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Fitzpatrick’s Skin Type Test
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SYNOPSIS

90% with an alpha level set to 0.1% (α = 

vs ≥2
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’s 












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of a screening period and a treatment period, as well as a FU part. The “illumination period” is defined as a 



Version 3.0
ALA-BCC-CT013 Clinical Study Protocol - Confidential 17Jul2018



 en ≥18

 Presence of ≥1 naïve sBCC lesion in the treatment areas face/forehead, bald scalp, extremities and/or 

 The diameter of each eligible lesion should be ≥

according to the investigator’s judgement.

 –












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


















squamous cell carcinoma (SCC), Bowen’s disease, aggressive BCC or nBCC diagnosed 

at the screening visit by clinical assessment) within a distance of ≤



 Αny AK lesions within the treatment field (lesion area including margin of 0.5 to 1.0








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



, stratified by the number of eligible lesions (1 and ≥2 lesions)

–
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’s Main Target 
















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 s’ satisfaction regarding esthetic outcome and treatment 12

 ’s Main Target Lesion after surgical excision






























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

’s combined

lesion baseline characteristics (lesion count 1 vs ≥2 lesion(s)) and center
hypothesis at a significance level of 0.1% (α = 0.001) (one

an alpha level of 5% (α = 0.05). 
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(≤
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(≤
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(≤

’s satisfaction
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(≤
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(≤
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(≤

–
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ABBREVIATIONS AND DEFINITIONS

λ

Bowen’s disease/ squamous cell carcinoma (SCC) 

β β human chorionic gonadotropin
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to the investigator’s 
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INTRODUCTION AND STUDY RATIONALE

INTRODUCTION

May 2016. Biofrontera’s illumination device BF

≥40), fair
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STUDY RATIONALE

It is Biofrontera’s 

investigator’s judgement

randomization, a stratification into subjects with 1 or ≥2 lesion(s)

(α=0.001). BF
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–

Investigator’s Brochure
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STUDY OBJECTIVES

PRIMARY OBJECTIVE

’s 

SECONDARY OBJECTIVES
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















 s’ satisfaction regarding est

 ’s Main Target Lesion after surgical excision (defined as in 






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
























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STUDY DESIGN, DURATION AND DATES

STUDY DESIGN

“illumination period” is defined as a component of the PDT treatment in which 
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STUDY DURATION, DATES, AND END-OF-STUDY DEFINITION
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SELECTION OF SUBJECTS

NUMBER OF SUBJECTS

(α=0.001) using 
characteristics (lesion count 1 vs ≥2 lesion(s)) and center to 

will be stratified by the number of lesions (1 vs ≥2 Lesion(s))

RECRUITMENT ARRANGEMENTS

MAIN INCLUSION CRITERIA



 or women ≥18

 Presence of ≥1 naïve sBCC lesion in the treatment areas face/forehead, bald scalp, extremities 
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 The diameter of each eligible lesion should be ≥

transplant is feasible according to the investigator’s judgement.

 –













EXCLUSION CRITERIA














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




melanoma, squamous cell carcinoma (SCC), Bowen’s disease, aggressive BCC or nBCC 
diagnosed at the screening visit by clinical assessment) within a distance of ≤



 Αny AK lesions within the treatment field (lesion area including margin of 0.5 to 1.0








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

















SCREENING FAILURES





SUBJECTS OF REPRODUCTIVE POTENTIAL
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STUDY TREATMENTS

DETAILS OF INVESTIGATIONAL PRODUCTS
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Storage

–

–

the sponsor, and IMP cannot be used unless sponsor’s release for this specific event was given. 

Application of investigational products
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–

Illumination with BF-RhodoLED®
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Wave length (ʎ

–

’s eyes. 

s and may psychologically be associated with “heat”. Although the 
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



DOSAGE SCHEDULE

RANDOMIZATION AND TREATMENT ASSIGNMENT

lesions (1 vs ≥2). 
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BLINDING, PACKAGING, AND LABELING

IMP
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312.6 (including the statement: “Caution: New Drug—
investigational use”).

’s source data whe

MEDICAL DEVICE (BF-RHODOLED®)


 the statement: “CAUTION 

States) law to investigational use”).


SUPPLIES AND ACCOUNTABILITY
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investigator’s documentation on recei

COMPLIANCE
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PRIOR AND CONCOMITANT DISEASES AND TREATMENTS

PRIOR AND CONCOMITANT DISEASES

CONCOMITANT TREATMENTS





which are located at a distance of ≥





≤

acetylsalicylic acid ≤
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



amiodarone, phenothiacines, chinolones, fibrates, or phytotherapy with St. John’s

’s study participation, if deemed necessary. For 
blockers, it is mentioned that “allergic skin reactions (redness, itching, exanthema, 

photosensitivity)” may occur af



events at the investigator’s discretion. In consequence, 
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STUDY PROCEDURES AND SCHEDULE

OVERVIEW OF DATA COLLECTION





 ’s satisfaction































DESCRIPTION OF STUDY DAYS
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Clinical observation phase

Visit 1, Screening (≤ 4 weeks prior to PDT-1)



















–





subject’s data into account. 






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









Visit 2, PDT-1 (Baseline)










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

transplant is feasible according to the investigator’s judgement.










’s pain questionnaire (see 


’s discomfort questionnaire (see 











Visit 3, PDT-2 (1-2 weeks post PDT-1 (Visit 2))


“How did you feel since your photodynamic treatment session”, the investigator or delegated 








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




’s pain questionnaire (see 


’s dis









Phone call 1 (1 week ± 2 days post-PDT-2 (Visit 3))

leading questions such as “How did you feel since your photodynamic treatment session”, the 





Visit 4 (5 weeks ± 1 week post-PDT-1 (Visit 2))










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

Visit 5, PDT-3 (12 weeks ± 1 week post-PDT-1 (Visit 2))







 ’s satisfa





























’s satisfaction 
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








’s pain 


’s discomfort 









Visit 6, PDT-4 (1-2 weeks –post PDT-3 (Visit 5)) 


“How did you feel since your photodynamic treatment session”, the investigator or delegated 















Version number 3.0
Study code ALA-BCC-CT013                 Clinical Study Protocol - Confidential                      17Jul2018


’s pain questionnaire (see 


’s discomfort questionnaire (see 









Phone call 2 (1-week ± 2 days post-PDT-4 (Visit 6))

leading questions such as “How did you feel since your photodynamic treatment session”, the 





Visit 7 (5 weeks ± 1 week post-PDT-3 (Visit 5))











Visit 8 (12 weeks ± 1 week post-PDT-3 (Visit 5)) 

End of clinical observation period of the study for all subjects that entered a 2nd PDT 
cycle.




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 Assessment of subject’s satisfaction regarding PDT treatment and esthetic outcome prior to 























End of treatment

Follow-up visits

and subject’s safety
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



 ’s satisfac












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METHODS

Efficacy data

’s 








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







 s’ satisfaction regarding esthetic outcome and treatment 12

 ’s Main Target Lesion after surgical excision












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Definition of target lesions, illumination and treatment region

ontain ≥
–

–

to the investigator’s judgement; (ii) the l

Clinical criteria for diagnosis of superficial BCC

s must have ≥
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BCC lesion assessments

or within a distance of ≤2

A BCC lesion is considered as “clinically cleared” after all complete visual disappearance of any 

Biopsy and excised tissue
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tion of the subject’s 

’s 

Histopathological assessment of biopsies and excised tissue

–
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Assessment of skin type 

s’ skin will be assessed at scree

–

–

–

–

–

Assessment of esthetic appearance

Assessment of subject satisfaction

s’ overall satisfaction with 
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Safety data

Adverse events

Local skin reactions, local discomfort, and pain












For the investigator (or delegated person’s) assessment 





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In addition to the investigator (or delegated person’s) assessments of local skin reactions, 

’s complaint by a designated member of the study team during the 





inic visit using questions like “Have you 
noticed anything in the study surrounding areas since we last saw you?” Any signs or symptoms 

’s response to 
the following question: “How much, if any, difficulty or disruption has this (sign) caused you?”









New lesions
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Physical examination

Vital signs

Safety laboratory assessments
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β [β

GENERAL AND DIETARY RESTRICTIONS
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ADVERSE EVENTS

DEFINITIONS

Adverse events

“adverse event”. Clinically relevant abnormal results of diagnostic procedures including abnormal 







outcome fulfills the definition of an “SAE”, it must be recorded a













AEs can be categorized as “non serious” and “serious” (see 
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Serious adverse event





“Life threatening” means that the 





“Persistent or significant disability or incapacity” means a permanent or significant and 
substantial disruption of a person’s ability to carry out normal life functions”.





The term “severe” is often used to describe the intensity (severity) of a specific event (as in mild, 

ificance (such as severe headache). This is not the same as “serious”, which is based on 
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Alert terms and other reasons for expedited reporting to Pharmacovigilance

moderate intensity (investigator’s assessment on a 4

and current Investigator’s Brochure.

be given on a “Pregnancy report form” that will be provided by the sponsor. This information must be 

Investigational product complaints

Investigational medical device complaints

PERIOD OF OBSERVATION
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events at the investigator’s discretion, 

DOCUMENTATION AND REPORTING OF ADVERSE EVENTS

Documentation and reporting of adverse events by investigator

investigator’s discretion as well as any 




“Adverse Event” page in the eCRF, a “Serious Adverse Event/Expedited Report for 
Combination Products from a Clinical Trial” form at the time the SAE is detected. This form 
must be marked as “initial” and be sent immediately (within 24 hours) to the sponsor’s 
Pharmacovigilance department by email or fax (according to Biofrontera’s Standard 

 When a “significant overdose” of IMP occurs without an AE or in other situations where the 

should only complete a “Serious Adverse Event/Expedited Report from a Clinical Trial for 
Combination products” form. It should be clearly stated that no adverse event wa

complete the “Adverse Event” page in the eCRF.


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





















justifiable to terminate FU. Should the AE result in death, a full pathologist’s report should be 
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Periodic reporting of adverse events by sponsor

IMMEDIATE REPORTING BY INVESTIGATOR TO SPONSOR

8.4.1 Reporting of SAEs

must be documented on a ‘Serious Adverse Event/Exped
from a Clinical Trial form’ in accordance with instructions for completing the ‘Serious Adverse 
Event/Expedited Report for Combination Products from a Clinical Trial form’. This form and the 

values received after the report) must be documented on a ‘Serious Adverse Event/Expedited Report 
for Combination Products from a Clinical Trial form’, with the box “Fol up” checked under 
“Report type”.

The instructions for completing the ‘Serious Adverse Event/Expedited Report for Combination 
Products from a Clinical Trial form’ give more detailed guidance on the reporting of SAEs, AEs that 

sponsor on a “Serious Adverse Event/Expedited Report for Combination Products from 
Trial” form.
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For regulatory reporting purposes, events which are assessed by the sponsor as “unrelated” or 
“unlikely related” to the study medication will be

Events assessed by the sponsor as “possibly, probably or definitely related”

8.4.2. Reporting of USADEs to the IRB

as “possibly, probably or definitely related” 

UNBLINDING DUE TO REGULATORY REPORTING OR INVESTIGATOR 

concerned ethics committees, by the sponsor’s safety group, which is an independent entity within the 

CONTINUOUS RISK ASSESSMENT

The sponsor’s safety department will apply appropriate monitoring measures to continuously survey 
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WITHDRAWALS

WITHDRAWAL OF SUBJECTS



 If, in the investigator’s opinion, continuation in the study would be detrimental to the 
’s well







“withdrawal of consent”. The 

’s records (e.g.

REPLACEMENT OF SUBJECTS

WITHDRAWEL OF SAMPLES
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EMERGENCY PROCEDURES

EMERGENCY SPONSOR CONTACT

EMERGENCY IDENTIFICATION OF INVESTIGATIONAL PRODUCTS

EMERGENCY TREATMENT

’s participation in the trial, the investigator or institution should 
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STATISTICAL PROCEDURES

characteristics (lesion count 1 vs ≥2 lesion(s)) and center
on a significance level of 0.1% (α=0.001; one

significance level of 5% (α=0.05). Additionally and where appropriate, two sided local 95% CIs of 

ANALYSIS VARIABLES

Primary efficacy analysis variable

and histological response of the subject’s 
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Secondary efficacy analysis variables

















 s’ satisfaction regarding esthetic outcome and treatment 12
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 Efficacy variables of the FU period of the study

 ’s Main Target Lesion after surgical excision (defined as in 













 Demographic and background characteristics






















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Subject disposition and exposure







Safety analysis variables





















ANALYSIS POPULATIONS






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









STATISTICAL METHODS

Disposition of subjects and exposure

Demographics and background characteristics
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Efficacy analyses

Primary efficacy analysis

’s 

’s 

≤ r

’s 

’s 

’s 

’s 

significance level of 0.1% (α=0.001; one ≥2 lesion

Key secondary efficacy analyses 

:  θ ≤ θ :  θ θ (i = 2, … )
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where θ denotes the population parameters associated with the respective 
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Further secondary efficacy analyses 

significance level of 5% (α=0.05)

Safety analyses

bnormal according to the laboratory’s normal 

Analyses of follow-up data
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HANDLING OF MISSING DATA







INTERIM ANALYSIS

SAMPLE SIZE JUSTIFICATION

number of lesion (1 vs. ≥2 lesion) and center
(α=0.001; 


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





















MAJOR PROTOCOL DEVIATIONS


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










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ETHICAL AND LEGAL ASPECTS

GOOD CLINICAL PRACTICE

DELEGATION OF INVESTIGATOR DUTIES

SUBJECT INFORMATION, INFORMED CONSENT AND HIPAA FORM

forms will be archived in the investigator’s file. The 

should inform the subject’s primary physician about 
the subject’s participation in the trial if the subject has a primary physician and if the subject agrees to 

CONFIDENTIALITY  
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PROTOCOL AMENDMENTS

APPROVAL OF THE CLINICAL STUDY PROTOCOL AND AMENDMENTS

ONGOING INFORMATION FOR THE INSTITUTIONAL REVIEW BOARD


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 ents to the research approved by the IRB(s) since the IRB’s 











 The current Investigator’s Brochure, including any modifications.





CLOSURE OF THE STUDY

RECORD RETENTION


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

 LIABILITY AND INSURANCE

 FINANCIAL DISCLOSURE
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QUALITY CONTROL AND QUALITY ASSURANCE AUDIT

STUDY MONITORING AND SOURCE DATA VERIFICATION

ON-SITE AUDITS
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DOCUMENTATION AND USE OF STUDY FINDINGS

DOCUMENTATION OF STUDY FINDINGS

s’ notes. Aid by sponsor can be provided. Source 

’s data by electronic signature. The sponsor will retain the original 

USE OF STUDY FINDINGS
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and pharmaceutical professionals. The authorities will be notified of the investigator’s name, address, 
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DECLARATIONS OF SPONSOR AND INVESTIGATORS

DECLARATION OF SPONSOR AND COORDINATING INVESTIGATOR






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DECLARATION OF INVESTIGATOR

Confirmation and acceptance of the above mentioned items will be recorded on the “CSP 
Confirmation and Receipt Form”
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DECLARATION OF BIOSTATISTICIAN
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REFERENCES
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APPENDICES

A: Fitzpatrick’s Skin Type Test according to Fitzpatrick (1988)
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APPENDIX B

Definition of the H-zone on the face
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APPENDIX C

Numeric rating pain scale for pain during photodynamic therapy
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APPENDIX D

World Medical Association Declaration of Helsinki

64th WMA General Assembly, Fortaleza, Brazil, October 2013

The Declaration of Geneva of the WMA binds the physician with the words, “The 
health of my patient will be my first consideration,” and the I
Ethics declares that, “A physician shall act in the patient’s best interest when providing 
medical care.”

including those who are involved in medical research. The physician’s 
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a summary of the study’s findings and conclusions.
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or another appropriately qualified individual must then seek the potential subject’s freely

potential subject’s dissent should be respected.

study or the patient’s decision to 
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unproven intervention if in the physician’s judgement it offers hope of saving life, re
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APPENDIX E

Clinical sites with principle investigator and responsible IRB
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APPENDIX F

List of responsible Institutional Review Boards
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