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2 SYNOPSIS 

Title of Study: A Rising Multiple-Dose Tolerability Safety, and Pharmacokinetic Study of Intravenous 
SCH 900222 in Patients With Psoriasis (Protocol No. P05382) 

EUDRACT Number: 2008-004339-39 
Study Centers: Up to 10 
Duration of Study: 15 months Protocol Type:  Clinical Pharmacology Clinical Project Phase:  1 
Objectives 
Parts 1 and 2 
Primary Objective:  To determine the safety, tolerability and pharmacokinetics of rising intravenous doses of 
SCH 900222 in subjects with moderate to severe psoriasis. 
Secondary Objectives: 
1. To assess the effect of SCH 900222 on skin disease in moderate to severe psoriasis subjects. 
2. To assess the effects of SCH 90022 on biomarkers of the IL-23 pathway and related immune phenomena. 
Rationale 
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Title of Study: A Rising Multiple-Dose Tolerability Safety, and Pharmacokinetic Study of Intravenous 
SCH 900222 in Patients With Psoriasis (Protocol No. P05382) 

  
 

 
 

  
 

 
 
 

 
  

 
 

 
 

 
 

 
  

 
 

 
 

 
 

 
  

 
 

 
 

  
 
 

 
 

  
 
 

           
  

 
 

  
 

Methodology:  Two part, multiple dose, randomized, placebo-controlled, third-partya, evaluator-blind, multi-
center study of SCH 900222 in patients with psoriasis to be conducted in conformance with Good Clinical 
Practices.  Subjects will be randomized at a ratio of (3 [drug]:1 [placebo]) to receive IV injections of either 
SCH 900222 (100 mg/mL) or placebo (1 mL of sterile water vehicle into saline IV solution) at doses of 0.1, 0.5, 3, 
and 10 mg/kg. 
Part 1 will consist of a multiple rising dose evaluation of 0.1 and 0.5 mg/kg in 4 subjects per group and 3 and 
10 mg/kg in 8 subjects per group.  In this Part a total of 24 subjects will receive an IV injection of SCH 900222 on 
Day 1, 56 and 84 for a total of 3 doses.  Dose escalation will occur once the last subject in each dose cohort has 
completed at least 28 days of safety observation after their first dose. 
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Title of Study: A Rising Multiple-Dose Tolerability Safety, and Pharmacokinetic Study of Intravenous 
SCH 900222 in Patients With Psoriasis (Protocol No. P05382) 

In Part 2 a total of up to 40 subjects will receive up to three IV injections of either 3 mg/kg (n=20) or 10 mg/kg 
(n=20) of SCH 900222 or placebo (active:placebo 3:1) on Days 1, 28, and 56.  If Part 1 establishes that there are 
significant adverse events in any dose groups, then the highest tolerated dose(s) established in Part 1 will be 
administered in Part 2.  Dose escalation will occur when at least 8 subjects in the 3 mg/kg dose cohort have 
completed at least 28 days of safety observation after their first dose. 
Study Plan 
Part 1:  Part 1 will include 4 dose cohorts.  Cohorts 1 and 2 will consist of 4 subjects each, whereas Cohorts 3 
and 4 will consist of 8 subjects each.  Subjects will be randomized at a 3 (active) to 1 (placebo) ratio.  Each 
subject will receive a single dose of either 0.1 mg/kg (Cohort 1), 0.5 mg/kg (Cohort 2), 3 mg/kg (Cohort 3) or 
10 mg/kg (Cohort 4) of SCH 900222 IV administered over 1 hour.  A minimum of 48 hours will elapse between 
drug administration to subjects.  After an 8-week safety observation period, each subject in Part 1 (Cohorts 1 
through 4) will receive an additional two doses of SCH 900222 IV at 0.1, 0.5, 3, and 10 mg/kg, respectively, 
4 weeks apart. 
Subjects will be admitted to the study center at least one evening before the first dose for baseline assessments 
to confirm eligibility.  After an overnight fast, subjects will be assigned to a treatment and receive the first dose 
2 hours prior to first meal of the day.  After only the first dose subjects will be required to remain in the study 
center for 24 hours postdose for safety monitoring, continuous cardiac monitoring (telemetry) and PK 
assessments.  Only units equipped to handle medical emergencies in close proximity of a medical center will be 
used.  On Day 2, safety assessments will again be performed and PK samples obtained.  Serum PK samples will 
be obtained predose and at the time points specified in the Study Flow Chart for characterization of the PK and 
immunogenicity profiles of SCH 900222 ( ~xr4i         , Study Flow Chart).  Subjects will receive Dose 2 and 3 of 
SCH 900222 during their visits on Days 56 and 84.  For the second and third doses subjects are only required to 
be observed at the study centers for 6 hours for safety and continuous cardiac monitoring (telemetry).  Safety 
assessments (including ECGs, clinical laboratory measurements, adverse event monitoring, collection of vital 
signs), and blood and urine assessments will be performed throughout the study ( ~xr5i         , Study Flow 
Chart) on the days of visits.  A closeout visit will be scheduled within 14 days of the last safety and PK 
assessment. 
Skin biopsies of lesional and nonlesional skin may be obtained at baseline and at 28 days after the last dose of 
SCH 900222.  Psoriasis severity and activity index/psoriasis global assessment (PASI/PSGA), as well as the 
psoriasis symptom severity score (PSS) evaluations and biopsies of selected target lesions, will be completed at 
study visits as outlined in  ~xr6i         , Study Flow Chart.  Photographs of affected areas and of target lesions 
will be taken.  Where possible, target lesions and biopsies will be chosen on the lower back/buttock area.  One 
target lesion will be evaluated using PSS, while the contralateral lesion will be biopsied if present.  If no 
contralateral lesion is present, then a different area will be chosen.  Biopsies may be evaluated by histology and 
immunohistochemistry. 
The sponsor and lead investigator will review cumulative safety data 28 days after the last patient in each cohort 
has received their first dose of SCH 900222 to ensure escalation to the next higher dose is appropriate from a 
safety perspective.  Data available at safety review will be:  adverse events, vital signs, PASI/PSGA, PSS, CBC, 
differential, electrolytes, LFTs, and de-identified preliminary PK data from Days 1, 2, 3, 7, 14, and 28 postdose. 
The latter will ensure that each patient dosed with SCH 900222 vs placebo has been exposed to drug whilst 
preserving blinding.  Preliminary estimates of PK parameters calculated from the SCH 900222 serum 
concentration-time data will allow for prediction of exposure values for subsequent dose cohorts and ensure that 
exposure multiples predicted from nonclinical data will not be exceeded. 
The following stopping criteria will be used as a guide for dose escalation decisions and for repeat dosing in an 
individual subject in the first-in-human study.  A standardized toxicity grading scale for dose-limiting toxicities, 
specifically, the NCI-Common Toxicity Criteria for Adverse Events will be employed (NCI-CTCAE/v3.0, 
Reference http://ctep.cancer.gov/forms/CTCAEv3.pdf).  Should any of the criteria be met then dose escalation to 
the next higher dose cohort will not proceed and additional subjects will be enrolled into lower dose cohorts.  
Moreover the clinical opinion of the investigators will be used in evaluating safety data. 
1. Incidence of drug related severe adverse events defined as events grade ≥ 2 CTCAE v.3 in >1 subject for 

Cohorts 1 and 2 or ≥25% for Cohorts 3 and 4; 
2. Occurrence of a drug related serious adverse event in ≥ 1 subject in any cohort; 
3. Clinically significant changes in vitals signs, electrocardiograms, or relevant changes in a laboratory 

parameter(s) in >1 subject for Cohorts 1 and 2 or ≥25% for Cohorts 3 and 4; 
4. Other clinically significant changes or effects in the opinion of the investigator or Sponsor that are deemed 

unsafe to continue dosing. 



 

 

Title of Study: A Rising Multiple-Dose Tolerability Safety, and Pharmacokinetic Study of Intravenous 
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Although the stopping criteria will not incorporate an absolute requirement for causality, the potential relationship 
between an adverse event and investigational medicinal product (IMP) will be evaluated carefully on a case by 
case basis. 
Part 2:  Part 2 of the Phase 1 study will enroll up to 40 subjects with psoriasis into 2 dose cohorts (Cohorts 5 and 
6).  In Part 2 of the study subjects in Cohort 5 will receive 3 monthly doses of 3 mg/kg of SCH 900222 IV given at 
Week 0, 4, and 8.  Cohort 6 will receive 3 doses of 10 mg/kg SCH 900222 IV given at Week 0, 4, and 8.  
Subjects will be randomized in a 3:1 ratio of active to placebo.  If in Part 1 3 or 10 mg/kg have caused adverse 
events, then the highest tolerated dose established in Part 1 will be administered.  In Part 2 of the study, 
postdose observation will be 6 hours after which subjects will be discharged.  Serum pharmacokinetic samples 
will be obtained predose and at the intervals specified in ~xr7i         , Study Flow Chart. 
Subjects will receive Dose 2 and 3 of SCH 900222 during their visits on Days 28 and 56.  Safety assessments 
(including ECGs, clinical laboratory measurements, adverse event monitoring, collection of vital signs), and blood 
and urine assessments will be performed throughout the study on the visit days ( ~xr8i         , Study Flow Chart).  
A closeout visit will be scheduled within 14 days of the last PK assessment.  Skin biopsies of lesional and 
nonlesional skin will be obtained at baseline and 28 days after the last dose of SCH 900222.  PASI/PSGA 
assessments, as well as PSS evaluations and biopsies of selected target lesions, may be completed at study 
visits as outlined in  ~xr9i         , Study Flow Chart.  Photographs of affected areas and of target lesions will be 
taken.  Where possible, target lesions and biopsies will be chosen on the lower back/buttock area.  One target 
lesion will be evaluated using PSS, while the contralateral lesion will be biopsied if present.  If no contralateral 
lesion is present, then a different area will be chosen.  Biopsies may be evaluated by histology and 
immunohistochemistry. 
Initiation of Part 2 will be contingent on the availability of a final report from the 3-month nonhuman primate 
(NHP) toxicology study, with an acceptable safety profile, which will include a 6-month postdose observation 
period.  Moreover, initiation of Cohort 5 (3 mg/kg) in Part 2 of the study will be contingent on the outcome of a 
review of cumulative safety data conducted with the lead investigator and the sponsor after all subjects from 
Cohort 3 (3 mg/kg) in Part 1 of this study who have completed a 28 day postdose safety review period after their 
first dose.  Initiation of Cohort 6 (10 mg/kg) in Part 2 will be contingent on review of cumulative safety data after 
8 subjects from Cohort 4 (10 mg/kg) in Part 1 of the study have completed a 28 day postdose safety review 
period after their first dose.  The same stopping criteria for dose escalation and repeat dosing in an individual 
subject will be applied as in Part 1 of the study and a standardized toxicity grading scale for dose-limiting 
toxicities, specifically, the NCI-Common Toxicity Criteria for Adverse Events (NCI-CTCAE/v3.0, Reference 
http://ctep.cancer.gov/forms/CTCAEv3.pdf) will be employed. 
1. Incidence of drug related severe adverse events defined as events grade ≥2 CTCAE v.3 in ≥25% subjects 
2. Occurrence of a drug related serious adverse event; 
3. Clinically significant changes in vitals signs, electrocardiograms, or relevant changes in a laboratory 

parameter(s) in ≥25% subjects; 
4. Other clinically significant changes or effects in the opinion of the investigator or Sponsor that are deemed 

unsafe to continue dosing. 
Type of Blinding:  Third-party blind (only the pharmacist at the site will be unblinded as placebo will be sterile 
water supplied by the sites). 
Sample Size (Including Ratio of Subjects Assigned to Treatments)/Power:  Up to 64 subjects total will be 
enrolled in this study.  24 in Part 1 and 40 in Part 2.  Additional subjects may be enrolled at the discretion of the 
sponsor, to further explore interim doses or to increase the power of the statistical analyses.  The sample size for 
Part 1 is determined by practical considerations only as it is designed to assess safety.  In Part 2, subjects will be 
assigned to each of the dose level in a 3:1 ratio, ie, 15 subjects on active and 5 on placebo in each of the dose 
groups.  Subjects on placebo in both parts may be pooled for the analysis.  However, subjects on SCH 900222 in 
Part 1 can not be pooled with Part 2 due to different dosing schedules.  With 15 subjects on SCH 900222 and 16 
(6 + 5 + 5) subjects on placebo, the study will be able to detect a difference of approximately 30% in the mean 
change from baseline PASI score compared to the placebo group.  This assumes a 0% mean change from 
baseline in the placebo group and a standard deviation of 40%, respectively, with 80% power at an alpha level of 
0.1 (one sided test). 
Subject Replacement Strategy:  Subjects may be replaced at the discretion of the sponsor. 
Randomization:  Part 1—3:1 (3 [6] on active drug:1 [2] on placebo); Part 2—3:1 (15 on active drug:  5 on 
placebo). 
Diagnosis and Criteria for Inclusion:  Subjects must meet all the following inclusion criteria and none of the 
exclusion criteria to be enrolled in the study and receive the study treatment: 
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1. Subjects must be willing to give written informed consent for the trial and able to adhere to dose and visit 
schedules.  Note:  Subjects who are unwilling to sign the informed consent for pharmacogenomic testing 
may be included into the trial, however, pharmacogenomic samples must not be obtained. 

2. Subjects of either sex and of any race between the ages of 18 and 65 years. 
3. Subjects’ clinical laboratory tests (CBC, blood chemistry, and urinalysis) must be within normal limits or 

clinically acceptable to the investigator and sponsor.  Subject’s liver function test results (ie, AST, ALT, and 
GGT) must not be elevated >2 fold above the normal limits at Screening. 

4. Subjects must be free of any clinically significant disease that would interfere with the study evaluations. 
5. Subjects are considered eligible according to the following TB screening criteria: 

a. Have no history of latent or active TB prior to screening. 
b. Have no signs or symptoms suggestive of active TB upon medical history and/or physical examination. 
c. Have had no recent close contact with a person with active TB or, if there has been such contact, will be 

referred to a physician specializing in TB to undergo additional evaluation and, if warranted, receive 
appropriate treatment for latent TB prior to or simultaneously with the first administration of study agent. 

d. Within 1 month prior to the first administration of study agent have negative diagnostic TB test results 
defined as either a negative tuberculin skin test or a negative QuantiFERON-TB Gold test. 

e. If deemed medically indicated by the investigator or relevant medical specialist, have a chest radiograph 
(both posterior-anterior and lateral views), taken within 3 months prior to the first administration of study 
agent and read by a qualified radiologist, with no evidence of current active TB or old inactiveTB. 

6. The Screening 12 lead ECG conduction intervals must be within gender specific normal range (QTc males 
≤430 msec and females ≤450 msec). 

7. Vital sign measurements (taken after ~3 minutes in a supine) must be within the following ranges: 
a. oral body temperature, between 35.0°C and 37.5°C 
b. systolic blood pressure, 90 to 160 mm Hg 
c. diastolic blood pressure, 50 to 95 mm Hg 
d. pulse rate, 40 to 100 bpm 

8. Female subjects must be: 
a. postmenopausal (defined as 12 months with no menses and with an estradiol level of <30 pg/mL), 

and/or 
b. surgically sterilized (eg, documented hysterectomy or tubal ligation) and for those females who have 

had a tubal ligation or partial hysterectomy, have a negative serum pregnancy test (beta-hCG) at the 
Screening visit and a negative urine or serum pregnancy test upon each admission to the study center. 

9. Men must agree to medically accepted methods of contraception which must consist of a combination of 2 
methods of contraception used such as condom with spermicide and birth control pill or condom and 
diaphragm or abstain from sexual intercourse, during the trial and for 6 months after stopping the 
medication. 

10. Subjects not on therapy must have a diagnosis of psoriasis vulgaris which must be established, stable (ie, 
the off-treatment PASI during screening period and baseline PASI should not differ by more than 40%) and 
have been present for at least 1 year.  Disease must be severe enough to render the patient eligible for 
systemic treatment (BSA ≥10%, PASI ≥12). 

11. Subjects on psoriasis therapy at Screening with a BSA ≥10%, PASI ≥10 may be considered for inclusion.  
These subjects must be discussed with the sponsor prior to enrollment.  The subject must be considered 
potentially eligible for systemic therapy based on their disease course and/or the anatomical site of their 
disease and must have indicated that they are not satisfied with their current therapy. 

12. The target lesions selected must be located on the head, trunk, arms or legs and be at least 10 cm2 in size, 
ie, ~3 cm in diameter. 

13. The selected target lesions’ total numerical ratings for erythema, infiltration, and desquamation must be at 
least 6 out of the possible 12 using the following definitions for each sign:  0 = none, 1 = mild, 2 = moderate, 
3 = severe, 4 = very severe.  The severity score for desquamation must be at least 2. 

14. Subjects must agree to avoid prolonged sun exposure and avoid use of tanning booths or other ultraviolet  
 light sources during the study. 
Subject Exclusion Criteria:  The subject will be excluded from entry if ANY of the criteria listed below are met: 
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1. Female subjects who are pregnant, intend to become pregnant (within 6 months of ending the study), or are 
breastfeeding. 

2. Subjects who, in the opinion of the investigator, will not be able to participate optimally in the study. 
3. Any surgical or medical condition which might significantly alter the absorption, distribution, metabolism or 

excretion of any drug.  The investigator should be guided by evidence of any of the following, and be 
discussed with the sponsor prior to enrollment into the trial: 
a. history or presence of inflammatory bowel disease, ulcers, gastrointestinal or rectal bleeding; 
b. history of major gastrointestinal tract surgery such as gastrectomy, gastroenterostomy, or bowel 

resection; 
c. history of pancreatic injury or pancreatitis; 
d. history or presence of liver disease or liver injury; 
e. history or presence of impaired renal function as indicated by abnormal creatinine, urinary albumin, 

BUN/urea or clinical significant urinary cellular constituents (eg, cast); or 
f. history of urinary obstruction or difficulty in voiding. 

4. Subjects who have a history of any infectious disease within 4 weeks prior to drug administration that in the 
opinion of the investigator, affects the subject’s ability to participate in the trial or a history of malignancy at 
any time. 

5. Subjects who are positive for hepatitis B surface antigen, hepatitis C antibodies or HIV. 
6. Subjects who have a positive screen for drugs with a high potential for abuse during the Screening period or 

clinical conduct of the trial. 
7. Subjects with a history of mental instability or who have been treated for mood disorders that in the opinion 

of the investigator and sponsor, affects the subject’s ability to participate in the trial. 
8. Subjects with a history of alcohol or drug abuse in the past 2 years. 
9. Subjects who have donated blood in the past 60 days. 
10. Subjects who have used a monoclonal antibody within 3 months of randomization. 
11. Subjects who have previously exposure to anti-IL-12/23 p40 antibodies (CNTO1275, ABT874) 
12. Subjects who are currently participating in another clinical study or have participated in a clinical study within 

30 days. 
13. Subjects who are part of the study staff personnel or family members of the study staff personnel. 
14. Subjects who have demonstrated clinically significant (required intervention-eg, emergency room visit, 

epinephrine administration, ect) allergic reactions (eg, food, drug, atopic reactions, asthmatic episodes, or 
local anesthetics, such as lidocaine) which, in the opinion of the investigator and sponsor, interfere with their 
ability to participate in the trial. 

15. Subjects who smoke more than 20 cigarettes or equivalent tobacco use per day. 
16. Subjects who have received a live vaccine(s) within 1 month of randomization or who intend to receive a live 

vaccine during the study period. 
17. Use of an immunosuppressive agent (eg, corticosteroids, methotrexate, azathioprine, cyclosporine) within 

the previous 4 weeks. 
18. Topical Psoriasis treatment within 1 week of randomization. 
19. Phototherapy within 4 weeks of randomization. 
20. Subjects who have received any treatment listed in the table below more recently than the indicated 

washout period prior to randomization which, in the opinion of the investigator and sponsor, interfere with 
their ability to participate in the trial. 
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Prohibited Medications for Entry into the Study 

Prohibited Medications 
Washout Period Prior to 

Randomization 
Systemic psoriasis medications, including PUVA treatments or immunosuppressives 
(eg, methotrexate, azathioprine, prednisone) 4 weeks 
Monoclonal antibodies 3 months 
CNTO 1275, ABT874 Never 
Phototherapy 4 weeks 
Topical psoriasis therapy 1 week 
Over the counter nonmedicated topical emollients/moisturizers 4 hours 
 
Test Product, Dose, Mode of Administration:  SCH 900222, 100 mg/mL injectable intravenous (IV) solution. 
Reference Therapy, Dose, Mode of Administration:  Sterile water for injection placebo added to 0.9% Saline 
for IV infusion. 
Duration of Treatment:  Part 1, 3 months; Part 2, 2 months. 
Criteria for Evaluation 
Safety and Tolerability:  Adverse events, clinical laboratory tests (hematology with complete blood count with 
differential, and chemistry), vital sign measurements, 12-lead electrocardiograms. 
PK:  Cmax, AUC, Tmax, half-life, if possible CL, Vd, and R. 
PD; Primary:  PASI score percent change from baseline to 28 days after the last dose of SCH 900222. 
PD; Secondary:  PSS, Physician global assessment, patient global assessment, ESR, and CRP, cytokines 
including IL-6, skin biopsies, and exploratory biomarkers will be analyzed as outlined in  ~xr10i        , Study 
Flow Chart. 
Statistical Methods 
Safety:  Adverse events will be tabulated by treatment group, BSOC, and severity.  ECGs and clinical safety 
laboratory values will be listed by date and time and compared to baseline using summary statistics.  Vital signs 
will be listed by day and time. 
Activity:  The primary efficacy endpoint is the percent change in PASI score from baseline at 4 weeks after the 
last treatment day, ie, Week 16 for Part 1 and Week 12 for Part 2.  If appropriate, subjects on placebo in Part 1 
will be pooled with placebos in Part 2 to increase the power of statistics analysis (data at Week 16 for Part 1 and 
Week 12 for Part 2 will be used).  However, subjects on SCH 900222 in Part 1 can not be pooled with Part 2 due 
to different schedules.  For Part 2, the percent change in PASI score will be analyzed using a one-way ANOVA 
model extracting the effect due to treatment.  The mean and 95% confidence interval will be provided for each 
treatment group as well as the difference between SCH 900222 and placebo.  The last post-baseline observation 
will be carried forward for subjects who withdraw from the study.  In addition, if the results for the two doses are 
consistent, then subjects on SCH 900222 in Part 2 will be pooled to increase the power of the study and the 
same analysis will be done.  PD will only be analyzed for Part 2, if possible the placebos from Part 1 will be used; 
all patients in Part 2 will be used (ITT). 
For both Parts 1 and 2, the following parameters will be summarized by dose and day with pooled placebos. 

• change and percent change in PASI score from baseline 

• physician global assessment and patient global assessment 

• ESR, and skin biopsies 

Additional pharmacodynamic markers will be explored. 
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Pharmacokinetic Parameters:  Single and multiple dose SCH 900222 plasma concentrations and derived 
pharmacokinetic parameters including Cmax and AUC will be listed and summarized by dose. 
For Part 2 only, preliminary single and multiple dose proportionality will be assessed using a one-way ANOVA 
model extracting the effect due to dose.  Ratio estimate and 90% confidence interval will be provided for the 
higher dose versus the lower dose in Part 2. 
Serum IL-23 levels are typically undetectable in normal, healthy subjects and psoriasis subjects; however, after 
administration of SCH 900222, IL-23 is complexed with drug and will be assessed with an assay which measures 
total (free and bound) IL-23.  Detection of the SCH 900222 anti-IL 23 complexes will constitute target 
engagement.  If appropriate, these data will be summarized by dose and day. 
Day and Visit Structure:  See  ~xr11i        , Study Flow Chart for further details. 
a: Only the pharmacist at the site will be unblinded as placebo will be sterile water supplied by the sites. 
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2.1 Study Design Diagram 

Part 1

Part 2
End of Study 

Visit

End of Study 
Visit

Screening

Screening
0.1 mg/kg 

SCH 900222 
or PBO

n=4

10 mg/kg 
SCH 900222 

or PBO
n=8

3 mg/kg 
SC 900222 

or PBO
n=8

0.5 mg/kg 
SCH 900222

or PBO
n=4

10 mg/kg 
SCH 900222 

or PBO
n=20

Dosing to occur at Weeks 0, 8 and 12 in each group

Dosing to occur at Weeks 0, 4 and 8

3 mg/kg 
900222 SCH

or PBO
n=20

 



 

 

2.2 Study Flow Chart 

2.2.1 Study Flow Chart for Part 1 

  Screening/ 
Baseline Follow Up Periodc 

Visit 1 2 3 4 5 6 7 8 9 10d 11 12d 13 14 15 16 17 18 19 
Day -56 to -8 -7 to -3 1 2 3 7 14 28 42 56 70 84 85 86 91 112 140 168 196 

Time (Hours) Relative to Start of Dosing   0 2 6 12 24 48               
Obtain Informed Consente X                       
Inclusion/Exclusion Criteria X X                     
Randomization   Xf                    
Medical History X                       
Height, Elbow Breadth (cm) X                                 
HIV/HBsAg/HCV X                       
Drug Screen X                                 
TB Skin Test X                      
Prior Medications X                       
Pregnancy Test (Serum BHCG) X                      
Pregnancy Test (Urine BHCG) X X               X     Xg  Xg    X X X X 
Urinalysis X X Xg                         
Skin Biopsy  X                 X    
Physical Examination X X      X  X X  X  X    X   X 
Vital Signs X X X X X X X X X X  X  X X X X X X X X X X X 
Body Weight (kg) X X  Xg    X X X X X X Xg X Xg X X X X X X X 
Laboratory Test Safety X X Xc,g       X X X X X  X Xc,g X Xc,g X X X X X X X 
ECG X X X       X X X X  X    X  X    X   X 
IgG, IgM, IgA, IgE Levels  X      X  X X  Xg  Xg    X   X 
Treatment Administration SCH 900222 IV    X          X  X        

 



 

 

  Screening/ 
Baseline Follow Up Periodc 

Visit 1 2 3 4 5 6 7 8 9 10d 11 12d 13 14 15 16 17 18 19 
Day -56 to -8 -7 to -3 1 2 3 7 14 28 42 56 70 84 85 86 91 112 140 168 196 

Time (Hours) Relative to Start of Dosing   0 2 6 12 24 48               
PASI/PSS/PSGA X X X           X X  X  X    X   X 
ESR X X Xc,g            X  X   Xg  Xg    X   X 
Pharmacogenomics (DNA)   Xc                    
Pharmacogenomics (RNA)   Xc,      X X,   Xc,      X X X X 
PK Blood Sample (SCH 900222) (Serum)   Xc X X X X X Xb Xb Xb Xb Xcd Xb Xcd Xb Xb Xb Xb Xb Xb Xb 
Anti-SCH 900222 Antibodies (Serum)   Xc      Xb Xb Xb Xb Xcb Xb Xcb   X Xb Xb Xb Xb 
Total IL-23 (Serum)   Xc X X X X X Xb Xb Xb Xb Xcd Xb Xcd Xb Xb Xb Xb Xb Xb Xb 
Biomarker 1, Biomarker 2   Xac     Xa  Xa Xa  Xac  Xac    Xa   Xa 
Cytokine sample (Serum)   Xa,c X X X X Xa Xa Xa Xa Xa           
AE and Concomitant Medications X X X X X X X X X X X X X X X X X X X X X X 
a: Samples from these time points should be shipped at the same time as PK SCH 900222, Anti-SCH 900222, and Total IL-23. Please see the laboratory 

manual. 
b: Visits 6 through 18 should be performed within 3 days of the scheduled day.  However, Visits 12, 13, and 14 must occur on 3 consecutive days. 
c: Samples to be drawn before administration of SCH 900222. 
d: On Visits 10 and 12 subjects will be confined to the study center for 6 hours post drug administrations and PK samples will be obtained at 0, 2, and 6 hours. 
e: Informed consent for pharmacogenomic samples must be obtained before the DNA and RNA. DNA sample for analysis should be obtained pre-study, or as 

soon as the informed consent is obtained. 
f: The randomization number may be assigned between Days -7 and 0. 
g: Samples for these time points or observations may be obtained within a 24h window before the time point. 
 

 



 

 

2.2.2 Study Flow Chart for Part 2 

  Screening/Baseline Dosing Periodc Follow Up Periodc 
Visit 1 2 3 4 5 6 7d 8 9d 10 11 12 13 14 15 16 17 
Day -56 to -8 -7 to -3 1 2 7 14 28 42 56 57 63 70 84 112 140 168 196

Time (Hours) Relative to Start of Dosing   0 2 6 24              
Obtain Informed Consente X                    
Inclusion/Exclusion Criteria X X                  
Randomization   Xf                 
Medical History X                    
Height, Elbow Breadth (cm) X                        
HIV/HBsAg/HCV X                    
TB Skin Test X                   
Drug Screen X                        
Prior Medications X                    
Pregnancy Test (Serum BHCG) X                   
Pregnancy Test (Urine BHCG) X X         Xg   Xg     X X X X X 
Urinalysis X X Xg                   
Skin Biopsy  X           X       
Physical Examination X X    X  X X  X  X   X   X 
Vital Signs X X X X X X X X  X  X X X X X X X X X X 
Body Weight (kg) X X  Xg   X X X Xg X Xg X X X X X X X X 
Laboratory Test Safety X X Xc,g   X X X Xc,g  X Xc,g X X X X X X X X 
ECG X X X   X X X  X    X  X   X   X 
IgG, IgM, IgA, IgE Levels  X    X  X Xc, g  Xc,g  X   X   X 
Treatment Administration SCH 900222 IV    X      X  X         
PASI/PSS/PSGA X X X     X X  X  X   X   X 
ESR X X Xc, g     X  Xc,g  Xc,g  X   X   X 
Pharmacogenomics (DNA)   Xc                 
Pharmacogenomics (RNA)   Xc     X Xc  Xc     X X X X 

 



 

 

  Screening/Baseline Dosing Periodc Follow Up Periodc 
Visit 1 2 3 4 5 6 7d 8 9d 10 11 12 13 14 15 16 17 
Day -56 to -8 -7 to -3 1 2 7 14 28 42 56 57 63 70 84 112 140 168 196

Time (Hours) Relative to Start of Dosing   0 2 6 24              
PK Blood Sample (SCH 900222) (Serum)   X X X X Xb Xb Xbd Xb Xcd Xb Xb Xb Xb Xb Xb Xb Xb 
Anti-SCH 900222 Antibodies (Serum)   Xc    Xb Xb Xbc Xb Xcb Xb Xb Xb Xb Xb Xb Xb Xb 
Total IL-23 (Serum)   Xc X X X Xb Xb Xbcd Xb Xbcd Xb Xb Xb Xb Xb Xb Xb Xb 
Biomarker 1, Biomarker 2    Xa,c   Xa  Xa Xac  Xac  Xa   Xa   Xa 
AE and Concomitant Medications X X X X X X X X X X X X X X X X X X X 
a: Samples from  these time points should be shipped at the same time as PK SCH 900222, Anti-SCH 900222, and Total IL-23. Please see the laboratory 

manual  
b: Visits 5 through 17 should be performed within 3 days of the scheduled day.  However, visit 10 must occur 1 day after visit 9. 
c: Samples to be drawn before administration of SCH 900222. 
d: On Visits 7 and 9 subjects will be confined to the study center for 6 hours post drug administrations and PK samples will be obtained at 0, 2, and 

6 hours. 
e: Informed consent for pharmacogenomic samples must be obtained before the DNA and RNA. DNA sample for analysis should be obtained pre-study, or 

as soon as the informed consent is obtained. 
f: The randomization number may be assigned between Days -7 and 0. 
g: Samples for these time points or observations may be obtained within a 24h window before dosing. 
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4 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS 

Table 1 Glossary of Abbreviations and Terms 
Protocol No. P05382 

ADA Anti-drug antibody 
AE Adverse Event 
ALT Alanine aminotransferase (SGPT)   
AST Aspartate aminotransferase (SGOT)  
AUC Area Under the Concentration-time curve 
BSA Body Surface Area 
CBC Complete Blood Count 
CD Compact Disk 
CFR Code of Federal Regulations 
CL/F or CL Apparent total body clearance or clearance 
Cmax Maximum observed serum Concentration 
Cmin Minimum observed serum Concentration 
CRF Case Report Form 
CSR Clinical Study Report 
CTC Clinical Trial Coordinator 
ADA Anti-drug antibody 
CTD Clinical Trial Directive 
DSS Drug Safety Surveillance; the Schering-Plough department responsible for the receipt, 

regulatory assessment, and, in the USA, reporting to FDA of all postmarketing adverse 
events and all serious adverse events from clinical trials 

ECG Electrocardiogram 
eCRF Electronic Case Report Form 
EDC  Electronic Data Capture 
ESR Erythrocyte Sedimentation Rate 
EU European Union 
FDA Food and Drug Administration, USA 
F Bioavailability 
FMR Formulated Materials Request 
Form 1727 The Schering-Plough collection form used to report a SAE to DSS.  SAE information 

can also be provided using a suitable alternative as long as it contains the equivalent 
information 

GCP Good Clinical Practice 
βhCG Human Chorionic Gonadotropin beta 
GLP Good Laboratory Practice 
IATA International Air Transport Association 
IB Investigator’s Brochure 
ICH International Conference on Harmonisation of Technical Requirements for Registration 

of Pharmaceuticals for Human Use 
IEC Independent Ethics Committee 
IMP Investigational Medicinal Product 
IMPQC Investigational Medicinal Product Quality Complaint 



 

 

IND Investigational New Drug Application; legal instrument in the USA that allows study of 
unapproved, investigational new drugs in human subjects 

IRB Institutional Review Board 
IV Intervenous 
LDH Lactate Dehydrogenase 
LLOQ Lower Limit Of Quantification 
NA, N/A Not applicable 
NCI National Cancer Institute 
PASI Psoriasis Area and Severity Index 
PD Pharmacodynamics 
PDF Portable Document Format 
PG Pharmacogenomics 
PK Pharmacokinetics 
PO Oral 
PSGA Physician Static Global Assessment 
PSS Psoriasis Symptom Severity Score 
PUVA Psoralen plus ultraviolet A light 
RBC Red Blood Cell 
SAE Serious Adverse Event 
SC Subcutaneous 
SGOT Serum glutamic oxaloacetic transaminase (AST) 
SGPT Serum glutamic pyruvic transaminase (ALT)  
SOP Standard Operating Procedure 
SPRI Schering-Plough Research Institute (the research arm of the sponsor, Schering-Plough 

Corporation) 
SWFI Sterile water for injection 
t½ Terminal phase half-life 
TAAL Test Article Accountability Ledger 
TASIR Test Article Summary Inventory Record 
Tmax Time to Maximum observed plasma concentration 
User ID User Identification 
Vd/F or Vd Apparent volume of distribution 
WBC White Blood Cell  
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6 STUDY OBJECTIVES 

6.1 Primary Objectives 

 For Parts 1 and 2, the primary objectives of this study are to determine the 

safety, tolerability, and pharmacokinetics of rising intravenous doses of SCH 900222 

in subjects with moderate to severe psoriasis. 

 

6.2 Secondary Objectives 

 For Parts 1 and 2, the secondary objectives of this study are to assess the 

effect of SCH 900222 on skin disease in subjects with moderate to severe psoriasis; 

and to assess the effects of SCH 900222 on biomarkers of the IL-23 pathway and 

related immune phenomena. 

 

7 INVESTIGATIONAL AND ANALYSIS PLAN 

7.1 Design of the Study/Methodology 

 This is a two part, rising multiple-dose, randomized, placebo controlled, 

evaluator-blinded, multi-center study of SCH 900222 conducted in patients with 

moderate to severe psoriasis. 

 

7.1.1 Study Plan 

 This study will be conducted in two parts. 



 

 

 Part 1 will include 4 dose cohorts.  Cohorts 1 and 2 will consist of 4 subjects 

each, whereas Cohorts 3 and 4 will consist of 8 subjects each.  Subjects will be 

randomized at a 3 (active) to 1 (placebo) ratio.  Each subject will receive a single 

dose of either 0.1 mg/kg (Cohort 1), 0.5 mg/kg (Cohort 2), 3 mg/kg (Cohort 3) or 

10 mg/kg (Cohort 4) of SCH 900222 IV administered over 1 hour.  A minimum of 

48 hours will elapse between drug administration to subjects.  After an 8-week safety 

observation period, each subject in Part 1 (Cohorts 1 through 4) will receive an 

additional two doses of SCH 900222 IV at 0.1, 0.5, 3, and 10 mg/kg, respectively, 

4 weeks apart. 

 Subjects will be admitted to the study center at least one evening before the 

first dose for baseline assessments to confirm eligibility.  After an overnight fast, 

subjects will be assigned to a treatment and receive the first dose.  Subjects are 

permitted to drink only water prior to study drug administration.  Food intake is only 

permitted 3 hours after completion of study drug infusion.  After each dose subjects 

will be required to remain in the study center for 24 hours for safety monitoring, 

continuous cardiac monitoring (telemetry) and PK assessments for their first dose 

only.  Only units equipped to handle medical emergencies in close proximity of a 

medical center will be used.  On Day 2, safety assessments will again be performed 

and PK samples obtained.  Serum pharmacokinetic samples will be obtained 

predose and at the time points specified in ~xr15i        , Study Flow Chart for 

characterization of the PK and immunogenicity profiles of SCH 900222 ( ~xr16i        , 

Study Flow Chart).  Subjects will receive Dose 2 and 3 of SCH 900222 during their 

visits on Days 56 and 84 on which they will be observed for 6 hours post dose with 

cardiac monitoring (telemetry).  Safety assessments (including ECGs, clinical 

laboratory measurements, adverse event monitoring, collection of vital signs), and 

blood and urine assessments will be performed throughout the study ( ~xr17i        , 

Study Flow Chart) on the days of visits.  A closeout visit will be scheduled within 

14 days of the last subject last visit. 

 The sponsor and lead investigator will review cumulative safety data 28 days 

after the last patient in each cohort has received their first dose of SCH 900222 to 



 

 

ensure escalation to the next higher dose is appropriate from a safety perspective.  

Data available at safety review will be:  adverse events, vital signs, PASI/PSGA, 

PSS, CBC, differential, electrolytes, LFTs, and deidentified preliminary PK data from 

Days 1, 2, 3, 7, 14, and 28 postdose.  The latter will ensure that each patient dosed 

with SCH 900222 vs placebo has been exposed to drug whilst preserving blinding. 

 Preliminary estimates of PK parameters calculated from the SCH 900222 

serum concentration-time data will allow for prediction of exposure values for 

subsequent dose cohorts and ensure that exposure multiples predicted from 

nonclinical data will not be exceeded. 

 The following stopping criteria will be used as a guide for dose escalation 

decisions in the first-in-human study.  Should any of the criteria be met then dose 

escalation to the next higher dose cohort will not proceed and additional subjects will 

be enrolled into lower dose cohorts.  Moreover the clinical opinion of the 

investigators will be used in evaluating safety data: 

 The following stopping criteria will be used as a guide for dose escalation 

decisions and for repeat dosing in an individual subject in the first-in-human study.  

A standardized toxicity grading scale for dose-limiting toxicities, specifically, the NCI-

Common Toxicity Criteria for Adverse Events will be employed (NCI-CTCAE/v3.0, 

Reference http://ctep.cancer.gov/forms/ CTCAEv3.pdf).  Should any of the criteria 

be met then dose escalation to the next higher dose cohort will not proceed and 

additional subjects will be enrolled into lower dose cohorts.  Moreover the clinical 

opinion of the investigators will be used in evaluating safety data. 

 

1. Incidence of drug related severe adverse events defined as events grade 
≥2 CTCAE v.3 in >1 subject for Cohorts 1 and 2 or ≥25% for Cohorts 3 and 4; 

2. Occurrence of a drug related serious adverse event in ≥1 subject in any 
cohort; 

3. Clinically significant changes in vitals signs, electrocardiograms, or relevant 
changes in a laboratory parameter(s) in >1 subject for Cohorts 1 and 2 or 
≥25% for Cohorts 3 and 4; 



 

 

4. Other clinically significant changes or effects in the opinion of the investigator 
or sponsor that are deemed unsafe to continue dosing. 

 

 Although the stopping criteria will not incorporate an absolute requirement for 

causality, the potential relationship between an adverse event and investigational 

medicinal product (IMP) will be evaluated carefully on a case by case basis. 

 Part 2 of the Phase 1 study will enroll up to 40 subjects with psoriasis into 

2 dose cohorts (Cohorts 5 and 6).  In Part 2 of the study, subjects in Cohort 5 will 

receive 3 monthly doses (one dose every month) of 3 mg/kg of SCH 900222 IV and 

Cohort 6 will receive 3 monthly doses (one dose every month) of 10 mg/kg 

SCH 900222 IV.  Subjects will be randomized in a 3:1 ratio of active to placebo.  If in 

Part 1, 3 mg/kg (Cohort 3) or 10 mg/kg (Cohort 4) have caused adverse events, then 

the highest tolerated dose established in Part 1 will be administered.  In Part 2 of the 

study, postdose observation will be 6 hours after which subjects will be discharged.  

Serum pharmacokinetic samples will be obtained predose and at the intervals 

specified in  ~xr18i        , Study Flow Chart. 

 Subjects will receive Dose 2 and 3 of SCH 900222 during their visits on 

Days 28 and 56.  Safety assessments (including ECGs, clinical laboratory 

measurements, adverse event monitoring, collection of vital signs), and blood and 

urine assessments will be performed throughout the study on the visit days 

( ~xr19i        , Study Flow Chart).  A closeout visit will be scheduled within 14 days of 

the last subject last visit.  Skin biopsies of lesional and nonlesional skin may be 

obtained at baseline and 28 days after the last dose of SCH 900222.  PASI/PSGA 

assessments, as well as PSS evaluations and biopsies of selected target lesions, 

may be completed at study visits as outlined in ~xr20i        , Study Flow Chart.  

Photographs of affected areas and of target lesions may be taken.  If possible, target 

lesions and biopsies will be chosen on the lower back/buttock area.  One target 

lesion will be evaluated using PSS, while the contralateral lesion will be biopsied if 

present.  If no contralateral lesion is present, then a different area will be chosen.  

Biopsies may be examined by histology, and immunohistochemistry. 



 

 

 Initiation of Part 2 will be contingent on the availability of a final report from 

the 3-month nonhuman primate (NHP) toxicology study, with an acceptable safety 

profile, which will include a 6-month postdose observation period.  Moreover, 

initiation of Cohort 5 (3 mg/kg) in Part 2 of the study will be contingent on the 

outcome of a review of cumulative safety data conducted with the lead investigator 

and the sponsor after all subjects from Cohort 3 (3 mg/kg) in Part 1 of this study 

have completed a 28 day postdose safety review period after their first dose.  

Initiation of Cohort 6 (10 mg/kg) in Part 2 will be contingent on review of cumulative 

safety data after 8 subjects from Cohort 4 (10 mg/kg) in Part 1 of the study have 

completed a 28 day postdose safety review period after their first dose. 

 The same stopping criteria for dose escalation and repeat dosing in an 

individual subject will be applied as in Part 1 of the study and a standardized toxicity 

grading scale for dose-limiting toxicities, specifically, the NCI-Common Toxicity 

Criteria for Adverse Events (NCI-CTCAE/v3.0, Reference 

http://ctep.cancer.gov/forms/CTCAEv3.pdf) will be employed. 

 

1. Incidence of drug related severe adverse events defined as events grade 
≥2 CTCAE v.3 in ≥25% subjects 

2. Occurrence of a drug related serious adverse event; 

3. Clinically significant changes in vitals signs, electrocardiograms, or relevant 
changes in a laboratory parameter(s) in ≥25% subjects; 

4. Other clinically significant changes or effects in the opinion of the investigator 
or Sponsor that are deemed unsafe to continue dosing. 

 

 For both Part 1 and Part 2, skin biopsies of lesional and nonlesional skin may 

be obtained at baseline and at 28 days after the last dose of SCH 900222.  Psoriasis 

severity and activity index/psoriasis global assessment (PASI/PSGA), as well as the 

psoriasis symptom severity score (PSS) evaluations and biopsies of selected target 

lesions, will be completed at study visits as outlined in ~xr21i        , Study Flow 



 

 

Chart.  Photographs of affected areas and of target lesions will be taken.  If possible, 

target lesions and biopsies will be chosen on the lower back/buttock area.  One 

target lesion will be evaluated using PSS, while the contralateral lesion will be 

biopsied if present.  If no contralateral lesion is present, then a different area will be 

chosen.  Biopsies may be evaluated by standard histology and 

immunohistochemistry. 

 

7.1.1.1 Screening 

 Within 8 weeks prior to treatment, the investigator or qualified designee shall 

discuss with each subject the nature of the study, its requirements, and its 

restrictions.  Written informed consent will be obtained from each subject prior to any 

study related procedures being performed, and a signed copy will be given to the 

subject.  The inclusion/exclusion criteria will be reviewed, a complete medical 

history, physical examination, laboratory evaluations and other assessments, 

delineated in  ~xr22i         and ~xr23i         will be performed.  A screening number 

will be assigned to each subject on completion of the study-specific informed 

consent. Screening numbers will be as follows: 

• Site 1 – 1000 - 1099 

• Site 2 – 2000 - 2099 

• Site 3 – 3000 - 3099 

• Site 4 – 4000 - 4099 

• Site 5 – 5000 - 5099 

• Site 6 – 6000 - 6099 

• Site 7 – 7000 -7099 

• Site 8 – 8000 - 8099 

• Site 9 – 9000 - 9099 

• Site 10- 10000 -10099 

 



 

 

7.1.1.2 Baseline 

 Subjects will be confined to the study center at least 12 hours prior to dosing 

visits for the first dose for Part 1 only.  For doses 2 and 3 in Part 1 and for all doses 

in Part 2 subjects may report to the study center on the morning of dosing.  The 

investigator or designee will review the inclusion/exclusion criteria and record 

adverse events (AEs) and medications taken within the last 14 days.  Laboratory 

evaluations, vital signs and other assessments, delineated in  ~xr24i         and 

 ~xr25i         will be performed and/or recorded.  If not previously assigned, a 

screening number will be assigned. 

 

7.1.1.3 Treatment Day(s) 

 Inclusion/exclusion criteria will be reviewed with each subject on the morning 

of treatment administration.  When a subject fulfills the entry criteria, the subject will 

be assigned a randomization number faxed to the study site by the sponsor, that will 

be used to determine the treatment according to a randomization code 

( ~xr26i        ).  Subjects will receive their assigned treatment at approximately 

8:00 following an overnight fast (Part 1 first dose only) as per  ~xr27i         and 

 ~xr28i        .  No overnight fast is required for doses 2 and 3 in Part 1 and all doses 

in Part 2.  Meals will be provided in accordance with the meals  ~xr29i        .  

Laboratory evaluations, vital signs and other assessments, delineated in 

 ~xr30i         and  ~xr31i         will be performed and/or recorded.  Serial 

pharmacokinetic and pharmacodynamic samples will be obtained prior to dosing 

postdose as specified in  ~xr32i        , Study Flow Chart. 

 



 

 

7.1.1.4 Study Discharge/Follow-Up 

 On the last day of the study of their study participation (including premature 

discontinuation), subjects will be discharged following collection of the last blood 

sample/assessment.  In addition, concomitant medications, adverse events and vital 

signs will be recorded and a physical exam, and laboratory evaluations, and other 

assessments required at the Day 196, follow-up visit, delineated in  ~xr33i         and 

 ~xr34i        , will be performed. 

 

7.2 Participation in and Completion of the Study 

 The subject is considered to be enrolled in the study when the subject signs 

the study specific informed consent.  All subjects will have their information entered 

into the screening log maintained by the study site.  Those subjects, including 

screened subjects, who experience a serious adverse event, or have a therapeutic 

intervention (eg, change in medication administered, dietary therapy, administration 

of study medication), will have information entered into the eCRF.  Those subjects 

who fail to qualify for further study participation based on the initial interview and 

initial screening laboratory tests should have information only recorded in the site 

screening log.  The subject is considered to have completed the study upon the 

completion of the last protocol-specified contact. 

 Subject participation may be terminated prior to completion for the reasons 

described in  ~xr35i        .  For those subjects who do not complete the study, 

randomized subject participation will be considered terminated upon the completion 

of the last visit or contact (eg, phone contact with the investigator or qualified 

designee). 

 The overall study ends when the last remaining subject has completed or has 

been discontinued from the study. 



 

 

 Once a subject has ended participation in the study, study drug will no longer 

be available to the subject and he/she will revert to usual care according to his/her 

personal physician. 

 

7.3 Study Population 

 Adult subjects with a diagnosis of moderate to severe psoriasis will be 

selected for the study.  Approximately 24 subjects will be enrolled for Part 1 and 

40 subjects will be enrolled in Part 2 of this study.  Subjects must meet all the 

inclusion criteria and none of the exclusion criteria to receive treatment assignment. 

 

7.3.1 Subject Inclusion Criteria 

 The subject must meet ALL the criteria listed below for entry: 

 

1. Subjects must be willing to give written informed consent for the trial and able 
to adhere to dose and visit schedules.  Note:  Subjects who are unwilling to 
sign the informed consent for pharmacogenomic testing may be included into 
the trial, however, pharmacogenomic samples must not be obtained. 

2. Subjects of either sex and of any race between the ages of 18 and 65 years. 

3. Subjects’ clinical laboratory tests (CBC, blood chemistry, and urinalysis) must 
be within normal limits or clinically acceptable to the investigator and sponsor.  
Subject’s liver function test results (ie, AST, ALT, and GGT) must not be 
elevated >2 fold above the normal limits at Screening.  

4. Subjects must be free of any clinically significant disease that would interfere 
with the study evaluations. 

5. Subjects are considered eligible according to the following TB screening 
criteria: 

a. Have no history of latent or active TB prior to screening. 



 

 

b. Have no signs or symptoms suggestive of active TB upon medical 
history and/or physical examination. 

c. Have had no recent close contact with a person with active TB or, if 
there has been such contact, will be referred to a physician 
specializing in TB to undergo additional evaluation and, if warranted, 
receive appropriate treatment for latent TB prior to or simultaneously 
with the first administration of study agent. 

d. Within 1 month prior to the first administration of study agent have 
negative diagnostic TB test results defined as either a negative 
tuberculin skin test or a negative QuantiFERON-TB Gold test. 

e. If deemed medically indicated by the investigator or relevant medical 
specialist, have a chest radiograph (both posterior-anterior and lateral 
views), taken within 3 months prior to the first administration of study 
agent and read by a qualified radiologist, with no evidence of current 
active TB or old inactiveTB. 

6. The Screening 12 lead ECG conduction intervals must be within gender 
specific normal range (QTc males ≤430 msec and females ≤450 msec). 

7. Vital sign measurements (taken after ~3 minutes in a supine) must be within 
the following ranges: 

a. oral body temperature, between 35.0°C and 37.5°C 

b. systolic blood pressure, 90 to 160 mm Hg 

c. diastolic blood pressure, 50 to 95 mm Hg 

 d. pulse rate, 40 to 100 bpm 

8. Female subjects must be: 

a. postmenopausal (defined as 12 months with no menses and with an 
estradiol level of <30 pg/mL), and/or 

b. surgically sterilized (eg, documented hysterectomy or tubal ligation) 
and for those females who have had a tubal ligation or partial 
hysterectomy, have a negative serum pregnancy test (beta-hCG) at 
the Screening visit and a negative urine or serum pregnancy test upon 
each admission to the study center. 



 

 

9. Men must agree to medically accepted methods of contraception which must 
consist of a combination of 2 methods of contraception used such as condom 
with spermicide and birth control pill or condom and diaphragm or abstain 
from sexual intercourse, during the trial and for 6 months after stopping the 
medication. 

10. Subjects not on therapy must have a diagnosis of psoriasis vulgaris which 
must be established, stable (ie, the off-treatment PASI during screening 
period and baseline PASI should not differ by more than 40%) and have been 
present for at least 1 year.  Disease must be severe enough to render the 
patient eligible for systemic treatment (BSA ≥10%, PASI ≥12). 

11. Subjects on psoriasis therapy at Screening with a BSA ≥10%, PASI ≥10 may 
be considered for inclusion.  These subjects must be discussed with the 
sponsor prior to enrollment.  The subject must be considered potentially 
eligible for systemic therapy based on their disease course and/or the 
anatomical site of their disease and must have indicated that they are not 
satisfied with their current therapy. 

12. The target lesions selected must be located on the head, trunk, arms or legs 
and be at least 10 cm2 in size, ie, ~3 cm in diameter. 

13. The selected target lesions’ total numerical ratings for erythema, infiltration, 
and desquamation must be at least 6 out of the possible 12 using the 
following definitions for each sign:  0 = none, 1 = mild, 2 = moderate, 3 = 
severe, 4 = very severe.  The severity score for desquamation must be at 
least 2. 

14. Subjects must agree to avoid prolonged sun exposure and avoid use of 
tanning booths or other ultraviolet light sources during the study. 

 

7.3.2 Subject Exclusion Criteria 

 The subject will be excluded from entry if ANY of the criteria listed below are 

met: 

 

1. Female subjects who are pregnant, intend to become pregnant (within 
6 months of ending the study), or are breastfeeding. 



 

 

2. Subjects who, in the opinion of the investigator, will not be able to participate 
optimally in the study. 

3. Any surgical or medical condition which might significantly alter the 
absorption, distribution, metabolism or excretion of any drug.  The investigator 
should be guided by evidence of any of the following, and be discussed with 
the sponsor prior to enrollment into the trial: 

a. history or presence of inflammatory bowel disease, ulcers, 
gastrointestinal or rectal bleeding; 

b. history of major gastrointestinal tract surgery such as gastrectomy, 
gastroenterostomy, or bowel resection; 

c. history of pancreatic injury or pancreatitis; 

d. history or presence of liver disease or liver injury; 

e. history or presence of impaired renal function as indicated by abnormal 
creatinine, urinary albumin, BUN/urea or clinical significant urinary 
cellular constituents (eg, cast); or 

f. history of urinary obstruction or difficulty in voiding. 

4. Subject who has a history of any infectious disease within 4 weeks prior to 
drug administration that in the opinion of the investigator, affects the subject’s 
ability to participate in the trial or a history of malignancy at any time. 

5. Subjects who are positive for hepatitis B surface antigen, hepatitis C 
antibodies or HIV. 

6. Subjects who have a positive screen for drugs with a high potential for abuse 
during the Screening period or clinical conduct of the trial. 

7. Subjects with a history of mental instability or who have been treated for 
mood disorders that in the opinion of the investigator and sponsor, affects the 
subject’s ability to participate in the trial. 

8. Subjects with a history of alcohol or drug abuse in the past 2 years. 

9. Subjects who have donated blood in the past 60 days. 

10. Subjects who have used a monoclonal antibody within 3 months of 
randomization. 



 

 

11. Subjects who have previously exposure to anti-IL-12/23 p40 antibodies 
(CNTO1275, ABT874) 

12. Subjects who are currently participating in another clinical study or have 
participated in a clinical study within 30 days. 

13. Subjects who are part of the study staff personnel or family members of the 
study staff personnel. 

14. Subjects who have demonstrated clinically significant (required intervention-
eg, emergency room visit, epinephrine administration, ect) allergic reactions 
(eg, food, drug, atopic reactions, asthmatic episodes, or local anesthetics, 
such as lidocaine) which, in the opinion of the investigator and sponsor, 
interfere with their ability to participate in the trial. 

15. Subjects who smoke more than 20 cigarettes or equivalent tobacco use per 
day. 

16. Subjects who have received a live vaccine(s) within 1 month of randomization 
or who intend to receive a live vaccine during the study period. 

17. Use of an immunosuppressive agent (eg, corticosteroids, methotrexate, 
azathioprine, cyclosporine) within the previous 4 weeks. 

18. Topical Psoriasis treatment within 1 week of randomization. 

19. Phototherapy within 4 weeks of randomization. 

20. Subjects who have received any treatment listed in Table 2 more recently 
than the indicated washout period prior to Randomization which, in the 
opinion of the investigator and sponsor, interfere with their ability to 
participate in the trial. 

 

Table 2 Prohibited Medications for Entry into the Study 

Prohibited Medications 
Washout Period Prior to 

Randomization 
Systemic psoriasis medications, including PUVA treatments or 
immunosuppressives (eg, methotrexate, azathioprine, prednisone) 4 weeks 
Monoclonal antibodies 3 months 
CNTO 1275, ABT874 Never 
Phototherapy 4 weeks 
Topical psoriasis therapy 1 week 
Over the counter nonmedicated topical emollients/moisturizers 4 hours 

 



 

 

7.3.3 Subject Discontinuation Criteria 

 Subject participation may be terminated during the study for any of the 

following reasons: 

• Serious or life-threatening adverse event (AE); 

• Failure to comply with the dosing, evaluations, or other requirements of 
the study; 

• Request of the subject (subjects have the right to discontinue treatment at 
any time for any reason); 

• Pregnancy; 

• Any situation or condition which may threaten the subject’s health or well 
being by continuing in the study; 

• Administrative (eg, study termination). 

 

 It is the right and the duty of the investigator to interrupt treatment of any 

subject if he/she feels that study discontinuation is necessary to protect the subject, 

or that there are unmanageable factors, that may interfere significantly with the study 

procedures and/or the interpretation of results. 

 If a subject prematurely discontinues, or is discontinued from the study, the 

primary reason for the discontinuation will be obtained and recorded on the eCRF.  

At the time of discontinuation, every effort (eg, telephone contact, certified letter) 

should be made, and documented, to ensure all procedures and evaluations 

scheduled for the final study visit are performed ( ~xr36i        , Study Flow Chart and 

 ~xr37i        , Study Procedures). 

 

7.3.4 Replacement of Subjects 

 After consultation between the sponsor and the principal investigator, 

enrollment may be extended to replace subject(s) discontinued during the study. 



 

 

 

7.4 Treatments 

7.4.1 Study Treatments 

7.4.1.1 Treatments Administered 

Part 1 

Cohort 1 0.1 mg/kg SCH 900222 on Days 1, 56, and 84, 
matching placebo 

Cohort 2 0.5 mg/kg SCH 900222 on Days 1, 56, and 84, 
matching placebo 

Cohort 3 3 mg/kg SCH 900222 on Days 1, 56, and 84, 
matching placebo 

Cohort 4 10 mg/kg SCH 900222 on Days 1, 56, and 84, 
matching placebo 

 

Part 2 

Cohort 5 3 mg/kg SCH 900222 on Days 1, 28, and 56, 
matching placebo 

Cohort 6 10 mg/kg SCH 900222 on Days 1, 28, and 56, 
matching placebo 

 

 If in Part 1, any dose has caused adverse events, then the highest tolerated 

dose established in Part 1 will be administered. 

 For Part 1, each subject will receive 3 doses on Days 1, 56, and 84.  For 

Part 2, each subject will receive a total of 3 doses on Days 1, 28, and 56. 

• For Part 1, for the first dose only, subjects are to fast after midnight on 
the day of dosing and are allowed only water and any permitted 
medications prior to dosing.  Subjects are to fast until 3 hours have 
elapsed after the end of the IV infusion of study drug.  For all subsequent 



 

 

doses and for Part 2 subjects may report to the study center on the 
morning of dosing and have no dietary restrictions. 

• Lyophilized SCH 900222 will be reconstituted with sterile water to a 
concentration of 100 mg/mL and the specific amount according to dose 
level and body weight will be added to 100 mL of 0.9% saline solution in 
non-PVC containing plastic bags. The same volume of saline as the 
solution of SCH 900222 to be added to the saline bag must be withdrawn 
from the bag prior to adding the solution of SCH 900222.  For patients 
receiving placebo a fixed volume of 1 mL of saline will be removed from 
the saline bag and 1 mL of sterile water for injection regardless of dose 
cohort and body weight will be added to 99 mL of 0.9% saline.  The saline 
solution will be administered IV over 1 hour at ambient temperature using 
non-PVC IV tubing and an infusion pump with an in-line 2 micron filter.  
Note:  For the lowest dose cohort (0.1 mg/kg) SCH 900222 or placebo will 
be added to 75 mL of saline (25 mL of saline are to be removed from the 
100 mL bag prior to addition of SCH 900222). 

• Subjects are to remain seated or recumbent during IV infusion and up to 
3 hours after the end of the infusion but may walk with an escort to the 
toilet if necessary.  For Part 1, for the first dose only subjects are to 
remain under observation at the study center for 24 hours following the IV 
infusion.  For all subsequent doses and for Part 2 subjects are to remain 
at the study center for 6 hours following infusion and are discharged 
thereafter. 

 

7.4.1.2 Timing of Dose for Each Subject 

• Dosing will typically occur in the mornings ~8:00 after predose sampling 
and safety observations have been completed. 

• If delays in dosing are required due to the occurrence of an AE or 
abnormal safety observations, instructions outlined under  ~xr38i         
should be followed. 

 

7.4.1.3 Method of Treatment Assignment, Randomization, and/or 
Stratification 

 Between Days -7 and -1, subjects with psoriasis who have met all of the 

eligibility requirements indicated in ~xr39i         will be assigned a randomization 



 

 

number by the sponsor.  The randomization number will be faxed by the SPRI study 

team to the site after review and sign off of all the subject inclusion, exclusion criteria 

and medical history along with concomitant medications.  Subjects will then receive 

the study treatment corresponding to their assigned randomization number. 

 

Part 1 

• Randomization Nos. 101 to 108 will receive SCH 900222 0.1 mg/kg or 
placebo. 

• Randomization Nos. 201 to 208 will receive SCH 900222 0.5 mg/kg or 
placebo. 

• Randomization Nos. 301 to 316 will receive SCH 900222 3 mg/kg or 
placebo. 

• Randomization Nos. 401 to 416 will receive SCH 900222 10 mg/kg or 
placebo. 

 

Part 2 

• Randomization Nos. 501 to 540 will receive SCH 900222 3 mg/kg or 
placebo. 

• Randomization Nos. 601 to 640 will receive SCH 900222 10 mg/kg or 
placebo. 

 

 Included in the randomization numbers above are possible replacement 

subject numbers. 

 The randomization number will be recorded in the study case record 

(eg, eCRF).  Replacement subjects will be assigned the next available 

randomization number for the particular cohort in which a subject is being replaced. 

 The research pharmacist will provide the randomization number to be 

assigned to each replacement that corresponds to the same treatment as that 

received by the subject being replaced. 

 



 

 

7.4.1.4 Management of Blinding of Study Treatments 

 This study will be third party blind, ie, only the site pharmacist who is 

otherwise not involved in any study procedures or evaluations will have knowledge 

of the treatment code.  Treatment will be prepared (according to the randomization 

schedule provided by the sponsor) and dispensed in a blinded fashion by a third 

party (site pharmacist) for administration by the investigator/designee in accordance 

with  ~xr40i        , Treatments Administered.  The third party may not be involved 

with the study procedures, assessments, or data recording and will not reveal the 

randomized code to anyone. If the investigator or the sponsor’s project 

physician/director must know immediately what treatment the subject received in this 

blinded study in order to provide adequate medical care, the code for that subject 

may be broken (ie, provided to the investigator/project physician/director by the third 

party.  The reason for breaking the blind is to be recorded in the study file and in the 

general comment section of the subject’s eCRF.  The sponsor must be notified 

immediately (if not prior to) about the reason for breaking the blind.  At study close, 

the random code should not be returned to the sponsor, but remain at the 

investigational site as part of the essential trial documents. 

 As each group of study subjects completes treatment, the project physician 

and lead investigator will conduct a blinded assessment of the safety, tolerability, 

pharmacodynamic, and pharmacokinetic data for a decision to progress to the next 

dose level or make appropriate changes to the dose progression scheme. 

 The random code (hard copy) will be sent to the Head of Bioanalytical and 

Toxicokinetics to be used in the analysis of samples.  Data will not be unblinded 

outside of bioanalytical until all sample data have been QA reviewed.  The random 

code will also be sent to the Head of Early Clinical Research and Experimental 

Medicine. 



 

 

 The random code will be subsequently provided to the Department of 

Pharmacokinetics upon transfer of concentration-time data for pharmacokinetic 

analysis. 

 

7.4.1.5 Investigational Product 

 The investigator shall take responsibility for and shall take all steps to 

maintain appropriate records and ensure appropriate supply, handling, storage, 

distribution, and usage of these materials in accordance with the protocol and any 

applicable laws and regulations. 

 The following Investigational product(s) will be used in the study and will be 

supplied in sufficient quantities for subjects and any replacement subjects. 
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1 SCH900222 0.1 100 0.001 1 1 3 1 3
2 SCH900222 0.5 100 0.005 1 1 3 1 3
3 SCH900222 3 100 0.03 5 1 6 1 30
4 SCH900222 10 100 0.1 16 1 6 1 96
5 SCH900222 3 100 0.03 5 1 15 3 225
6 SCH900222 10 100 0.1 16 1 15 3 720

Placebo NA NA NA 1 16 3 54 Placebo is 
sterile water  

 

 The drug will be supplied in kits containing vials with 50 mg of lyophilized 

powder of SCH 900222 for reconstitution with sterile water. 

 



 

 

7.4.1.5.1 Identity of Investigational Product(s) 

 Please see investigator brochure for description of investigational drug 

products. 

 

7.4.1.5.2 Source 

 The sponsor will provide the investigational product for this study.  Sterile 

water, saline, tubing, in line filters, IV catheters, infusion pumps and other supplies 

needed for IV infusion will be provided by the site.  Costs for such materials will be 

reimbursed by the sponsor. 

 

7.4.1.5.3 Labeling, Storage and Dispensing 

Labeling 

 Each SCH 900222 vial will be labeled in a standard open-label fashion in 

accordance with Good Manufacture Practice (GMP) for clinical trials and country 

specific guidelines. 

 Each SCH 900222 kit will be labeled with the following information: 

• Drug Name, 

• Strength, 

• Protocol number, 

• Contents of kit, 

• Storage requirements (store in a refrigerator between 2°C and 8°C [36°F 
to 46°F]), 

• Caution statement, 

• Sponsor name and address, 

• Packaging request number, 



 

 

• Batch/Formulated Materials Request (FMR) number, 

• Any additional information required by local regulations. 

 

 Each SCH 900222 vial will be labeled with the following information: 

• Drug Name, 

• Strength, 

• Protocol number, 

• Storage requirements (store in a refrigerator between 2°C and 8°C [36°F 
to 46°F]), 

• Caution statement, 

• Sponsor name and address, 

• Subject randomization number (to be written in by site personnel upon 

• randomization of a study subject), 

• Batch/FMR number, 

• Any additional information required by local regulations. 

 

Packaging 

 All IMP will be packaged by Schering-Plough Research Institute (SPRI) or 

designee. SCH 900222 will be open and label, will be packaged in kits. 

Dispensing 

 Administer as directed per protocol. 

 The procedures for reconstituting SCH 900222 powder for solution for 

injection is as follows: 

• Withdraw sterile water for injection (SWFI) into a 1 mL syringe (eg, BD 
1 mL U-100 syringe with a 26 gauge needle).  Retain exactly 0.56 mL 
SWFI in the syringe by ejecting excess volume into a waster container. 

• Place the vial upright on a flat surface and insert the needle through the 
stopper and slowly inject 0.56 mL SWFI directly onto the product. 



 

 

• Withdraw the syringe from the vial and discard it safely.  Keeping the vial 
upright, gently swirl the vial to evenly wet the powder.  Do not shake.  Air 
bubbles might be generated during this step. 

• Gently swirl the vial for 5 to 10 seconds approximately every 5 minutes in 
order to dissolve any remaining solids.  All visible solid particles should 
disappear into solution within 20 minutes.  There should not be any visible 
gel-like particles in the solution. 

• Allow another 10 minutes for the vial to stand undisturbed for any air 
bubbles to dissipate. 

• Invert the vial for 1 minute in order to allow the solution to drain toward the 
stopper. 

• Insert a new 1 mL syringe with a short (1 cm length) 26 gauge needle into 
the inverted vial.  Position the needle tip at the very bottom of the solution 
in the vial stopper and slowly withdraw all of the solution from the inverted 
vial into the syringe barrel. 

• After expelling any air bubbles or excess volume, you should have exactly 
0.5 mL of solution left in the syringe. 

• Reconstituted solution should be used within 4 hours when stored at RT or 
within 8 hours when stored at 2°C to 8°C. 

 

 Study drug supplies must be stored in a secure, limited-access location under 

the storage conditions specified on the drug supply label. 

 Receipt and dispensing of study medication must be recorded by an 

authorized person at the investigator's site. 

 The investigator agrees neither to dispense the study drug from, nor store it at 

any site(s) other than those listed on the Form FDA 1572 or Investigator’s 

Agreement.  The investigator agrees that study drug(s) will be dispensed by the 

investigator or subinvestigator(s) named on the Form FDA 1572 or Investigator’s 

Agreement, or their qualified designees.  The investigator, subinvestigators, or 

qualified designees also agree that the study drug(s) will be dispensed only to study 

subjects who have provided written informed consent, and have met all entry criteria.  

Clinical supplies may not be used for any purpose other than that stated in the 

protocol. 



 

 

 An adequate quantity of study drug will be provided to replace units damaged 

in shipment/handling, to replace subjects meeting the entry criteria or to enroll 

additional subjects at intermediate or higher dose levels. 

 

7.4.1.5.4 Drug Accountability 

 An accurate and current accounting of the dispensing of study drug(s) for 

each subject will be maintained on an ongoing basis by a member of the study site 

staff in a test article accountability ledger (TAAL) or equivalent document and the 

eCRF and will be verified by the sponsor's study monitor. 

 All drug supplies, including all containers of study drug, whether empty or 

containing unused or partially used study drug, must be returned to the sponsor or 

its designee, unless investigators are instructed otherwise by the sponsor or its 

designee.  The sponsor’s study monitor will provide instructions on the return of all 

drug supplies.  A final inventory of the total amount of drug received at each study 

site against the amount used and returned must be recorded in the Test Article 

Summary Inventory Record (TASIR). 

 Inventory records must be readily available for inspection by the study 

monitor and/or auditor, and open to government inspection at any time. 

 

7.4.2 Other Treatments 

7.4.2.1 Prior and Concomitant Medications 

 All prior medication taken by the subject within 3 months prior to treatment 

intervention and all concomitant therapy taken by the subject during the study are to 

be recorded on the eCRF.  The identity of the therapy, the dose, route, and regimen, 

the dates started and stopped (or notation of “continuing” if that is the case), and the 



 

 

reason for use must be recorded.  The use of any concomitant medication must 

relate to an AE or the subject's medical history. 

 

7.4.2.1.1 Medications Prohibited Prior to randomization and During the 
Study 

 The medications prohibited prior to randomization are listed in Table 2 in 

Section 7.3.2 with the subject exclusion criteria. 

 The subject must not take the treatments listed in Table 4 during the study 

after randomization. 

 

Table 4 Medications Prohibited During the Study 
Protocol No. P05382 

Medication Name Duration of Prohibition 

Systemic psoriasis medications, including PUVA treatments or 
immunosuppressives (eg, methotrexate, azathioprine, prednisone) 

during entire study participation 

Monoclonal antibodies during entire study participation 
Phototherapy during entire study participation 
Topical psoriasis therapy during entire study participation 
Over the counter non-medicated topical emollients/moisturizers 4 hours prior to each study visit 

 

7.4.2.1.2 Medications Allowed During the Study 

 The following medications are allowed during the study: 

 

Table 5 Allowed Medications 
Protocol No. P05382 

Medication Names 

Acetaminophen (paracetamol) 
Medications needed to treat pre-existing medical conditions 
Medications necessary to treat adverse events or medical emergencies 

 



 

 

7.4.2.2 Dietary, Tobacco, Alcohol, Caffeine, and Other Restrictions 

7.4.2.2.1 Diet 

 With the exception of the fasting period prior to dosing and for 3 hours after 

the first study drug administration to subjects in Part 1 there will be no dietary 

restrictions. 

 

7.4.2.2.2 Tobacco 

 The enrollment of nonsmoking subjects is preferred.  Light or moderate 

smokers (≤20 cigarettes/day) or users of equivalent tobacco products (3 pipes/day, 

3 cigars/day) may be included.  The tobacco use history will be quantified and 

recorded on the medical history section of eCRF. 

 

7.4.2.2.3 Alcohol 

 Subjects will not be permitted to drink alcoholic beverages for 12 hours prior 

to treatment administration or during the confinement period of the study. 

 

7.4.2.2.4 Caffeine 

 Subjects will not be permitted to drink caffeine-containing beverages 

(eg, coffee, black tea, cola) or use caffeine or xanthine-containing products for 

12 hours prior to treatment administration or during the confinement period of the 

study.  Caffeine containing beverages should be avoided for 12 hours prior to 

outpatient visits. 



 

 

 

7.4.2.2.5 Exercise 

 Subjects should refrain from rigorous exercise or physical exertion 48 hours 

prior to entering into the study and during the study. 

 

7.4.2.2.6 Other Restrictions 

 None. 

 

7.4.3 Procedures for Monitoring Subject Compliance 

 At all protocol-specified visits, the investigator or qualified designee is to note 

in the administration record, and in the appropriate section of the eCRF, whether 

treatment had been administered per protocol in the preceding interval.  If not, the 

date(s) and reason for each deviation must be recorded.  Space is provided on the 

eCRF, for explanatory comments.  In addition, the study staff will maintain an 

ongoing record of the dispensing, administration and the return (if appropriate) of all 

study medication for each subject on the TAAL or equivalent document that will be 

verified by the sponsor’s study monitor. 

 

7.5 Blood Sampling 

 Approximately 500 mL of blood will be collected from each subject over a total 

of 196 days.  Each sample for Parts 1 and 2 are listed in the Table 6.  This table 

does not include samples drawn in the screening period. 

 



 

 

Table 6  
Blood Samples Specimen Blood Volumes (mL) No. of Samples/Subject Total Volume per Subject 

Part 1    
Safety evaluation 10 mL 17 170 mL 

DNA Sample 8.5 mL 1 8.5 mL 
RNA sample 2.5 mL 8 20 mL 

ESR 3 mL 7 21 mL 
IgG, IgM, IgA IgE Levels 5 mL 7 35 mL 
PK SCH 900222 Sample 2 mL 24 48 mL 

Anti-SCH 900222 antibodies 6 mL 13 78 mL 
Total IL-23 2 mL 24 48 mL 

Biomarker 1 approx. 3 mL 8 24 mL 
Biomarker 2 approx. 3 mL 8 24 mL 

Cytokine sample 4 mL 10 40 mL 
  Total: 127 Total:  516.5 mL 

Part 2    
Safety evaluation 10 mL 15 150 mL 

DNA Sample 8.5 mL 1 8.5 mL 
Micro array (PBMC) 2.5 mL 8 20 mL 

ESR 3 mL 7 21 mL 
IgG, IgM, IgA, IgE Levels 5 mL 7 35 mL 
PK SCH 900222 Sample 2 mL 21 42 mL 

Anti-SCH 900222 antibodies 6 mL 14 84 mL 
Total IL-23 2 mL 21 42 mL 

Biomarker 1 approx. 3 mL 8 24 mL 
Biomarker 2 approx. 3 mL 8 24 mL 

  Total:  110 Total: 450.5 

 

7.6 Study Procedures 

 An overview of the study is provided in the Study Design Diagram in 

 ~xr41i        .  The Study Flow Chart in ~xr42i         summarizes the study 

procedures and the timing of the procedures to be performed at each visit.  

Individual study procedures are described below. 

 For details of the procedures for assessment and reporting of AEs, 

see  ~xr43i        , Assessment and Reporting of Adverse Events. 



 

 

 In order to minimize variability of evaluations, it is preferred that the same 

individuals perform the same types of evaluations on the same equipment for all 

subjects at each study site. 

 A list of the brand/model number for all equipment used during the trial should 

be recorded and placed in the site Master file.  Any deviations should be noted in the 

comment section of the eCRF. 

 

• Explain Study and Obtain Written Informed Consent 

 The investigator or qualified designee will explain the study and all 
study requirements to the subject, answer all of his/her questions, and 
obtain written informed consent before performing any study-related 
procedure, including pharmacogenomic sampling.  A copy of the 
informed consent(s) will be given to the subject. 

• Review Inclusion/Exclusion Criteria Including Concomitant 
Medications 

 The inclusion and exclusion criteria will be reviewed by the investigator 
or qualified designee to ensure that the subject qualifies for the study.  
All appropriate medication and washout times will be discussed with 
the subject.  All medications used during the 3 months prior to first 
drug administration or treatment intervention, will be recorded on the 
eCRF. 

• Demographic Profile 

 The demographic profile required by the study eCRF and permitted by 
local regulations should be entered.  This information may include the 
subject's age, ethnicity, gender and race. 

• Physical Examination 

 The principal investigator or designee will perform a physical 
examination of the following organ systems at the times specified in 
 ~xr44i        , Study Flow Chart:  Eyes, oropharynx, thyroid, respiratory 
system, cardiovascular system, abdomen, skin, extremities and 
reflexes, lymph nodes including cervical, axillary and femoral lymph 
nodes and spleen. 

 Any medical conditions found during the Screening and baseline 
physical exam will be recorded on the eCRF in the Medical History 



 

 

module.  The status of the condition will be evaluated as “resolved”, 
“stable” or “unstable”.  Any unstable medical condition will require a 
comment.  Clinically significant changes from the Screening and/or 
Baseline physical examinations will be recorded as adverse events. 

• PASI/PSGA/PSS Evaluations 

 Psoriasis Activity and Severity Index (PASI) evaluations, Physician’s 
Static Global Assessment (PSGA), and Psoriasis Severity Score (PSS) 
evaluations will be made according to the schedule indicated in 
 ~xr45i        , Study Flow Chart.  Instructions for determination of PASI 
are found in Appendix 4, instructions for PSGA are found in 
Appendix 5, and instructions for PSS are found in Appendix 6. 

• Blood for Gene Array 

 2.5 mL of blood into RNA PaxGene tubes for gene array analysis, may 
be collected at the specified time points indicated in  ~xr46i        , 
Study Flow Chart, into the appropriate tubes for Gene-Array analysis 
(see Appendix 3 for blood sample acquisition and handling, shipping 
and labeling instructions).  All samples will be analyzed at sponsor’s 
discretion. 

• Digital Photo 

 Digital photos may be taken of the target lesions, and of the overall 
body area affected, on each evaluation if the patient consents. 

• Medical History 

 A detailed medical history will be obtained by the investigator or 
qualified designee.  Subject history should include information on 
clinically significant family and personal history, smoking history, 
history of diseases including past history of hepatitis, allergies or 
reactions to medications and food, seizures, and previous surgery, 
trauma, syncope, arrhythmias.  Any clinically relevant changes found 
at any time during the study will be recorded as adverse events on the 
eCRF.  Psoriasis will be recorded in the medical history. 

• Body Weight (kg) and Height Measurements (cm) Without Shoes 

 Body weight should be performed on the same scale for the same 
individual.  Measurements should be recorded to the nearest kg and 
cm and on the eCRF. 



 

 

• Body Mass Index (BMI) 

 BMI should be calculated using the formula and recorded in the source 
document but not be recorded on the eCRF: 

 BMI = Weight (kg)/Height(m2). 

• Measurement of Elbow Breadth 

 Extend the arm and bend the forearm upwards at a 90° angle.  Keep 
the fingers straight and turn the inside of the wrist toward the body.  
Measure the space between the two prominent bones of the elbow 
using a sliding or spreading caliper.  Results should be recorded to 
nearest 0.1 cm in the source document and on the eCRF. 

• Test for HCV, hepatitis B Surface Antigen and HIV Antibodies 

 Tests will be performed according to standard local procedures.  A 
plan must be in place at the site(s) for the management of a positive 
test result according to local requirements.  Results will not be 
recorded on the eCRF. 

• Screen for Drugs With a High Potential for Abuse 

 Urine or serum tests will be conducted according to standard 
procedures.  In addition to commonly abused drugs, any drugs abused 
locally with a high prevalence, should also be tested.  Positive results 
will be recorded on the Comment section of the eCRF, and will be 
reported to the sponsor. 

• Pregnancy Tests 

 A serum pregnancy test and a urine pregnancy test must be 
performed at the screening visit.  Please see the study flow chart for 
all subsequent urine pregnancy tests.  A urine pregnancy test must 
be performed upon study confinement for females.  Results must be 
available prior to dosing.  Subjects with a positive pregnancy test at 
screening or prior to the first dose will not be allowed to enter into the 
study (screen failure).  Subjects with a positive pregnancy test anytime 
after first dose will be discontinued from the study.  Positive results will 
be recorded on the Adverse Event section of the eCRF.  The 
pregnancy will be reported and monitored according to 
 ~xr47i        , Reporting of Pregnancies. 



 

 

• Clinical Laboratory Safety Tests 

 The following will be performed according to standard laboratory 
procedures.  Samples should be collected in the fasted state, (after an 
overnight fast for morning sample collections and at least 4 hours 
without food for other samples) and prior to study drug administration. 

Hematology Chemistry Urinalysis 
RBC Sodium pH 

Hematocrit Potassium Specific gravity 
Hemoglobin Chloride Protein 

Platelets Glucose Glucose 
WBC  Blood urea nitrogen (BUN) or UREA Ketones 

Neutrophils Creatinine Blood 
Lymphocytes Calcium Microscopic exam only if
Monocytes Inorganic phosphorus indicated by dipstick. 
Basophils Total protein  

Eosinophils Albumin  
 AST (SGOT)  
 ALT (SGPT)  
 GGT  
 Total bilirubin  
 Alkaline phosphatase  
 Uric acid  
 LDH  
 Cholesterol  
 Triglycerides  
 CPK   

 If during the trial any laboratory result is outside the reference range 
and is considered to be clinically significant by the investigator, the test 
should be repeated at appropriate time intervals until it returns to 
baseline or becomes a clinically insignificant finding.  Any adverse 
clinically significant change will be recorded on the eCRF as an 
Adverse Event.  All laboratory tests, including urinalysis results, will be 
recorded on the eCRF. 

• Additional Laboratory Tests 

The following additional tests will be performed according to standard 
laboratory procedures:  IgM, IgG, IgA, IgE, ESR.  See  ~xr48i        , 
Study Flow Chart for the time points at which these samples are 
drawn. 



 

 

• Biomarker and cytokine samples 

 Biomarker samples and samples for analysis of cytokines 
including IL-6, will be obtained.  See ~xr49i        , Study Flow 
Chart for the time points at which these samples are drawn. 

• Screening Number Assignment 

 A screening number will be assigned to each subject on completion of 
the study-specific informed consent by the site   Screening numbers 
will be recorded on the eCRF as per ~xr50i        .  Screening 
numbers will be as follows: 

ο Site 1 – 1000 - 1099 

ο Site 2 – 2000 - 2099 

ο Site 3 – 3000 - 3099 

ο Site 4 – 4000 - 4099 

ο Site 5 – 5000 - 5099 

ο Site 6 – 6000 - 6099 

ο Site 7 – 7000 -7099 

ο Site 8 – 8000 - 8099 

ο Site 9 – 9000 - 9099 

ο Site 10- 10000 -10099 

• Randomization/Dosing Number Assignment 

 A randomization number will be assigned to each subject by the 
sponsor using the randomization numbers provided in  ~xr51i         
prior to the administration of SCH 900222 treatment. 

• Record Adverse Events and Concomitant Medications 

 See  ~xr52i         Assessment and Reporting of Adverse Events, 
and  ~xr53i         Non-study Treatments.  See  ~xr54i         
Discontinuation Criteria. 

• Clinical Assessment of Electrocardiograms 



 

 

 Cardiac Monitoring 

 Continuous cardiac monitoring (telemetry) will be initiated 
approximately 2 hours before and for 24 hours after the first dose 
and for 6 hours after repeated doses.  Only events deemed by the 
investigator to be clinically significant will be recorded. 

 Local ECGs 

 The 12-lead ECG (12-lead at 25 mm/sec reporting rhythm, ventricular 
rate, PR, QRS, and QT intervals) will be performed by the principal 
investigator or designee after the subject has been in the supine 
position for at least 5 minutes. 

 A commercial 12-lead electrocardiograph capable of recording, storing, 
and printing on full-size paper, high resolution 12-lead data, should be 
used.  On the electrocardiograph should be recorded the date, time, 
subject demographics (eg, age, and sex) and study-related information 
(eg, protocol number and nominal time). 

 The principal investigator will record Screening ECG data and any 
unscheduled ECG data in full on the eCRF (and record any clinically 
significant change from baseline for all other ECGs on the adverse 
event eCRF form). 

• Vital Signs 

 The pretreatment vital signs will be considered the Baseline values. 

 Vital signs will be obtained by the principal investigator or designee.  
Subjects will be in a seated, or supine position for at least 3 minutes.  
Systolic and diastolic blood pressure (mm Hg), pulse rate (bpm) and 
(oral or aural) body temperature (°C) and the actual clock time (24:00) 
will be recorded on the eCRF.  Any clinically significant change from 
baseline for vital sign measurement (not associated with another 
adverse event) will be recorded on the adverse event eCRF form. 

 All blood pressure measurements should be made by consistently 
using the same arm and type of equipment such as a mercury 
sphygmomanometer (preferred), a recently calibrated aneroid 
manometer, or a validated automated electronic device, with an 
appropriate cuff size.  Auscultatory or oscillometric technique should 
be used with the mercury sphygmomanometer or aneroid manometer.  
Pulse rate should be obtained manually by radial pulse palpation over 
a 30 second count or by a validated automated electronic device. 



 

 

 Body temperature should be measured consistently using the same 
approach.  Since drinking hot or cold water (or other beverages) has a 
significant impact on recorded oral temperature, hot or cold beverages 
should not be ingested within 15 minutes of the oral temperature 
measurement. 

 If the scheduled time for vital sign measurements coincides with a 
blood collection, the vital signs should be performed prior to the blood 
collection, or at least 5 minutes afterwards.  This same timing for 
obtaining the vital signs (before or after the blood collection) should be 
used for all vital sign measurements. 

• Treatment Administration 

 Refer to  ~xr55i         or Study Treatments to be administered.  The 
time of dose administration should be recorded in the eCRF for each 
dose administration. 

• Blood Samples for Determination of Serum Concentrations of 
SCH 900222 

 A 2 mL sample of blood will be collected at the specified time points 
indicated in  ~xr56i         Study Flow Chart, into the appropriate tubes 
(see Appendix 1 for sample acquisition, shipping and labeling 
instructions). 

 Sample collection times (actual clock time using 24:00) are to be 
recorded in the eCRF. 

 Sample collection time deviations will be determined by the sponsor 
using the actual collection times provided and do not need to be 
recorded in the eCRF.  However, any other deviation (eg, missed 
sample, broken sample, inappropriate sample handling, etc) must be 
recorded on the comments page of the eCRF. 

• Blood Samples for Determination of Pharmacodynamic Responses 

 A 2 mL sample of blood for Anti-SCH 900222 antibodies and 5.0 mL of 
blood for Total IL-23 will be collected at the specified time points 
indicated in  ~xr57i        , Study Flow Chart, into the appropriate tubes 
(see Appendix 1 for sample acquisition, shipping and labeling 
instructions). 

 Sample collection times (actual clock time using 24:00) are to be 
recorded in the eCRF. 



 

 

 Sample collection time deviations will be determined by the sponsor 
using the actual collection times provided and do not need to be 
recorded in the eCRF.  However, any other deviation (eg, missed 
sample, broken sample, inappropriate sample handling, etc) must be 
recorded on the comments page of the eCRF. 

• Pharmacogenomic (PG) Samples 

 Informed consent specific for PG sampling, must be obtained prior to 
collection.  To obtain sufficient DNA for pharmacogenomic studies, a 
single 8.5-mL blood sample may be drawn at the specified time points 
indicated in  ~xr58i        , Study Flow Chart, into the appropriate tubes 
provided by the sponsor (see Appendix 1 for sample acquisition, 
shipping and labeling instructions and Appendix 2 for additional 
information on PG sample management). 

 

7.7 Study Analysis Plan 

7.7.1 Pharmacokinetics/Pharmacodynamics/Safety/ Pharmacogenomic 

7.7.1.1 Pharmacodynamics 

 The following pharmacodynamic parameters will be evaluated: 

• Total IL-23 levels (measures both free and bound IL-23); 

• PASI score percent change from baseline to days indicated on the Study 
Flow Chart ( ~xr59i        ); 

• PSGA score percent change from baseline to days indicated on the Study 
Flow Chart ( ~xr60i        ); 

• PSS score percent change from baseline to days indicated on the Study 
Flow Chart ( ~xr61i        ); 

• Lesional T cell infiltration of skin biopsies measured as change from 
baseline to Day 112 (Part 1) or Day 63 (Part 2); 

• Biomarker 1 and Biomarker 2 will be measured at baseline and at the time 
intervals indicated in the ~xr62i        , Study Flow Chart; 



 

 

• Changes in mRNA levels in peripheral blood as measured by gene array 
from baseline to days indicated on Study Flow Chart ( ~xr63i        ). 

 

7.7.1.2 Pharmacokinetics 

 Plasma SCH 900222 concentration data will be used to estimate the following 

primary pharmacokinetic variables: 

 

AUC(tf) - Area under the concentration-time curve from time 0 to the time 
of the final quantifiable sample 

Cmax - Maximum observed plasma concentration. 

Tmax - Time to maximum observed plasma concentration. 

 

 Additional parameters will be determined if possible: 

 

AUC - Area under the concentration-time curve 

AUC(τ) - Area under the concentration-time curve during a dosing 
interval, τ, at steady state 

CL - Apparent total body clearance or clearance 

Cmin - Minimum observed plasma concentration 

R - Accumulation Ratio 

t½ - terminal phase half life 

Vd - Apparent Volume of Distribution 

 



 

 

 Moreover, samples will be analyzed for the presence of anti-SCH 900222 

antibodies with further characterization of anti-SCH 900222 antibodies and an 

assessment of their neutralizing capacity. 

 

7.7.1.3 Pharmacokinetics/Pharmacodynamics 

 PK/PD relationships will be explored, if appropriate. 

 

7.7.1.4 Interpharmacodynamic (PD/PD) and Safety/PD Analysis 

 Pharmacodynamic/pharmacodynamic relationships may be explored. 

 

7.7.1.5 Pharmacogenomics 

 Exploratory pharmacogenomic (PG) studies may be performed if significant 

Pharmacokinetic/Pharmacodynamic (PK/PD) is observed or unexpected adverse 

events are identified.  Pharmacogenomic markers of disease may also be 

investigated. Pharmacogenomic studies will be conducted with Biostatistics input 

and compared to PK/PD results or clinical outcomes.  Any significant PG 

relationships to outcome will require validation in future clinical studies. 

 Exploratory pharmacogenomic analyses will include analysis of DNA for 

genomic polymorphisms of the anti-IL-23 receptor known to be associated with 

autoimmune inflammatory diseases. 

 

7.7.1.6 PD/PG, PK/PG and Safety/PG Analysis 

 Pharmacogenomic interrelationships may be explored. 

 



 

 

7.7.1.7 Other Assessments 

 Not applicable. 

 

7.7.2 Safety 

7.7.2.1 Specification of Safety Variables 

 Safety variables to be assessed include: vital signs, ECGs, telemetry, 
reporting of adverse events, hematology, and blood chemistry. 

 

7.7.2.2 Assessment and Reporting of Adverse Events 

 Per the International Conference on Harmonization (ICH), an adverse event 

(AE) is defined as any untoward medical occurrence in a patient administered a 

medicinal product and which does not necessarily have to have a causal relationship 

with this treatment.  An AE can therefore be any unfavorable and unintended sign 

(eg, an abnormal laboratory finding), symptom, or disease temporally associated 

with the use of a medicinal product, whether or not considered related to this 

medicinal product.  For purposes of pharmacovigilance standards, policies, and 

procedures, "adverse event" is also meant to encompass all adverse events, 

medical device events, (including incidents, near-incidents, serious injuries, 

malfunctions, failures) or untoward medical events, etc, as well as other reportable 

events such as suicide or aggressive behavior threats, overdose, abuse, misuse, 

medication errors, and events that are possibly or probably related to biomedical 

research. 

 All AEs must be recorded in the subject's medical records and on the 
eCRF.  The onset and end dates, severity and relationship to study drug will be 



 

 

recorded for each AE.  The severity of the AE will be assessed according to specific 

guidelines ( ~xr64i        ).  Any action or outcome (eg, hospitalization, 

discontinuation of therapy, etc) will also be recorded for each AE. 

 Subjects will be questioned and/or examined by the investigator or a qualified 

designee for evidence of AEs.  The questioning of subjects with regard to the 

possible occurrence of AEs will be generalized such as, "How have you been feeling 

since your last visit?”  The presence or absence of specific AEs should not be 

elicited from subjects. In addition, laboratory abnormalities that are assessed by the 

investigator as clinically significant or require intervention will be recorded as an AE. 

 

7.7.2.2.1 Assessment of Adverse Event Severity and Relationship to 
Treatment 

 Where the determination of AE severity rests on medical judgment, the 

determination of severity must be made with the appropriate involvement of the 

investigator, or, if the investigator is not a physician, a designated subinvestigator 

who is a physician. 

 The National Cancer Institute's (NCI) Common Terminology Criteria for 

Adverse Events (CTCAE) grading system will be used for grading severity of AEs 

(http://ctep.cancer.gov/reporting/ctc.html).  The site will obtain the current version of 

the grading system, confirm the version with the study monitor and make a copy 

available to the IRB/EC. 

 For AEs not covered by this grading system, the following definitions will be 

used: 

 

Mild:  awareness of sign, symptom, or event, but easily 
tolerated; 

Moderate: discomfort enough to cause interference with usual 
activity and may warrant intervention; 



 

 

Severe: incapacitating with inability to do usual activities or 
significantly affects clinical status, and warrants 
intervention; 

Life-Threatening: immediate risk of death. 

 

 Where the determination of the relationship of the AE to the use of the 

investigational medicinal product rests on medical judgment, the determination must 

be made with the appropriate involvement of the investigator, or, if the investigator is 

not a physician, a designated subinvestigator who is a physician.  The following 

guidelines are to be used: 

 

Unlikely related: no temporal association, or the cause of the event has 
been identified, or the drug, biological, or device cannot 
be implicated; 

Possibly related: temporal association, but other etiologies are likely to be 
the cause; however, involvement of the drug, biological, 
or device cannot be excluded; 

Probably related: temporal association, other etiologies are possible, but 
unlikely. 

 

 The expectedness of an adverse reaction shall be determined according to 

the specified reference document containing safety information.  The reference 

document containing safety information for SCH 900222 in this current study is to be 

the most recent Investigator’s Brochure for Anti-IL-23 Humanized Monoclonal 

Antibody. 

 

7.7.2.2.2 Monitoring Adverse Events 

 Subjects having AEs will be monitored with relevant clinical assessments and 

laboratory tests, as determined by the investigator.  The investigator or qualified 



 

 

designee is expected to report ongoing AEs at completion of the clinical study to the 

primary care physician who will determine the need for and provide standard 

medical care. 

 Any actions taken and follow-up results must be recorded either on the 

appropriate page of the CRF.  Follow-up laboratory results should be filed with the 

subject's source documentation. 

 For all AEs that require the subject to be discontinued from the study, relevant 

clinical assessments and laboratory tests will be repeated as clinically appropriate, 

until final resolution or stabilization of the event(s). 

 

7.7.2.2.3 Known Adverse Events Relating to the Underlying Clinical 
Condition 

 Itching is reported in 20% of psoriasis patients.  In rare instances, patients 

with psoriasis may develop generalized pustular psoriasis.  Recent reports suggest 

an increased risk for cardiovascular disease in psoriasis patients. 

 

7.7.2.2.4 Known Potential Toxicities of Study Drug 

 See Development Core Safety Information in the IB or Guidance to 

Investigators, if Development Core Safety Information is not available. 

 

7.7.2.2.5 Definition of Serious Adverse Events 

 A serious adverse event (SAE) is any adverse drug or biologic or device 

experience occurring at any dose that results in any of the following outcomes: 

• death; 

• life-threatening AE (ie, one that places the subject, in the view of the initial 
reporter, at immediate risk of death from the AE as it occurs); 



 

 

• persistent or significant disability/incapacity; 

• requires in-patient hospitalization (ie, admission), or prolongs 
hospitalization; 

• congenital anomaly or birth defect. 

 

 Additionally, important medical events that may not result in death, be life-

threatening, or require hospitalization may be considered an SAE when, based upon 

appropriate medical judgment, they may jeopardize the subject and may require 

medical or surgical intervention to prevent one of the outcomes listed in this 

definition.  Examples of such medical events include allergic bronchospasm 

requiring intensive treatment in an emergency room or at home, blood dyscrasias or 

convulsions that do not result in in-patient hospitalization, or the development of 

drug dependency or drug abuse. 

 In addition, laboratory value(s) changes meeting the definition of an SAE may 

require reporting. 

 All SAEs, whether or not deemed drug-related or expected, must be 
reported by the investigator or qualified designee to the sponsor’s study monitor or 

project physician within 1 working day of first becoming aware of the event.  If 
the report is given to the sponsor via telephone rather than in writing on the form 

designated for SAE reporting, a full description of the event and any sequelae, 

including the investigator-determined causality to study drug must be provided, so 

that the appropriate written report can be completed by the designated sponsor 

contact.  SAEs that occur at any time after the inclusion of the subject in the study 

up to 30 days after the subject completed or discontinued the study must be 

reported.  In the specific circumstance of screen failures, SAEs must be collected 

from the time of consent signing until the subject is considered a screen failure. 

 Reports of all SAEs must be communicated as soon as possible to the 

appropriate Institutional Review Board (IRB) or Independent Ethics Committee (IEC) 

and/or reported in accordance with local laws and regulations. 

 



 

 

7.7.2.2.6 Reporting of Subject Death 

 The death of any subject after enrollment or within 30 days of study 

completion, regardless of the cause, must be reported by the investigator or 

qualified designee to the sponsor’s study monitor or project physician within 
1 working day of first becoming aware of the death.  If the report is given via 

telephone rather than in writing on the form designated for SAE reporting, a full 

description of the circumstances, including the investigator-determined causality to 

study drug must be provided, so that the appropriate written report can be completed 

by the designated sponsor contact. 

 If an autopsy is performed, the report must be provided to the sponsor. 

 Reports of all deaths must be communicated as soon as possible to the 

appropriate IRB or IEC and/or reported in accordance with local law and regulations. 

 

7.7.2.2.7 Reporting of Pregnancies 

 Pregnancy information on clinical study subjects is collected by the sponsor's 

Drug Safety Surveillance department.  If a subject should become pregnant during 

the course of the study, the investigator or qualified designee must contact the 

sponsor’s study monitor or project physician, within 5 working days of the 

investigator or qualified designee first becoming aware of the pregnancy.  If an SAE 

occurs in conjunction with the pregnancy, then the reporting time frame for an SAE 

(1 working day) must be met.  The sponsor’s representative will provide instructions 

on how to collect pregnancy information.  Follow-up information on the outcome of 

the pregnancy should also be forwarded to the sponsor. 

 



 

 

7.7.2.2.8 Preplanned Hospitalizations or Procedures 

 During the study, if a subject has a hospitalization or procedure (eg, elective 

surgery) that was scheduled prior to the subject entering the study (ie, before the 

subject signed the informed consent) for an event/condition that occurred before the 

study, the hospitalization is considered a therapeutic intervention and not the result 

of an SAE.  However, if the event/condition worsens during the study, it must be 

reported as an AE (or SAE, if the event/condition results in a serious outcome such 

as hospitalization). 

 

7.7.2.2.9 Reports of Overdose 

 An overdose of SCH 900222 is higher than the dose determined to be safe in 

the Investigator’s Brochure. 

 Information on overdoses in clinical subjects is collected by the sponsor's 

Drug Safety Surveillance department.  Should a subject experience an overdose 

during the course of the study (whether symptomatic or not), the investigator or 

qualified designee must contact the sponsor’s study monitor or project physician, 

within 5 working days of the investigator or qualified designee first becoming aware 

of the overdose.  Follow-up information on the outcome of the overdose should be 

forwarded to the sponsor. 

 Any event associated with, or observed in conjunction with, a product 

overdose (whether accidental or intentional) or a product abuse and/or withdrawal is 

considered an AE and should be reported as such ( ~xr65i        ).  If an SAE 

occurs in conjunction with the overdose, then the reporting time frame for an SAE 

(1 working day) must be met.  The sponsor’s representative will provide instructions 

on how to collect this information. 

 



 

 

7.7.2.2.10 Protocol-Specific Exceptions to SAE Reporting to Drug Safety 
Surveillance 

 Not applicable. 

 

7.7.2.3 Reporting of Investigational Medicinal Product Quality 
Complaints 

 Any defect or possible defect in an investigational medicinal product (defined 

as a pharmaceutical form of an active substance or placebo being tested or used as 

a reference in a clinical trial) must be reported by the investigator or qualified 

designee to the sponsor's study monitor, project physician/director, within 
1 working day of first becoming aware of the possible defect.  This report to the 

sponsor may be made by telephone or by faxing the Investigational Medicinal 

Product Quality Complaint (IMPQC) form to the designated sponsor representative.  

The product and packaging components in question, if available, must be stored in a 

secure area under specified storage conditions until it is determined whether the 

product is required to be returned for investigation of the defect.  If the product 

complaint is associated with an SAE, the SAE must be reported separately in 

accordance with the protocol, and the SAE report should mention the product quality 

complaint. 

 

7.7.3 Criteria for Termination of the Trial 

 The study may be terminated by the sponsor should there be unacceptable 

safety signals to proceed with further dosing of subjects. 

 



 

 

8 STATISTICAL AND ANALYTICAL PLANS 

 Approximately 64 subjects are expected to be enrolled. 

 

8.1 Data Sets 

 The pharmacokinetic analysis will only include subjects who received at least 

one dose of drug.  All subjects who are randomized will be included in the safety 

analyses. 

 

8.2 Demographic and Other Baseline Characteristics 

 Demographic variables (eg, sex, race, age, weight, elbow breadth) will be 

listed and summarized using descriptive statistics for the entire study population and 

for each treatment. 

 

8.3 Pharmacodynamic and Pharmacokinetic Analyses 

8.3.1 Pharmacokinetic Parameters 

 Single and multiple dose SCH 900222 plasma concentrations and derived 

pharmacokinetic parameters including Cmax and AUC will be listed and summarized 

by dose. 

 For Part 2 only, preliminary single and multiple dose proportionality will be 

assessed using a one-way ANOVA model extracting the effect due to dose.  Ratio 

estimate and 90% confidence interval will be provided for the higher dose versus the 

lower dose in Part 2. 



 

 

 Serum IL-23 levels are typically undetectable in normal, healthy subjects and 

psoriasis subjects; however, after administration of SCH 900222, IL-23 is complexed 

with drug and will be assessed with an assay which measures total (free and bound) 

IL-23.  Detection of the SCH 900222 anti-IL 23 complexes will constitute target 

engagement.  If appropriate, these data will be summarized by dose and day. 

 

8.3.2 Pharmacodynamics 

 The primary efficacy endpoint is the percent change in PASI score from 

baseline at 4 weeks after the last treatment day, ie, Week 16 for Part 1 and Week 12 

for Part 2.  If appropriate, subjects on placebo in Part 1 may be pooled with placebos 

in Part 2 to increase the power of statistics analysis (data at Week 16 for Part 1 and 

Week 12 for Part 2 will be used).  However, subjects on SCH 900222 in Part 1 can 

not be pooled with Part 2 due to different schedules.  For Part 2, the percent change 

in PASI score will be analyzed using a one-way ANOVA model extracting the effect 

due to treatment.  The mean and 95% confidence interval will be provided for each 

treatment group as well as the difference between SCH 900222 and placebo.  The 

last post-baseline observation will be carried forward for subjects who withdraw from 

the study.  In addition, if the results for the two doses are consistent, then subjects 

on SCH 900222 in Part 2 may be pooled to increase the power of the study and the 

same analysis will be done.  PD we will only be analyzed for Part 2, if possible the 

placebos from Part 1 will be used; all patients in Part 2 will be used (ITT). 

 For both Part 1 and 2, the following parameters will be summarized by dose 

and day with pooled placebos. 

• change and percent change in PASI score from baseline 

• physician global assessment and patient global assessment 

• ESR and skin biopsies 

 



 

 

8.3.3 Pharmacokinetic-Pharmacodynamic Analysis 

 Exploratory pharmacokinetic/pharmacodynamic relationships and analyses 

will be conducted if deemed appropriate. 

 

8.3.4 Pharmacodynamic-Pharmacodynamic Analysis 

 Exploratory pharmacodynamic/pharmacodynamic relationships and analyses 

will be conducted if deemed appropriate. 

 

8.4 Safety 

8.4.1 Adverse Events 

 All AEs noted during the study will be listed.  The number of subjects 

reporting each AE (by treatment group) and severity will also be presented.  

Treatment emergent and treatment-related AEs will be tabulated by body 

system/organ class.  Safety data for the subjects in the placebo groups will be 

pooled. 

 

8.4.2 Clinical Laboratory Tests 

 The results of hematology and blood chemistry will be listed for each subject.  

Laboratory values outside the normal ranges will be flagged.  If applicable, summary 

statistics (mean, range, change from baseline) by dose group/treatment will be 

provided for each time point.  Baseline is defined as the values obtained at 

screening. 

 



 

 

8.4.3 Vital Signs 

 Systolic and diastolic blood pressures, heart rate, and body temperature will 

be listed for each subject.  If applicable, summary statistics (mean changes, % 

change from baseline, and absolute change from baseline) by dose group at each 

time point will be provided.  Baseline is defined as the values obtained at screening. 

 

8.4.4 Physical Examination 

 The results of the physical examinations at Screening and/or Baseline will be 

listed in the medical history listing.  Post-baseline findings of the physical 

examinations that meet the criteria of an AE ( ~xr66i        ) will be listed in the 

relevant AE listings. 

 

8.4.5 Electrocardiogram 

 The results of the ECG will be listed for each subject.  If applicable, summary 

statistics of ECG results will be provided. 

 

8.4.6 Telemetry 

 For telemetry monitoring only events deemed to be of clinical 
significance will be recorded. For the evaluation of cardiac rhythm and 
conduction times 12 lead ECGs will be used as outlined above. No formal 
evaluation of cardiac rhythm and conduction times will be performed on 
rhythm strips. 

 



 

 

8.5 Determination of Sample Size/Power/Level of Significance 

 Up to 64 subjects total will be enrolled in this study, 24 in Part 1 and 40 in 

Part 2.  Additional subjects may be enrolled at the discretion of the sponsor, to 

further explore interim doses or to increase the power of the statistical analyses.  

The sample size for Part 1 is determined by practical considerations.  In Part 2, 

subjects will be assigned to each of the dose level in a 3:1 ratio, ie, 15 subjects on 

active and 5 on placebo in each of the dose groups.  Subjects on placebo in both 

parts will be pooled for the analysis.  However, subjects on SCH 900222 in Part 1 

can not be pooled with Part 2 due to different dosing schedules.  With 15 subjects on 

SCH 900222 and 16 (6 + 5 + 5) subjects on placebo, the study will be able to detect 

a difference of approximately 30% in the mean change from baseline PASI score 

compared to the placebo group.  This assumes a 0% mean change from baseline in 

the placebo group and a standard deviation of 40%, respectively, with 80% power at 

an alpha level of 0.1 (one sided test). 

 

8.6 Interim Analysis 

 An interim analysis will be conducted after safety and PK data from the first 

3 dose cohorts in Part 1 of the study become available. 

 

8.7 Other Analyses 

 Not applicable 

 



 

 

9 ADHERENCE TO ETHICAL, REGULATORY, AND ADMINISTRATIVE 
CONSIDERATIONS 

 The study must be conducted in accordance with Good Clinical Practice 

(GCP) as outlined in the International Conference on Harmonisation of Technical 

Requirements for Registration of Pharmaceuticals for Human Use (ICH) Guidelines, 

E6 Good Clinical Practice:  Consolidated Guidance and other applicable laws and 

regulations.  In addition, the study must be conducted in accordance with:  (i) the 

USA Code of Federal Regulations (CFR) if the study is conducted under a USA IND, 

regardless of the country involved; (ii) the European Union (EU) Clinical Trial 

Directive (CTD) and local regulations if the study is conducted in the EU; and (iii) any 

specific local regulations if the study is conducted elsewhere. 

 

9.1 Ethical Conduct of the Study 

9.1.1 Independent Ethics Committee or Institutional Review Board 

 Prior to initiation of the trial at any site, the trial, including the protocol, 

informed consent, and other trial documents must be approved by an appropriate 

Institutional Review Board (IRB) or Independent Ethics Committee (IEC).  The 

IRB/IEC must be constituted according to applicable regulatory requirements.  As 

appropriate, amendments to the protocol must also be approved by the IRBs/IECs 

before implementation at the sites.  The IRB/IEC approval should be obtained in 

writing, clearly identifying the trial, the documents reviewed (including informed 

consent), and the date of the review.  The trial as described in the protocol (or 

amendment), informed consent, and other trial documentation may be implemented 

only after all the necessary approvals have been obtained and the sponsor has 

confirmed that it is acceptable for the investigator to do so. 



 

 

 In the event that the IRB/IEC requires changes in the protocol, the sponsor 

shall be advised and must approve the changes prior to implementation.  The 

investigator shall not modify the study described in the protocol once finalized and 

after approval by the IRB/IEC without the prior written approval of sponsor. 

 In countries where the investigator submits the study protocol and statement 

of informed consent to the IRB/IEC, the investigator or qualified designee will 

forward the approvals to the sponsor. 

 

9.1.2 Subject Information and Consent 

 The details of the protocol must be discussed with each potential subject, and 

written informed consent must be obtained for all subjects before any study-related 

procedure is performed.  In obtaining informed consent, the information must be 

provided in language and terms understandable to the subject.  The subject, or the 

subject's legal representative, must give their written consent to participate in the 

trial.  The signed and dated consent form itself must be retained by the investigator 

as part of the trial records.  A copy of the signed and dated consent form must be 

given to the subject.  The consent form must include all of the required elements of 

informed consent in accordance with ICH Guidelines E6 and local laws.  In addition, 

the sponsor specifically requests that the consent form identify it as the sponsor and 

state that use of the IMP is experimental and the side effects of the IMP are not 

completely known.  The consent form must be approved by the appropriate IRB/IEC 

and sponsor before study initiation at a study site.  Any subsequent changes to the 

approved informed consent form must be reviewed and approved by the appropriate 

IRB/IEC and sponsor before implementation. 

 

9.1.3 Protocol-Related Regulatory and Ethical Considerations/Issues 

 None. 



 

 

 

9.2 Reporting to Sponsor 

 The investigator will ensure that there are sufficient time, staff, and facilities 

available for the duration of the trial to conduct and record the trial as described in 

the protocol and according to all applicable guidances, laws, and regulations. 

 Any records or documents used as the source of information in the CRF 

(called the “subject source data”) are to be retained for review by authorized 

representatives of the sponsor or a regulatory agency. 

 The investigator must maintain records and data during the trial in compliance 

with all applicable legal and regulatory requirements.  The investigator is to provide 

subject data on completed Case Report Forms (CRFs), according to the sponsor’s 

instructions and compliant with GCP practices.  CRFs and the electronic database 

from the trial are the exclusive property of sponsor. 

 All data collection forms, be they CRFs, electronic Case Report Forms 

(eCRF), or other Electronic Data Capture (EDC) screens, should be completed 

within 7 days after the evaluation has occurred. All dates appearing on the sponsor's 

subject data collection forms for laboratory tests, cultures, and other data collected, 

must be the dates on which the specimens were obtained, or the procedures 

performed. 

 A CRF must be completed for all subjects as per ~xr67i        , Participation in 

and Completion of the Study.  The sponsor must not collect subject names, initials, 

or other personal information that is beyond the scope of the trial from any subject.  

Subjects are not to be identified by name or initials on the CRF or any trial 

documents.  The only acceptable identification for a subject that may appear on a 

CRF or trial document is the unique subject identification number.  The investigator 

must maintain contact information for each participant so that all can be quickly 

contacted by the investigator, if necessary. 



 

 

 A CRF or screening log with a minimum of the following information shall be 

completed for subjects who fail screening:  (1) demographics, (2) subject status, 

(3) reason for screen failure, and (4) serious adverse events.  Data are to be 

collected from the time the informed consent form is signed until the subject is 

determined to have failed screening. 

 All entries into CRFs are the responsibility of the investigator and must be 

completed by the investigator or a qualified designee.  The investigator will 

acknowledge in writing that he/she has verified the accuracy of the recorded data. 

 

9.3 Publications and Other Rights 

9.3.1 Rights to Publish by the Investigator 

 The investigator has the right to publish or publicly present the results of the 

study in accordance with this ~xr68i         of the protocol.  In the event that the 

protocol is a part of a multi-site study, it is understood that it is the intent of the 

sponsor and the investigator to initially only publish or present the study results 

together with the other sites, unless specific written permission is obtained in 

advance from the sponsor to publish separate results.  The sponsor shall advise as 

to the implications of timing of any publication in the event clinical trials are still in 

progress at sites other than the investigator's site. 

 The investigator agrees not to publish or publicly present any interim results 

of the study without the prior written consent of the sponsor.  The investigator further 

agrees to provide to the sponsor 45 days prior to submission for publication or 

presentation, review copies of abstracts or manuscripts for publication (including, 

without limitation, slides and texts of oral or other public presentations and texts of 

any transmission through any electronic media, eg, any computer access system 

such as the Internet, World Wide Web, etc) that report any results of the study.  The 

sponsor shall have the right to review and comment with respect to publications, 



 

 

abstracts, slides, and manuscripts and the right to review and comment on the data 

analysis and presentation with regard to the following concerns: 

 

1. proprietary information that is protected by the provisions contained in 
 ~xr69i        ; 

2. the accuracy of the information contained in the publication; and 

3. to ensure that the presentation is fairly balanced and in compliance with FDA 
regulations. 

 

 If the parties disagree concerning the appropriateness of the data analysis 

and presentation, and/or confidentiality of the sponsor's confidential information, 

investigator agrees to meet with the sponsor's representatives at the clinical study 

site or as otherwise agreed, prior to submission for publication, for the purpose of 

making good faith efforts to discuss and resolve any such issues or disagreement. 

 

9.3.2 Use of Proprietary or Confidential Information in a Publication 

 No publication or manuscript shall contain any trade secret information of the 

sponsor or any proprietary or confidential information of the sponsor and shall be 

confined to new discoveries and interpretations of scientific fact.  If the sponsor 

believes there is patentable subject matter contained in any publication or 

manuscript submitted for review, the sponsor shall promptly identify such subject 

matter to investigator.  If sponsor requests and at sponsor’s expense, investigator 

shall use its best efforts to assist sponsor to file a patent application covering such 

subject matter with the USA Patent and Trademark Office or through the Patent 

Cooperation Treaty prior to any publication. 

 



 

 

9.3.3 Use of Trial Information in a Publication 

 Investigator is granted the right subject to the provisions of this protocol to 

use the results of all work provided by investigator under this protocol, including but 

not limited to, the results of tests and any raw data and statistical data generated for 

investigator's own teaching, research, and publication purposes only.  

Investigator/Institution agrees, on behalf of itself and its employees, officers, 

trustees, and agents, not to cause said results to be knowingly used for any 

commercial purpose whatsoever except as authorized by the sponsor in writing. 

 

9.3.4 Authorship of Publications 

 Authors of publications must meet the International Committee of Medical 

Journal Editors (ICMJE) guidelines for authorship and must satisfy the 3 criteria that 

follow: 

 

1. Authors must make substantial contributions to the conception and design of 
the trial, acquisition of data, or analysis of data and interpretation of results; 

2. Authors must draft the publication or, during draft review, provide 
contributions (data analysis, interpretation, or other important intellectual 
content) leading to significant revision of the manuscript with agreement by 
the other authors; 

3. Authors must provide written approval of the final draft version of the 
publication prior to submission. 

 

 All contributors who do not meet the 3 criteria for authorship should be listed 

in an acknowledgments section within the publication, if allowed by the journal, per 

the ICMJE guidelines for acknowledgment. 

 



 

 

9.4 Shipping of Hazardous or Dangerous Goods 

 It is the responsibility of the investigator to ensure that all staff personnel who 

will be handling, packaging, and/or shipping clinical specimens or any other 

hazardous or dangerous goods act in conformance with International Air Transport 

Association (IATA) regulations relating to the handling and shipping of hazardous or 

dangerous goods. 

 

9.5 Trial Documents and Records Retention 

 During the trial and after termination of the trial – including after early 

termination of the trial – the investigator must maintain copies of all documents and 

records relating to the conduct of the trial.  This documentation includes, but is not 

limited to, protocols, CRFs, advertising for subject participation, adverse event 

reports, subject source data, correspondence with health authorities and IRBs/IECs, 

consent forms, investigator’s curricula vitae/biosketch, monitor visit logs, laboratory 

reference ranges, and laboratory certification or quality control procedures and 

laboratory director curriculum vitae.  Subject files and other source data must be 

kept for the maximum period of time permitted by the hospital, institution or private 

practice, or as specified below.  The study monitor must be consulted if the 

investigator wishes to assign the files to someone else, remove them to another 

location, or is unable to retain them for the specified period. 

 The investigator must retain trial records for the amount of time specified by 

applicable laws and regulations.  At a minimum, trial records must be retained for the 

amount of time specified by ICH Guidelines or the EU Good Clinical Practices 

Directive, whichever is longer: 

 



 

 

1. The ICH Guidelines specify that records must be retained for a minimum of 
2 years after a marketing application for the indication is approved (or not 
approved) or 2 years after notifying the appropriate regulatory agency that an 
investigation is discontinued. 

2. The EU GCP Directive specifies that trial records must be retained for 5 years 
after the completion of the trial. 

 

 All trial documents shall be made available if required by relevant health 

authorities.  The investigator should consult with the study monitor prior to discarding 

trial and/or subject files. 

 Sponsor will retain all sponsor-required documentation pertaining to the trial 

for the lifetime of the product.  Archived data may be held on microfiche or electronic 

record, provided that a back-up exists and that a paper copy can be obtained from it, 

if required. 

 

10 INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE 

10.1 Sponsor 

 The sponsor of this study is indicated in ~xr70i      , Title Page. 

 

10.2 Investigators 

10.2.1 Selecting Investigators 

 Only investigators qualified by training and experience to perform a clinical 

investigation with SCH 900222 are selected.  The sponsor will contact and select all 

investigators or coinvestigators (ie, the legally responsible party[ies] at each study 

site), who, in turn, will select their staff. 



 

 

 

10.2.2 Financial Disclosure Requirement 

 In connection with the clinical study described in the protocol, the investigator 

certifies that, if asked, the investigator will read and answer the Clinical Investigator 

Financial Certification Form truthfully and to the best of investigator's ability.  

Investigator also certifies that, if asked, the investigator will have any other 

applicable party(ies) (eg, subinvestigators) read and answer the Clinical Investigator 

Financial Certification Form as a condition of their participation in the study. 

 If the financial interests reported on the Clinical Investigator Financial 

Certification Form change during the course of the study or within 1 year after the 

last subject has completed the study as specified in the protocol, the investigator 

and the other applicable party(ies) are obligated to inform the sponsor of such 

financial change. 

 

10.2.3 Clinical Study Report Coordinating Investigator 

 A clinical study report (CSR) will be prepared by the sponsor or its qualified 

designee to describe the results of the study.  One of the investigators shall be 

selected by the sponsor to review the CSR and provide approval of the final CSR in 

writing.  The investigator chosen to review and approve the CSR is to be called the 

CSR Coordinating Investigator.  A second investigator shall be selected as the 

Alternate CSR Coordinating Investigator.  The Alternate CSR Coordinating 

Investigator is to review and approve the CSR should the first CSR Coordinating 

Investigator be unable to do so.  The sponsor will select the CSR Coordinating 

Investigator and Alternate CSR Coordinating Investigator. 

 



 

 

10.3 Central Organizations 

 This study will only use a Central Laboratory, for biomarker and skin biopsy 

samples. All other laboratory analyses will be performed locally.  A Central IRB will 

be used in the USA only. 
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