt of results.  
jj Perform for subjects in Japan who continue participation in OLSES beyond Week 48. 
kk Perform PGA (VAS) prior to SGA (VAS). 
ll Blood samples will be collected (pre-dose on dosing days) and serum retained at each visit through Week 48 and every 6 months for subjects 

in Japan who continue participation in OLSES beyond Week 48 for possible evaluation of CHS-0214 serum concentrations, ADA, or other tests 
as necessary to evaluate adverse effects or compliance. The exact date and time of each sample collection will be recorded. 

mm Perform for female subjects who are of childbearing potential and not surgically sterile at the Week 0 Day 0 Visit, and at the Follow-up Visit 
28 days after the last dose of study drug; for these subjects using abstinence as birth control, perform at every visit.  

nn A urine pregnancy test will be required on Week 0 Day 0 if Week 0 does not coincide with Week 48 of the parent study. 
oo Record ISRs observed by site personnel as AEs. 
pp Perform only for the subjects in Japan who consent to continue participation in OLSES beyond Week 48. If this visit is the subject’s last visit, 

do not dispense study drug. 
 





a. Abbreviated physical examinations are conducted at the Week 48 Visit in the parent study (considered to correspond to the 
Week 0 Day 0 Visit in this study) and all the subsequent visits. Abbreviated physical examinations will consist of respiratory, 
gastrointestinal, musculoskeletal, and cardiovascular system evaluations and evaluations of other physical conditions of note.  

b. Weight will be recorded at the Follow-up Visit 28 days after the last dose of study drug. 
c. Vital signs include blood pressure(NOTE: an arm or wrist cuff is acceptable); heart rate; respiratory rate; and oral, aural, or 

axillary temperature and are to be obtained after the subject has rested in a seated position for at least 5 minutes. 
d. Perform ECG 28 days after last dose of study drug for those subjects who discontinue study drug prior to Week 48. 
e. Hematology parameters include hematocrit, hemoglobin, mean corpuscular hemoglobin, mean corpuscular hemoglobin 

concentration, and mean corpuscular volume, red blood cell count, white blood cell count with differential, reticulocyte count, 
and platelet count. 

f. Chemistry parameters include alkaline phosphatase; sodium; potassium; total protein; calcium; chloride; bicarbonate; glucose; 
creatine phosphokinase; lactate dehydrogenase; alanine aminotransferase; aspartate aminotransferase; albumin; total, direct 
and indirect bilirubin; blood urea nitrogen; creatinine; and uric acid. 

g. Urinalysis parameters include pH, specific gravity, protein, glucose, leukocyte esterase, bilirubin, blood, nitrite, and ketones. A 
urine microscopic examination will be performed when there are any abnormalities on any of the following 3 dipstick results: 
leukocyte esterase, blood, or nitrite. 

h. Perform HIV and hepatitis screen testing prior to subject enrolling in OLSES (the subject may be enrolled in OLSES prior to 
receipt of results); assess ongoing participation in OLSES upon receipt of results.  

i. Blood samples will be collected (pre-dose on dosing days) and serum retained at each visit for possible evaluation of CHS-0214 
serum concentrations, ADA, or other tests as necessary to evaluate adverse effects or compliance. The exact date and time of 
each sample collection will be recorded. 

j. Perform for female subjects who are of childbearing potential and not surgically sterile at the Week 0 Day 0 Visit and at the 
Follow-up Visit 28 days after the last dose of study drug; for these subjects using abstinence as birth control, perform at every 
visit.  

k. A urine pregnancy test will be required on Week 0 Day 0 if Week 0 does not coincide with Week 48 of the parent study. 
l. Record ISRs observed by site personnel as AEs. 



2.5 Handling of Missing Data 

2.6 Sensitivity Analyses, Subgroups and Covariates 

≥
2.7 Safety Analyses 

≥
2.8 Interim Analysis 



3.1 General Conventions 

3.2 Subject Disposition and Treatment 

3.3 Protocol Deviations 
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3.4 Study Treatment and Compliance 

3.5 Demographics and Baseline Characteristics 

≥



3.6 Prior and Concomitant Medications 

3.7 Efficacy Parameters 

3.7.1 Rheumatoid Arthritis Parameters  

3.7.2 Psoriasis Parameters 

3.8 Safety Parameters 

3.8.1 Treatment-emergent Adverse Events 





3.8.2 Clinical Laboratory Result Analysis 



3.8.3 QuantiFERON-TB Gold Test 

3.8.4 Immunology Data Analysis and Anti-Drug Antibodies 

3.8.5 Vital Signs  

3.8.6 Physical Examination 

3.8.7 12-Lead Electrocardiogram 

3.8.8 Subject Reported Injection Site Reactions 



4.1 Protocol Amendments  

4.2 SAP Amendments 

4.3 Deviations from the Protocol  




