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This supplement contains the following items:

1. Study Protocol – pages 1 - 47
2. Statistical Analysis Plan – pages 48 - 59
3. Pharmacy Manual – pages 60 - 66
4. *Amended Study Protocol – pages 67 - 120 
5. *Amended Analysis Plan – pages 121 - 132

*Note that this manuscript reports the results of Part 1, while both Part 1 and Part 2 clinical studies are described in
the protocol. The attached protocol, statistical analysis plan and pharmacy manual are prespecified documents from 
before Part 1 was initiated. After completion of Part 1, some study design features for Part 2 were changed based on 
the results of Part 1 as also indicated in the original protocol. This was updated on Clinicaltrials.gov and also 
attached to this supplement as “Amended study protocol” (pages 67 - 120) and “Amended statistical analysis 
plan” (pages 121 - 132).
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10. Appendices

10.1. Appendix A: Schedule of Events 
Table 10-1 Overall Schedule of Events (Parts 1 and 2) 

Study Procedure 

Screen
ing 

Check-
in 

Treatment and Follow-Up Period (In House) 
Discharge or 

Early 
Termination 

Days –
30 to–1 

Day 0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 

Informed consent/HIPAA 
authorization X 

Eligibility assessment X X
Demographics X 
Height, weight, body mass 
index X 

Serology X
Medical historya X
Drug and alcohol screening X X
Serum pregnancy test 
(female subjects) X X 

Fitzpatrick skin type 
assessment  X 

Admission to study clinic X
Randomizationb X
Prior and concomitant 
medications X X X X X X X X X 

Adverse events X X X X X X X X X
Clinical laboratory testsc X 
Vital sign measurementsd X X X X X X X X
Safety 12-lead ECGe X
Physical examinationf X X X X X X X X
Study drug administrationg X X X X
PK blood sample collectionh X X X X X X X
Discharge from study clinic X

Abbreviations: ECG, electrocardiogram; HIPAA, Health Insurance Portability and Accountability Act; PK, 
pharmacokinetic. 
a Medical history assessment will also include social history and smoking habits. 
b Randomization (Part 1 only) will occur either after completion of check-in procedures on Day 0 or just before 

dosing on Day 1. 
c Clinical laboratory testing will include hematology, serum chemistry, and urinalysis. 
d Vital signs measurements will include blood pressure, heart rate, respiratory rate, and oral body temperature. The 

subject should be in a supine position, if possible, for a minimum of 5 minutes before vital signs are measured. 
During the treatment period, vital signs will be measured before dosing. 

e The subject should be in a supine position, if possible, for approximately 10 minutes before the safety 12-lead ECG 
is measured. 

f A complete physical examination will be performed at Screening. The skin at the sites of topical application of the 
study drug will be examined for signs of irritation during the treatment period, upon discharge (or early 
termination), and at the follow-up visits. At the follow-up visits, a symptom-directed brief physical examination 
may be performed at the investigator’s discretion. 

g Topical sunscreen will be applied (according to the randomization schedule) at approximately 0900 hours and again 
at 2, 4, and 6 hours after the first dose. 

h Pharmacokinetic blood samples (approximately 10 mL per sample) will be collected at the following time points: 
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 Day 1: *0 and 0.5, 1, 1.5, *2, *4, *6, 8, 9, 10, 12, and 14 hours after initial dose
 Day 2: 23, *28, 33 h
 Day 3: 47, *52, 57 h
 Day 4: 71, 73, *74, *76, *78, 81, 82, 84 and 86 h
 Day 5: 95 hours
 Day 6: 120 hours
 Day 7: 144 hours

Note: *when a time point corresponds with sunscreen administration, the PK sample will be collected before 
sunscreen administration. 

Supplement 1, page 46



Supplement 1, page 47



Statistical 
Analysis Plan 



Supplement 1, page 48



Sponsor Signatures Page 

Robbert 
Zusterzeel -S

Digitally signed by Robbert Zusterzeel -S 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=2001114905, 
cn=Robbert Zusterzeel -S 
Date: 2018.07.16 10:47:03 -04'00'

Murali K. 
Matta -S

Digitally signed by Murali K. Matta -S 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=2001893
663, cn=Murali K. Matta -S 
Date: 2018.07.16 11:05:13 -04'00'

Digitally signed by David Strauss -S 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, cn=David Strauss -S, 
0.9.2342.19200300.100.1.1=2000507494 
Date: 2018.07.16 12:09:14 -04'00'

Supplement 1, page 49



Contents 
 

 

  

  

  

  

  

 
 

  

  

  

  

 

 

Supplement 1, page 50



1 Study Objectives 

1.1 Primary Objective (Part 1) 

1.2 Primary Objective (Part 2) 

2 Sample Size 

3 Analysis Populations 

Supplement 1, page 51



4 General Statistical Considerations, Subject Disposition and 
Demographics and Baseline Characteristics 

Supplement 1, page 52



5 Pharmacokinetic (PK) Analyses and Primary/Secondary Outcomes 

Supplement 1, page 53



6 Safety Analyses 

7 Missing Data 

Supplement 1, page 54



8 Data Quality Assurance 

Supplement 1, page 55



Attachment A. Pharmacokinetic Sample Collection Schedule 

 

 

Supplement 1, page 56



Attachment B. Randomization Schedule 

Treatment schedule 
RANDID PART COHORT SEQ 

1001 1 1 D 
1002 1 1 A 
1003 1 1 C 
1004 1 1 B 
1005 1 1 D 
1006 1 1 B 
1007 1 1 A 
1008 1 1 C 
1009 1 1 C 
1010 1 1 B 
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1011 1 1 A 
1012 1 1 D 
1013 1 1 B 
1014 1 1 A 
1015 1 1 D 
1016 1 1 C 
1017 1 1 B 
1018 1 1 A 
1019 1 1 C 
1020 1 1 D 
1021 1 1 A 
1022 1 1 D 
1023 1 1 C 
1024 1 1 B 
2001 2 2 E 
2002 2 2 E 
2003 2 2 E 
2004 2 2 E 
2005 2 2 E 
2006 2 2 E 
2007 2 2 E 
2008 2 2 E 
2009 2 2 E 
2010 2 2 E 
2011 
2012 
2013 
2014 
2015 
2016 
2017 
2018 
2019 
2020 
2021 

2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 

2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 

E 
E 
E 
E 
E 
E 
E 
E 
E 
E 
E 
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2022 
2023 
2024 

2 
2 
2 

2 
2 
2 

E 
E 
E 
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Attachment B. Randomization Schedule 

Treatment schedule 
RANDID PART COHORT SEQ 

1001 1 1 D 
1002 1 1 A 
1003 1 1 C 
1004 1 1 B 



Supplement 1, page 131 

1005 1 1 D 
1006 1 1 B 
1007 1 1 A 
1008 1 1 C 
1009 1 1 C 
1010 1 1 B 
1011 1 1 A 
1012 1 1 D 
1013 1 1 B 
1014 1 1 A 
1015 1 1 D 
1016 1 1 C 
1017 1 1 B 
1018 1 1 A 
1019 1 1 C 
1020 1 1 D 
1021 1 1 A 
1022 1 1 D 
1023 1 1 C 
1024 1 1 B 
2001 2 2 G 
2002 2 2 E 
2003 2 2 F 
2004 2 2 H 
2005 2 2 E 
2006 2 2 G 
2007 2 2 F 
2008 2 2 H 
2009 2 2 G 
2010 2 2 E 
2011 
2012 
2013 
2014 

2 
2 
2 
2 

2 
2 
2 
2 

H 
F 
F 
G 
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2016 
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2035 
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2037 
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2041 
2042 
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2044 
2045 
2046 
2047 
2048 
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F 
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E 
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G 
G 
E 
F 
H 
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E 
H 
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