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1. General Information
1.A. Research Project Title:

Safety and-preliminary efficacy of combination photedynamie therapy with 5-aminclevulinic acid and .
tndorpouttent therapsy for the treatrnent of aons vulgarit <+ Lo g T Y

i w
4
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1l.B'. lhsért Princlpail investigator's (Pl) Last Name and Date of Submlss‘ion in lhe"-foota.r. =
1.C. Brief Overview (Max 250 Words):

Aene valgaris is a multifactorial, highly prevalent dermatologic-candition that results in vistble lesions that
-can.be quite disfiguring. Consequently, individuals with acne often suffer from & wide range of g
-psychological manifestations. Although there is;consensus that eombination therapy is most effsctive in .’
treating acne, researchers are constantly striving to develop new treatmert. Microcurrent therapy (MCT) is
anon-invasive modality that has successfilly beeri used to promote wopnd healing and has‘been routinely .
‘used in aesthetics. Use of MCT alone or in combination with carmsnt successful treatment such as. =~ < ERCE
_photodynamic therapy uging S-aminslovalinic aoid (ALA-PDT), may hold promise for acne treatrent; We -
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-propese:to-conduct a'small:randomized controltrial 4o determine the safety: andprelim effica
combination ALA-PDT and MCT for the freatment of séne; We will rectifit up to 60 thales 2

;andmndomlyasslgn’themtooneﬁfgteahnentm.g 1}#“ "‘,,,-l’BT,QQVM?Emﬂ.m) mgﬁl'__ T AN
xl(ALA-PDT an,d ). W ;-.f, ;"__;fassms ph)!s’ielozgieﬁl' '{';_’efm(numbe;ef@c e !
‘prodiiced; dégred bPacne sers ;..,‘.-’)aadpsyéhsi&oﬁi‘ai-fact_,, (dermsiolopic quality gfdife, sodl
self-estoem), Parficipants will cér ”*etea aseline Hisessmiént pi

to. mmanng maunent and‘two feilbw-up assessments at 4 and 12 weeks pest terniination Fireatr
 will ec.nnduct mtennediary assessments afiwesks B‘and S and 1 week post ternixial npfiﬁ@ﬁmﬁm@t Wé -
;" Ve MeASTres o «wentral tendency £ descrifiedhe sample ﬁwga@d 162 _ghﬁj[yg;gﬁf Bt
mmputefhemmﬁandlﬂfﬂl‘abhﬂﬂﬁm e e m‘*“ gt "-1\ %’AF" Renle ""5 T S S

1.D. Principal Investigator (Pl) lnformauon

Name “Sergey
Mailing Address g1 Medical Student
(for Students)
Interoffice Mail Code w1 Student
(for Faculty/Staff)
Daytime Phone 25| Faculty
Altemate Phone | Staff s
NSU Email Address +8al( NSU CenterlCollegelDept
Aliernate Email Address | serjik Gpﬂegesfﬂmawc
: o Medicine .. ?-*:'“'3
Degree/Academic PI ci Com letxon Date

information eI o 771072014 - TR
Please briefly describe your appllnble professmnal educatronaf employment, professronal
licensure, and research experience. Do NOT attach your vitae.

didate (2017), conpleted Fis Undergrg

-
N ame t,

Serge:fAm?mmMS,BQm idate uate education gt Mendeleev .
Chenitical Tachnologyof Russia. Afier on Mwﬂeleev’@m%rsity‘wi& hrghest o
honors,he maved to thie United States'to pursue graduste e&maﬁon at Bowling Green Stats University -~
(BGSU). While at BGSU he conducted research under the, guidance.of Dr. Douglas Neckers: ‘working on @ ;
design and synthesis of multifunctional molecule forifsatrient of acrie. As well, he served as ateaching
assistant to Professor Emeritus Dr, Thomas Kinstle. He graduated BGSU with Masters.of Scicnce.in 2005. 7
.‘ lem g;aduauqnhc-‘oimd Tomey melnskuﬁefér Mo‘lenula; Shidies ({IPM’S) astasearch Assamate i
- and 3 40 the' position ef G "Lﬂ"hMmag - within his st vear at TR : der -
‘the drrecnonof’ﬂ?ms founder Dr. Rictard Houghten = piorieer of tea-bag faching fog synﬂmis pf, S
peptides and small moleeular corpounds, and Director of Chernistry Dr, Adel Nefza While 2t TFIMS he - *«
managed research-oriented chemistry laboratory through product design’ ahﬂ'daw‘elopment of qovel’nrganic i
,molecules.as potential drug candidates, supemsmgteam of 6 including 3 post-doctoral fellows As part of
the interdisciplinary team, he was iivelved in the design'and development of a novel molecule that dlmctly ‘
induced tumor cell apaptosis and was subsequently. licensed to San Diego based anmlogywsearch end <
develapment company ‘Apeptos Inc. Student doctor Amuty unyan swas among the few -employees offered to w
relosare to Port St. Lucie, FL to help establish TPIMS ‘east coast branch afier the State of Flotida awarded -
TPIMS. with $90 million and built 100,000-sq.-f facility in Port St. Eucie. At TPIMS be helped to establish |
a start-up company Smart Biomolecules Inc. that specializes in custom synthesis of chemical building =+
blocks. Student doctor Arutyunyan co-authored 6 publications in scientific journals, including highly * 7
ranked American Chemical Soeiety Journals, One of his publications titled “Solid-Phase. Synthesisof - -
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Amirothiazoles™ was selécted by expetts'in the field and reprintéd by SYNFACTS - & source which. .
highlights current innovative research in organic chemistry., Cutrently, he isa. msearch fellow in the College
of Osﬁeopaﬂuc-Mediclpe atNova Southeastern U_;mrersxy, andet the mientors ai"E,r; ‘M Isabel chandez
Dr. Femandez will e guiding Him in the development of his research project. .- x> Cprds N

i QAR

1.E. Co-nvestigators (Co-l) Information (including faculty advisers)

Co-[nvestlgatoﬂ _ Co-lnvestlgatcrz Co-lnvesﬂgator3
Name ManaIsabcIEemandez Tracy Faveean ™+ A B

Mailing Address 12000 South Digie * . . e NW7® Citc
H!ghwaﬁsmte 108 HILIVE, & a,.uv 3 Ve A 816 e :‘h 2

Contact Phone Number g_os-sgo-sym mﬁz T a6 o

Email Address (s ey Y e T Yo e Rl 270 ‘

Degree/Academic ¥ = «,,» O [ T R T 15 D.O Candldate

Information: e e ML R S s {2017)

CITi Completion Date* 10)‘30!13 TS o] h,_; 1, L Y y_..,',_* IT?-QIIH

Please briefly describe appllwble professnonal educatlonal employment professronal Ilcensure
andjor research experience for all co-invesfigators. Do NOT attach vitae.
Maria Isabel Fernindez, Ph:D., Professor of Public Heallh and’ Prpvenuvgﬂcdwme atihie Coliegt of
Osteopathic Medicine - atNova Southéastérn Umversrtyf(NSU)andereotor of the Behavigral Health 7 5.
Promotion Program is an‘internationally known HIV researcherwith a strong ‘and diversified portfo‘ha of 2
research grants. A community: psychologlstby t:mmng Dr. Pernénidez has worked in THV: fnra:lmosrtw») 3
decades; as a community-based provitier, & scientist 8t ODC and NIH, and for the last 16 years,asa |6 5
university-based researcher. Dr. Ferndndez lias a:strong track record of exh'amural research suppert and
{from diverse funding entities including the National Institute: of Mental Health, the National Institute of
Child ‘Health and Human Development, the: Nahbnﬂlinﬁﬁwtes&nfﬂmg ase, the National ‘Instl.tuteref “
Nursing Research, the Centers for Disease Coftral atid Prevention, and the Substanoe Abtiseaiid Mental
Health Servises Administration. Her publicationirecord s eqaally impressive. Her work-has appeared in": _,
leading peer reviewed j6urnals such as dmerican Jornal Qf Public Health, AIDS-and Behavior, Drug and
Aleohol Dependence and others: She‘is‘the Viee-Chiir of the Executive Committee of Nationsl Institute of
Chilld Health-and Human Development’s Adolescent Trials Network, and Co-Chair of its Behavioral %:, .
Leadershlp Group. She chaired American Psychelogical Association’s Committee on Psychology and %
AIDS and is 2 member of NIDA"s National Hispanic Network on Drug Abuse. Prior to j joining NSU’s . ..
faculty, Dr. Ferndndez was Associate Professot ‘of Epidemiology and Péiblic Health at the University of
‘Miamt, She was a Health Scientist Administrator at the Nationél Tnstitute of Merital Heglth, Office.on =3 S
AIDS and served as the staﬂ’boilabomtormﬂmNatmnal Institnte of Mentit Health, Multi-Site HIV AR
Prevention Trial supported in Gdﬂaboraﬁon with National Inaﬁtl.ites on' Drug Abuse, National Institute of -
Child Health and Human Development, CDC, and HRSA. 'While at the CDC: she scrved-as Project Officer
for the national/regional minotity HIV prevention grants program, and was the Latina spokesPersnn for the
America Responds to AIDS campaign. She served as behavioral scientist in the office of the Deputy --
Ditector, HIV, National Center for Pievention Services, CDC, and was rwponslble for wa.[uahng HIV i
counsehng and testmg healih edmatlon, ‘and risk reduction” programs I it 4 Fik
""" AT, e e;;;_,-.. ' i _,“\._ "%#1:;." ﬁ.k,l.s.'- LT ﬁ 3 is,\’:,,."z":“,:f _;‘_"; ’-_',, T hofil
Tracy Ann Favrew D O is anAsmstant&efessor of Dermntology and Chait of the Deparlmcnt of N
Dermatology-at the Co]lege of Qsteopathic: Medicine at Nova Southeastern University. Dr. Favrean i -5‘»“‘% '
graduated from NSU COM ¢/o 2001 and went on completing family medicine and dermatology res1dcnc1es
She is board certified in both family medicing and dermatology. Dr. Favreau also serves as Director of -
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‘Dermatolagy Residency program where'she directs a feam‘of D residents, Dr, Favreau and her fean
evalnataandimata‘lldmeasesandcondmensoftheisﬁn,hmr and fails, mcdudmgs]kincancem.me”
' chrofic dermatitis, eczema, gmnﬁsmmdmyo&m Inthepastyea::, ined 13787
_patients oncampus,_l)r. Favmu:s‘ jat '\mth:B;_' VA I-Eeai g, a&cﬂ Ce

! P i< Tl . 4 ;ﬁf aland.
ofDmssinDelmatology andJonmalofﬂ;e Ammean;_ rademy of Der
presented her work el the vatious cotiferences: y s '

lo@medlasuehasNBCMaml. PR

The Univers:ty anié‘fidamzolo I!;,ls '; - thathewasﬁrste;sposéd fo achmbal mearch*m neurolegy anﬂ,

movement disorders. He served as axescarehvbluntwm 1 the McKaj ‘B;:gmlns‘t;tute%whm'ehewas S
‘responsible for managing a variety of dataforms j  measining visuospatialiabilities in m;nismth R
Parkinson’s disease, which weré collected at the neurology an Imovem disorders olinic.atUIF was
fascinated by the videos of essential tremor "Park:gson ;diseasc, ataxia, and dystonia that 'weré técorded at
the UF clinic. After g:adumngﬁu U, ithn 1@9‘@1315&]315 Master’s of Science in Medical 3;’101195’.. X

J.”Zwmmomﬂéhé and'Center for Paﬂnnsoﬁ’s i
, thy "lgsstageﬂ of cliniosl research ,,mbvmenfﬁmmders,mm !
protocol decve opn ) hiatric assement*anﬂmanuscﬁpﬁ_ﬁmtmg He'liag experience. 2. 555
. administering a vanety of chmoai scales and questionnaires for peurologic condihons. His rcsqgrch amas of
iterest in movement disorders are Parkinson’s gisease, essential tremor, ataxia, and progressive -
supranticlear palsy. During his time ander the mentorship of Dr. Theresa Zesiewicz, Michael was ab!e to

 succossfully.author and co-authorseveral aiticles published:in Movement Disorders and Tremiorand Othey -

| Hyperkinetic Moyements. Michsel also anthored; abook;mmgled “Parkinson’s disease; A GmdemMed:eal

| Treatment™ dlong with Several ‘ofhis colleagues: andDr Zesiewicz. Currenﬂy.hsasaReseumhFallowm o
the College of Osteopatliic Medicine at Nova Sottheaster: University. Dr. 1sa Femandez w:u hc !ns mentor

- thropghout the fellowship year in all.aspects of-teseanch design -and methodology, - </ .. e 4y i

1.F. Research Assistant Information (if applicable)
Research Assistant 1 Research Ass:s’tant 2 Ressarch Assistant 3

Name T A O e A A T KA e o T I DA
Mailing Address *'** R e A «" SR i, S TR e S [ gy i~ gL e
Phone Number D i S R s

EmailAddress | = = e 1w [iovn e e w0 [ e o
CITI Completion | ooy, - Zavigets [z wanimgor somn e i
Date* T ST B e ¥ : *

5 =
2 G b e Yy i e 3
4 wpe ; Ju L N e o e s e e
LR b - PR bt ATkt = il =¥

*NOTE: CITI must have been completed within the last 3 years. Ifa member of the research team is affiliated with
another institution, please include a copy of that individual's training certification.

1.G. Funding Information
Funding status I Unfunded , Funding Iﬂiplied For l Fu’thled

For," complate the following:

Ifyou indicated "Funded" or "Fundin H.EE' ied
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Source of Funding e L T s
Project Title (if different from above) e . s s N o
Principal Investigator (if different from above) |- 7= -70% & as va: S, e
Type of Application Subcgltract Cogt_[act Fell hip
Award Amouynt: TR e, S e Ty e

| 1.H. Management of Conflict of Interest

Read the confiict of interest guidelines at htip:/www.nova. eduogc/iorms/ogc8906.pdf

| certify that I, as P, have read these guidelines, and have verified that my co-

investigators and research assistants also have read these guidelines. L Pl Initials [SA |

Do any investigators have a significant financial interest (as defined by NSU policy) in
relation to this study?

If yes, pleasg describe th_e _natqrg of the oonﬂlct of interest below

. T e T T
B i P ol i ATyt ¥ : b ol g
LN o ey gk < 3

at. ol
PRV o

if j}oﬁ answered yes,h please be“sune fo includewthé’fchillbﬁriné statement, 6} aslmllar

investigator(s) of this research study have a significant financial interest as it relates to
Continue, describing the conflict in the consent/assent documents.

statement, —
within the description section of the consent forms: “The principal investigator and/or co-

this study.”

| 1.1. Dates and Phases of Studv

Proposed Starl Dale

Shortly after IRB approval Other {list date)

One year or less Othelf describe,

2years - ! o e Rl et e - <

Is this a multi-part study?

If “Yes," please note that procedures used in later phases may affect the review status
of this study. Briefly describe the later stages.

g e L R R e ) SRR i L R Sy
B e A U T G S R i e s T SR el gt e
* I g i i % FRLITN oo} B Woke . 2ca it i, D5 R ETAN A
5 i T s SRR I Bl IR S 1 T el re WY ST ke

=it A R ST i S L P Kl e i A
R DI SR E S S EELSTRR,
W BN TP R

1.J. Multiple Site Information

Will the study be conducted at an NSLJ location?

If “Yes," pravide the location within NSU. e.g. department or clinic.

Clinical portion of the study will'be conducted at NSU Ziff Glinic Division of Dermatology wiilodata |
analysis and managemetnwdl be’cq_ndgc_ted at theNSU‘COM-O_ﬁce of Behavioral Health Promotion »*

PI: Arutyunyan

Veregion Date;

8/21M14
Page 5



Wil the study be conducted at a non-NSU location?

Will any of the activities be done online or via telephone (e.g., completion of surveys, delivefy of

instructional content)? Yes

If “Yes”, for the Intemet based activities, will these be done via a secure site?
We are only using the telephone for describing the study and conducting a preliminary screen;
not the intemet.

IF*Yes," please complete the following for the non-NSU sites.
Include these siles on the consent form (i the “site information' section,

Site Name

Address

Phone Number

You wili need documentation of permission to conduct the research at non-NSU sites. Attach the
permission letter(s) or IRB approvals to this document.

*While all data entry/anaiysis will be conducted at NSU, data will be collected at venues such as
conferences, meetings, coffee shops, beaches, cafeteria, and other places where medical students

congregate.

1.K. Cooperative Research

Cooperative research projects are those that involve more than one institution or when an
investigator is employed at or is an agent of an institution other than NSU, (For more information,
see hitp:/iwww.hhs.goviohrp/humansubjects/quidancelengage08.html ). Each participating
institution is responsible for safeguarding the rights and welfare of human subjects and for

complying with all regulations.

Does this research involve cooperative research? Yes [No
[110x]

Has this proposal been submitted or will the proposal be submitted to another Institutional Review

Board (or authorizing individual, entity, or ethics review board) for review? Yes [No
e

If“Yes," please compléte for each site. Please attach documentation of approval,
(Copy the section of the table and add if there are multiple sites.)

Name of Institution :

IRB/Administrative Decision (check applicable}

Approved Submitted Not vet NSU IRB approval required prior to
{not yet approved) submitted submission
] z =l
Date of Contact Person -

Review | [ e - T - > o~ Ty ’ Exem t 'E“ E:‘ite F “
[~ | | Phone Number P | d I .
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2. Subject/Participant information
2.A. Overview of Proposed Subjects/Participants
(complete all that apply and provide maximum number proposed within each category):

Subject Group | Felusin Utero/ | Newboms Chiidren Childran Adolascents | Adults | Pregnant Adults

non-viable or (aged 2-6) | (age 7-12) | (aged 13-17) | (184) Women with
Guardians

Mark X for ;
each proposed | :
subiji
# of Proposed .
Subjects* L 20 it

Please brieﬂy descnbe your potentlal subjects
Participants will be males andfelnale&withmﬂdtomnderdiefaclalame{,mﬂd tomaoderate acne: g
operationally défined 45 being ache severity grade 24 on the T.éeds -grading’ syslaem)“ *l'o‘belehglble b R
participants must: 1) he ages 18 to 30; 2) have mild mmodm:tc facial acne; 3) havs skintype l-V.as . ..
measared i ths FrtzpamckSca’lp 4)be dblé to’ stand’ and/ en ; ands ; able po |

*By proposed subjects, the IRB means subjects who will consent fo ba in the atudy and begin the study activities.

2.B. Subject Vulnerability
Do any subjects have limited decision-making autonomy, have communication problems that would
limit ablllly fo dissent to study procedures, belong to a group that is vulnerable to
coercion, or belong to a group defined by regulation as requiring greater care?

If you indicated “Yes", please mark with an X next to each applicable e:anb:g:;-r:,r in tl.e
columi to the right and complete the remainder of this section

Prisoners

Pregnant Women
Cognitive impairment or emotional problems that potentially limit decision makin

Communication impairments that may preclude communicating a decision to discontinue
participation or refuse participation
Students of the investigator or investigators department

Employees of the investigator or investigator's department 5
Children (minors)
Terminally ill

Other (specify):

lf you lndlcated any of the above pleasa justlfy your ratlonale for mclud g these subjects

oy r*;‘;\"’f’: R L !-' = w4
T Bt e adat e
2 ‘h‘." ‘:'i"""_ L oy

v _. 55
¥ .1:., g S e

If you are using potentlally vulnerable subjects as descnbed above (mfants chlldren Yes | No
pregnant women/fetuses, terminally ill, decision-impaired, communication-impaired, 1]
students/employees, or prisoners), does the research create greater than minimal

risk?
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If your subjects have a vulnerability that arises from their being students in your class or
depariment, you will be asked for more information in Section 3.G. If the subjects have one of the
oiher vuinerabilities, please describe proposed safeguards to protect vulnerable subjects.

PR gl s
Lk s n e Timte 3 -
C T S T . e W = o s
ul v p i 3. A AE o R T e - A 3 R L~ Y )
ve & AT SRR R R i PO P E A st

If not évfdeﬁt"ffor(l{tﬁéhrés’éarcher qualiﬁcaﬁbh |m‘ormat|on iﬂfi' 1Dor 1f 'pzl'éése descﬂbé chel =
ressarcher(s) qualifications for working with vulnerable subjects

i)

2.C. Studv Dasign and Me'lhnl o,

Part 1 - Purpose-

Please briefly describe the purpose of your study. Note: Examples of study purposes are “o
determine If & new reading intervention program improves 4t graders’ reading scores” or “to survey
patients on their perception of physical therapy services”.

The goal of;his studyis 1o conductia small BnAomiZed conirol tial (RCT) o test e satery and 0 1 o
limiriary efficacy of & niovel combinatien therspy to treat acne vulgaris. We'will also explore thie effeots
of the treatments on psychosocial factors (Dermatology Life Quality Index (DLQT), social amety, TR

{ depressive symptomatology. and self-esteem).. - P - '
i Part 2 - Goals and Justification

Briefly elaborate on the main goals and justification for the study. Summarize the background,
rationale, nature, and significance of the proposed research. Include a brief overview of your prior
research in the area, or literature that supports the need for this study. This section should be a
brief overview, and typically is not more than a few paragraphs in length. You will be asked about
rocedures and instruments later in the submission.

oy - Acne vilgaris is one of the most common problems in dermatology affecting almost 80% of = .. .
adolescents and young adults 11-30 years of age. [1, 2] Acne is o multifactorial discase of the 422 [+ Hed
piloschaceous unit. involving abaormalities in sebum production, follioulsr spithelial desquamation,
bacterialprofiferation, and inflammation. [4-6]. Acne'results in physical symptoms such as scarring, <7 -
sofeness; itching, and pain, [7] but most importantly it manifests as comedones, papyles, pustiles and % =% |
‘erythematons skin on highly visible areas of the body, including the £ae - vital'ares of social display. : -
‘Becausoof ifs physjoal manifestations, individuals with acne oflen suffer from a wide tange of - 2.~ -
‘psychelogical manifestations such as depression; social anxiety, low 56l -esteem and reduced quality of = -
life. [8-11] A variety of therapeutic options to treat acne are currently.available. Traditional treatments of -,
acne include retinoids and antibiotics, More recently, photodynamic therapy using aminclevulinic acid "+
(ALA) and methy] aminolevulinate (MAL) have become part of the ireatment armamentarium. It is now |-
widely accepied that combination therapy more effective than any single therapy alons. Researchers and .
clinicians are consistently seeking ntwand:mprmfndmm]ﬁnzbmthemples for the treatment of acne. 14+
A promising modality that is yet to be explored in acne treatment is microcurrent therapy, 4%, 8 4., w
"%+ Microcurrent therapy is a gon-invasive thempeutic modality that has successfully been used to .5
pramote wound healing ameng other applications: Microourrent therapy transmits gentle, electrical - s
currents into the tissues, mimicking endogenous electric energy of the human body and stimulating body's
natural hedling mechanisms by improving bloed flow and lymphatic drainage, stimulating ATP production
[21],.a0d promoting faster tissue repair and growth. [22, 23] It has been shown that microcurrent therapy .-
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‘m_icmeunyn&hmmybeag

oombmauontherap}{ALAPDT+MC’[) ‘?Iﬂaf:’m ] omie 3:- 1)1 ; e e
amount of sebum produced, 3) degree of: ‘aone ;.even;y and 4)Jmpmvemen’pm dermatolopic quahty of nfe 5
Thespmﬁcmmsofthemdym RTINS s S W TR R DR et U
,-"Aim 1: To examine the safety andprehmmary eﬁicacy of MCT for the treatment f actie mﬂgans
A:mz ‘I‘o:exammethesafetyana:"',;N iming 'emcacybfcombmaﬁonthempy(ALA-PDT&Mf‘n

. - Ay "
t -aa-'.:'n "' o ‘9““ - i e

‘therapy 'Im'amﬁm effective lreauneﬂt{fewm‘ nu:ﬁbm' ofmme
lesmns, decreased : arnount ofsebum produced; lesser “degree of acne severity and greater

. improvement in dermatologic quahty of {ife) for acne than efther typeof o ot "
Ann 4‘ ‘Togxplore the effects of the thre thempmﬁc modalifies on psychosomalﬁctom fsomal

_ ‘ anx;ety_deﬁmmvesL slomaiology, and selfesteem). - - e s

Fart 3 Steps in the Research Study

In the box below, please outline in detail the steps In the research study in order as they will
occur after consent has been secured. If there are different requirements for different groups/types
of subjects within the study, please separate out the steps per group. Indicate how long the subject
spends completing the different steps/procedures, Be specific about the tests given and/or
treatments used, when they will occur, and their frequency.
-, Affer obtammgmformedmnsent. irained research staﬂ'wxllaskpazﬁmpw;siftbcymshm
participate in a lottery.to win one of three $150.cash prizes and record their decision on. thummllmem by
form; cht,wemﬂmndemlyass;gnpammpamtoeneofMBmaimmm Treatments will be - W ‘:_-j-
administered by Dr. Favreau. andthcsmdentm\'f;stlgamrs trained and snpervised by Dr. Favreau.Each \
participant will be assigned s uniique identification number, not tied 10/their name, that will be used'to 7
identify their data. Assessment Will consist of both phymologlcal and psychosocial parameters, The 3%y,
physiological paramicters will-be: 1) number of acné Jesions; 2) amount of sebum’ ‘produced;.and 3) degrea
of acne severity. The psychosocial factors will be: 1) dermatologic quality of life; 2) social anxlety, 3)
depressive symptomatology; and 4) self-esteem. - Regardlass of the treatment arm. assigned, each’ + 2
participant will complete a baseline, 3 mtermedlary and 2 ﬁ:lloWs-up assessmems All assmsménts w111 be
donepnortorecemngu'eannent. TSR e L Nl P s LR e
%, ;- Baseline and the 2 follow-up aysessment will consist of' 1 counhng mnnber of acne lemons, 2)
measunng the amouat of sebum produced; 3) coniputing the degree of acne severity (take digital =+ 4%
photographs of the affected areas of the face and compute thie severity following procedures published by .
Hayashi et al, [2008]): 4) dermatologic quality of life; 5) secial anxisty, 6) depressive symptomatology; - il
and 7) self-esteem. Each of these assessments will take approximately 45 to 60 minutes to complete.
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Intermediary assessmerits will be done at week 3, 5, 6 and will include: 1) number of acog lesions; 2) .
‘amount of sebum produced; and-4) dermatologic quality of life. Each of the interthediary assessments will
take approximately 15 to 25 minutes to complete, = 7L IR e
... " +. Specific steps in the research study are as follows: . i1 e B

* 1" Using block randomization procedures, we will randomize participants into the thiee conditions in
blocks of 6 using a computerized randomization program. The data manager will prepare a set of
“sealed envelopes containing the eondition assignment as determined by the randomization program
and place the envelopes into.a box in sequential order. Select the next-in-line pre-prepared
envelope and inform participant of their treatment arm. Determine if participant has sufficient time
to complete the initial study visit. If not schedule the initial study visit. If yes, then continue with .
step2, . .. ., Eou “EE EG) W gl RN S N :
Conduct baseline assessment as described-above.

3. Administez"ﬁmttraannentas-per'assignedm_Withincaghmm,parﬁcipants_receivethesame'
. a) s -PDT). We will apply a

After 1 hour incubation, the affected arees will be exposed to a light source using. = = ..
- photodynamic machine between 15 to 20 minutes. Each treatment will take approximately 90

minutes, Schedule an appointment for next treatment, - - :

b) Arm 2: Microcurrent therapy (MCT).We will place one electrode of the microcurrent machine
in one of the regional arees of the lymph nodes or affected area (i.e. the forehead) and move the

gsecond electrode systematically from the affected area towards the stationary electrode.- Once
_mgional-ﬁrﬁoftbcly’mphnodmo:aﬁbcted’areaand&epmcesswillbd_repeatedf,.,'Ihis_will,_ _
continue until all of the affected areas have been treated.. This will take approximately 45
minutes. Schedule an appointment for next treatment. - .- .

3: Combinatic -PDT and MCT)). Participants will receive 3 sessionsof .- |
- ¢combined photodynamic therapy with aminolevulinic acid and microcurrent therapy and 2 sessions
. oi microcurrent therapy alone.We will first administer MCT portion of combination treatment as

" described in 3a followed by ALA-PDT portion as described in 3b. Schedule an appointment for -
next treatment. Each of these combined-sessions will last approximately 135 minutes and the -
microcurrent therapy will last approximately 45 minutes. s g 2 T 4 i

5, Administer the ing treatments as determined by condition assignment - ‘
| -. ALA-PDT-- - -+ MCT - | ALA-PDT+MCT -
X - - ALAPDT - |- . -MCT . . . ALA-PDT+MCT -
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A individual identification number. = s “od s spdi w s B s w2
qendthe $150 money order. L A e

} Aeomputerpmgmmmﬂbe*usedto tﬁcﬂn'eev'ﬁanersofthﬂotterybasedonfth it
g 'Ihewmnersofthelotterymﬂbenoh:ﬁedandaskedmpmwdeamaﬂmgaddresswhmwem'.,}if
':{'_'the@utcome anﬁymsusmg"SPSS B

-..;_s_.-. g. : i,ﬁ‘ A2

Yad.d el

4

1 I Werwﬂl prepareﬂie 'mannsmpt andmbmitty a peer Teview joumél Toss L

it o B

Are you using questionnaires, tests, instruments, or forms?

If “Yes®, list them below and include a copy of each as appendlces
Dataforﬂusstudy will be derived from followin i
e bmnemSMmszllbeusedme.sumatethc
b DermatolagnyfeQua]ityInﬂexﬁDLQl)
- Liebowitz Social AmxietySeale: 27" 55 *
s HosputalAnmetyandDepressmnScale(I-IADS) e o R

- Rosenberg Self-Esteem Bealp - 7 0 e s oI 0 2 el fin el e

W

Ty

amountbfsebumptodueed et

Do you plan to use any data from records or arthlves?

If “Yes”, please describe (such as data originally created for non research purposes or
data cmated asa result ofa prewous study).

L 1 '*3‘“' SRR RS \’ S 'a:.a"_ o N Jr'
Do you plan to use any de-identified data?
Yes [ No
If "Yes please descnbe the data and how rt wﬂl be da-|dent|fied
I il _" e T w5 A e iy e FTR N e T i . . ‘_I

3. Additional Study Information

| 3.A. Clinical Testing

Food and Drug Administration

PI: Arutyunyan
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Imvestiyational Drtgs and Dovices

Does the study involve the use of an investigational drug?

o

If “Yes”, has an Investigational New Drug application been submitted for the drug?

Does the study involve the use of an investigational device?

If “Yes”, has an Investigational Device E?emption (IDE) been, or will be, secured prior
the study?

to the start of
Ygs No

[

cleared/marketing status?

Does the study use any device (elther as a part of the experiment or To collect data) Tiat has oot
received FDA approved for clinical/medical use or is being used in a manner not consistent with its

‘_{es No

(X[

atment IS approved by 1.5, FDA for.act
itslogic corditions including adae &

: ™ ) o S ) i e
e e 2t o ey R e i Liaxmn.

Does the study involve the use of any procedure that Is not used in routine ¢linical

practice?
MCT has been widely used in wound healing and routinely used in aesthetics,

If “Yes”, please list the procedures.

e O ANy - i T

e g B oy L T W e R B At i aw v
L s v Ty, B spirrig iy FEgt o e I 3y il PR EREE LTI St

e f T e e, ey R AN e o, e

! ; A - -

3.B. Sensitive Information

else that, if made public, could jeopardize a person’s reputation, employability, safety,
or quality of life?

Are you asking questions about sensitive issues, such as illegal activity, sexual history, or anything

Yes l}lo

if “Yes", please describe the infonnatign.

A f +
e
- it

ER i 4
A s e

FpEadd PG T A el 7 s s ]
Nl o i P e, A ol ” Ml ey e e m e - By » CRPe A o P R T S S P s o I i e LAY
et N L SRR R o LY LU RN S S A ARy b R A A ST/ R N P e T
b N S BT e N K T, e e A e O R T e e

I R L R e

Does the study invoive the odllection of data from voice, video. digifal, or imége
recordings made for research purposes?

lease describe the rdcedures associated with these recordings.

if “Yes®,

We will take digital pholographs of the affected areas of participant's face to determine aone severity and -

track changes over the course of treatment; Digital photogrephs will be taken 3 times over the-period of 17 |

weeks, at baseline and at the 2 follow-up assessments, The photegraphs will be identified exclusively by. ke
study ID and will be kept in a.password protected file in 4 secure'NSU computer, We are seeking sy
_permission from participants to use their photographs in the manuscript or at scientific meetingsas - =
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routinely done in dermatological studies. We will explain that their participation in the study isnot -

contirigent wpon theit giving permission to se the iiotographs. All photographs, except-those that were 45
selected for use ip the manuscript or scientific mestings, will be-eléctonicdlly deleted sfter thre years: %~

e

3.C. Non-English Speaking Participants

Will the study involve non-English speaking participants? Yes
Wil the study require translation of consent forms? Yes
[ | | [

If you answered “Yes," please specify the language(s) that the consent forms will be transi;fed i
to;

e e R L e e B L S ol 8 s e e T P T e T
A, .?“'n"’l-':""" (R Zp oot by G e :;" o *;"""ﬁ“é" i R e ':J';;;- k ui ] R L e "
= e BT e s g - Y Sl BT R e LR LR 3 Y A g, . Cot- el e R R 44
ST i WY e GRS [P FERCE TofEL T B -Pi'g.."f e gL R S ‘-I. ‘T* t ' Lmeaa A%

If you are Includlng non-English speaking participants, when you complete section lIl.H., please
discuss how you will ensure that the participants understand the study, including the use of a
qualified transfator to provide oral consent information.

3.D. Sublect Compensation

Will your subjects receive any payments, incentives, or gifts?

Yes

X

ha types of compensation. Otherwise move on to section E.
Extra credit (Students) or Workplace Incentive (Employees)

If "Yes," please indicate t
Monetary Payment | Gnt
] B

Qther incentive

Please describe:

T R

$150 check ormoney order 1o 3 participaits e bylotiery, -~ -

1

Describe the payment(s)lgift(s)ﬁnoentive(sj, andffitisa giﬁ. estimate its monetary value. Indicate
whether all participants are given the payment/gift/incentive, or if only some are eligible. (Note: the
value of the payment/gift/incentive should not be so significant that it might compromise the

subject’s good Judgment.)

Folloviing completion of all study activities, partieipant will be entered into a ottery Tora.chance 16 win . -
“ame of three awards to the amourt.o yree participants will be randomly selested using a computer

1 ive:$150 chock 10 the address they provide whica notfied. ©.

Describe when the subject will reééi\ieﬁe baymentlgiﬂlinoentive, and whether the amount differs
depending upon whether different portions of the study are completed or is limited if the subject
discontinues participation during the study.

The Iotiery will be conducted after all of the follow-up data has been collosted, Tho winners of the lotery |

will be natified dnd asked to provide a mailing address where we can send the $150 money order. © -

3.E. Inclusion / Exclusion Criteria for Subjects

Describe the inclusion and exclusion criteria for the proposed subjects. Please list the criteria In
bullet or outline format rather than narrative. If the study limits participation based on gender, age
or race, please justify the exclusion criteria. (Subject protection and appropriate study design may
require specific inclusion or exclusion criteria, but the IRB does not permit subject selection that is
not equitable or prevents a subpopulation from benefiting from the scientific discoveries of the

Pl: Arutyunyan
Vereion Date: 8/2114
Page 13




3.G. Potential for Coercion in Subject Recruitment
Are any of the subjects a student or advisee of the Pl or a Co-1?

Does the Pl or a Co-l serve in any capacity (e.g., administrative, therapeutic) that
might affect a subject's willingness to participate?

If*Yes" to either of the above, thel describe the refationship of the subjects and
investigator.

OFL3

Are any of the subjects employees of, or report to, the Pl or a Co-I? Yes | No

Are any of the subjects a patient of the P! or a Co-I? It is possible

Are any of the subjects a patient within a Pl or a Co-I's clinical practice? It is possible Yes | No

Are any of the subjects informed about the study by their doctor / clinician? Yes No

If you answered “yes” to any of the questions in this section (3.G.), please describe how you will
ensure that the subjects will feel free to decline participation without fear of reprisal. If the subjects
are patients, how will you prevent “therapeutic misconception™ (the mistaken belief that when a care
provider provides information about a study, it means that the provider thinks that study
participation will benefit the patient).

- Physicians will be referring potontial participants to the study, they will not be conducting fhe screemng
and enrollment. Qur recruiters will be trained and will work diligently o ensure that the potential * .- ¢ "
participant fully understands that participation is voluntary.and their decision to participate.or notto .|

participate will rot influence the care they receive at the clinic. s TR e g"f‘ LA ey

Gt N AT

=¥

- 3 W L AR oA 3

If you are providing any incentive to the student/employee subjects, discuss whether there is a
mechanism for students / employees to receive the incentive by doing something other than
participating in the research project (see
hitp:/www.nova.edu/irb/manual/forms/research s

3.H. Informed Consant

Part 1 - Consent Process
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Another situation involving waiver or alteration of the requirement to obtain a signed consent form is
when the research only entails conducting anonymous surveys that are not intrusive. I there is no
way that the subjects’ responses could be iinked to them, then waiving the requirement for a signed
consent form would minimize a risk to their confidentiality and privacy because the only record
linking the subject and the research would be the consent form. if the principal risk would be

potential harm resulting from a breach of confidentiality and the research presents no more than

minimal risk to subjects and involves no

procedures for which written consent is nommally required

outside of the research context, then the elements of informed consent a

re put into the survey itself.

The person indicates his/her voluntary participation by

completing the survey after being advised

about the study and voluntary nature of his/her participation.
rationale.

If you think this applies in yqyi_gtqqy. plgasa describ_e your

There may be other cases where you would wish to ask for a waiver or alteration of informed
consent or signed consent documentation.

If you are seeking a walver or alteration, ple;ge_dgsqﬁbe your rationale.

iy UW o '.‘_“ 3 F et w0
M N = i 1 3-1:3-' .-":‘;‘_.“‘:}.‘{;

J4Ep ey

At v )

o B T e A L )
T H I Y PO PR

- A \ - &l -

= PR o e L B Mg )

i R I N =
Pt

Wiy g '-"_
b VAL .

i

| Typically, you are asked to use the NSU format consent and assent forms. Howaever, if this is
cooperative research, or sponsored research that requires the use of a different template or model,
you may use their format.

| will use NSU format consent/assent forms [X]

I will be using another institution’s format for consent/assent forms (NOTE: Please review the
other institution's consent forms and the NSU requirements to be sure that alf of the NSU
requirements are present. You may also want to discuss the consent forms with your
college/center representative)

As noted above, | am requesting a waiver/alteration of consent and/or sighed consent form D
requirements

If you have different procedures for different groups of subjects, you will need a separate consent
and/or assent form for each group. If the reading level of different groups of subjects differs, this
may aiso require you to have different consent and/or assent forms (e.g. young children vs
adolescents). if your subjects are children, you will also need parental consent.

What is the total number of consent/agsent form types that you plan to use?

If using more than one consent form, create a list below that describes the different forms that you

will be using (e.g. 1. Teacher consent form, 2. Parent consent form, 3. Assent form for children age
-12, 4. Assent form for adolescents).
A e L Ara v- B SR = L e A e mal 2, o R R ok | oy i s s e | ady s e - 23 -'; ;:i- - JE W L
: ‘ff;?‘,f”'*{zg'_s;;_‘i:g? &:J”z':-,:,:‘x:,:;":ﬁ"a,a il ‘?‘::?.f?{ﬁ;@?#i 7 ;L”"‘Q.ﬂ?ﬁaf"i?’.‘,u&u‘:ﬁ r',,s,'_‘

Include copies of the consent / assent forms. When you attach the consent forms, put them in this
order. _Please note that the IRB prefers that the consent document be written using the simplest
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language possible, and strongly recommends the question and answer format (see Document

| Model #1 for AdultiGeneral Consent Form [Readability Score: Grade 6]).

3.l. Protected Health Information Use
Are you cbtzining any data from the subject's medical record? Yes | No
ENES|
Are you asking the subject about his or her health information, and doing so in a clinic or entity that
would nommally be subject to HIPAA regulations on protected health information?

X |
if vou answered Yos' Lo gither question, continue. Otheiwise go on to seclion 3.J.
Please review the NSU HIPAA research policies available at

(htip://www.nova.edufirb/manual/bolicies.html for more information.

Please note that effective 12/10/2009 the NSU IRB no longer reviews separate HIPAA
authorizations for research. It is the principal investigator's responsibility to use the correct HIPAA
authorization as outiined in the aforementioned policy. In instances where the HIPAA authorization
must be a part of the informed consent form for research, the NSU IRB wiil review the compound
consent.

Specify the exact data to be gathered (e.g., weight, biood pressure, 1G score, diaghosis, depression
rating, number of treatments, etc.). _ _

i’ . 1) mumbet of acne lesions; 2) amount of sebumi'produced; and 3) degree of acne Severity. iy . e ]

LTy

- £

Which procedure are you propssing,to use? (Check)
| will obtain the subject’s authorization to obtain the protected heaith information via the NSU
Authorization for Use and Disclosure of Protected Health Information in Research (research
activities will be occurring at an NSU clinic).
| will obtain the subject’s authorization to obtain the protected health information via the
authorization for use and disclosure of protected health information in research provided by [=]
the non-NSU covered entity.

The protected health information data are a fully de-identified data set (data obtained without
recording any patient information, with the data accessed by an employee of the institution).
The data are part of a limited data set agreement as defined by the Office of Human
Research Protections. (Attach a copy of the agreement.)

H part of a limited data set agreement, what is the justification that confidentiality is protected?

It kg ey

(v d LT Sl o8 00 WY

E Bt et 3 o mets
WL AT o -l Baih 1) Gy
R E o A S S TR

.r S [ e ke, 5

SRR TR S, Lrs Tl Rl et L T [t St

T hIThaR T PR .ﬁi"-’: sz e L A e B G e e
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i = ¢ L ..'...-,.V 5
PO B g T -

By & /| EE T o
[T A +f g T

| have a waiver provided by a duly constituted privacy board. (Attach a capy of the waiver.)
HIPAA Research Authorization

If the research is to be conducted at an NSU clinic, have you created a HIPAA authorization form
as outlined in the HIPAA Research Policy No. 1 (thg:IMww.nova.ed;ﬂrblmnuallgolicieg,html) and
in keeping with the Instructions for Preparing the Authorization For Use and Disclosure of Protected
Health Information in Research Form and the model form provided

(http:/www.nova.edu/irb/manual/forms.html)?
Yes | No
X1 ]

Please note, do NOT submit a copy of the HIPAA authorization form if you are following the model
noted in the aforementioned policy.
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If the research is to be conducted at a non-NSU covered entity, have you reviewed the HIPAA
Research Policy No. 6: Guidance on Research at Qutside Entities

(ht;tg:lem.nova.edulirblmangallgglicies.hml)?

R

Researchers are advised to discuss the proposed research with the applicable HIPAA privacy
officer at the non-NSU covered entity.

Does the researcher sponsor or cooperating agency require the incorporation of the HIPAA
authorization within the consent document (Compound Consent)? N/A Yes

g

T : BE=pre CPrEs g . e o] i TR SR
LA R e L e s ¢ C 2 2T i A B R S P P L e E i w0 P h
b e S e S T e S e ST R R gl R et i e A N e &
1] Ui ge ol fpad - . i :
wd oy o

1 yes, please briefly indicate who requires that this be in the informed consent document,

5] L
PP S T

Please note, consent forms that include the HIPAA authorization may need approval from the
university Office of Corporate Compliance.

3.J. Student/Academic Information Use

Are you obtaining any data from the subject’s academic records?

if you answered “Yeas', continue: Otherwise ¢o on to section K.
Specify the exact data to be gathered (e.g., GPA, standardized test score, IQ score,
medical/psychological information stored in academic files, attendance records, disciplinary

records, etc.):

o A = e % = s Py sy 3l o . Py [ -
-- L '.t__;“_.' - F AT P s e Y A1l e S & Ml L T L

Speéify how you will obtain thé'déta-. —

e, . ®
= AR Rt 19, * g
H e AR A ErAT g A I

FITR Y wl
r Ao : T o e, o 5
Pl L, st fa. W R L e

dure are you proposing to use? (Check all that apply)

Which procedure are
| will obtain the subject's consant to obtain the aqlildemic information.

The academic information will be a part of a fully'ae-identiﬁed data set (data obtained without
recording any subject information, and provided to you in keeping with the instifution’s policies and
the Federal Educational Rights and Privacy Act FERPA]).

3.K. Risks, Discomforts, & Inconveniences
In this section, discuss all potential risks (physical, economicffinancial, legal, psychologlcal, social,
etc.), discomforts, or inconveniences to the subjects.
» Al studies using identifiable subject information must address the issue of possible loss of
subject confidentiality
» Some possible rigks include physical, psychological or emotional harm, breach of
confidentiality, and invasion of privacy.
« _Discomfort includes anticipated risk for mild physical or emotional pain.
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+ Study inconveniences include loss of time or pay.

Each risk, discomfort and inconvenience should be addressed individually in the following format
(use the tables provided and copy If the study presents more than 3).
» List each item individually
 Discuss likelihood: How likely is it that this risk/discomfort or inconvenience will occur? This
is usually classified as minimal, moderate, or high.
« Discuss magnitude/duration: How dire is the risk/inconvenience/discomfort, and if it OCCUrs,
how long do you expect that the subject will be affected?
» Discuss risk minimization: Describe the procedures undertaken to minimize the risk that this
specific risk/discomfort/inconvenience will occur.

Risk/Discomfort Potential side cffects associated with ALAFDT inclde postnbammatary s
hypelpgmmfaﬁon,m bummg sensaﬁoi:. These side efﬁ:ctsare typmlly
=wommm} ' im L odsbta houmquongcr A

Likelihood
Magnitude/Duration
Risk Minimization

Risk/Discomfort AnothersideeﬂbctofALA-‘PDT.”""” ient is short-erm se:
Likelihood ‘Moderatfo High likelihood -+~

Magnitude/Duration W n de/duration -~ - N - =
Risk Minimization | This risk is ihimis .hhyﬂmbnefmubaﬁ*onmodmselactoﬁmﬂtﬁemﬁﬂ
instractions wewﬂlgmv:detogazg;panm”gardmgthe needm;pmtect sdis

ﬂajemselmﬁnmmiposmtos

Risk/Discomfort Some pamclpants may temporarﬂ expetience fat sleepiﬁ’ess and -

flu-fike syzoptoms 60 to:90.minutes aﬂerMCT s:mﬂar but» shghﬂy stmngsr 5 3
 than those that somg peogleexpcnehce aﬂm‘amassgge : et
Likelihood Mnimalllkéﬁhmd = i e

Magnitude/Duration de/duration ...~ - - ¢ i

Risk Minimization “To mlt 1hi nsk. xstron; '-}‘encourageparhclpautstostay vy
1ma:uma111hydrated mmﬁga_w ﬂwpombﬂaty of. ,thlsmd’e-sm R

Risk/Discomfort  Some participants mey experience. psychological distress from responding to

some of the questions in our assessment battery. They miay be sensitive about
reporting their feelings rogarding how acng affects their daily activities and .

‘social’ mteractmn“sorhowsad, aux:ons ﬂrdelmsadtheyibelmamsuit e
Likelihood Minimal likélihood -~ -~ : . 3 S e o
Magnitude/Duration | Low magnitude/duration - = T 3
Risk Minimization To minimize this risk-we wﬂl ‘ensure that our research sl:aﬁ:s Well tramed and
prepared to identify distress in our participants. Our staff will remind =% 1% “
participants that they have the option of refusing fo continue with the tentmcnt
or not angwer any question that makes them feel uncomfortable or anxions.

Risk/Discomfort Potential for a breach of cenfidentiality from study materials being: aocessed by
non-authorized individuals or staff madvcrtenﬂy divulging confidential >
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stored in password protected files and seciife computers. File lipiking -
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ly protected is to destroy study documents containing
longer needed. The IRB requires that study materials be
kept for a minimum of three years from the end of the study to permit study auditing; you may elect
to keep them for a longer period of time and study sponsors may have their own data retention
requirements. Please indicate when and how you plan to destroy data that contains identifiable
subject information, such as consent forms, lists that link subject identity to data coding, or raw data
containing subject names.

| Any identifying information or documents will b shredded and/or electranically deleted sfter fhree years. |

One way in which confidentiality is partial
identifiable information when they are no

3.L. Benefits to Subjects

In this section, discuss all direct benefits of the study to participants. This does not include
research” or other generalities, nor does it include compensation for participation. Some examples
of benefits include receiving free treatment, receiving a list of reputable local services, or obtaining
tutoring. The value of any such benefits should be listed as well. If there are no direct benefits to the
participants, this should be indicated.

“helping

Are there any direct benefits to the research participants?
There are no direct benefits to study participants
<

This study provides benefit to, Olt_él likely to benefit, the participants

List/describe each benefit

[ - FET) [T 1 G P T TRy C R PR e T T R R Y TR
While participating #ia this study may not directly benefi all participants, it:is likely that some participants -
- - L v, T e L A ) -, oo St o R e P T I T 2 e
mﬂrexpmenqelm vementin their acne. e, Wum DA S R ey wiaml e S e el Eatt b el g
e s e T D A TR LN

3.M. Data Analysis Plan
Please describe preliminarily pro

alysis procédures.

data analysis package for analysis;
the characteristics of the santp

equal variance are met, we williGeggpanted: sianal iy |
interaction effects of our trial. ovet Hime, TEnsl, we will gontucl the outcome analysis using parametric 5
SEAtISHCS. - .- fep s Sy v P e et i L e ndegge 1ot

e L £ oy Mg et "!-"t' — e i e L ey i ;}"'-"--’--u; 1 L g e X LT

-EssEsimiieiits will be transfierred o SPSS of othier -,
anid0itier meastiros of central tendency 1o desoribe
ables and safety information, Ifthe assumptions of
of variance to compute the main and P
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3.N. Scientific Benefit

Briefly discuss how generalization of the information obtained from this study will be scientifically
useful, or useful to your research site.

The study has the potential to: ‘gentrate new knowledge that- may be usedifgr the: keﬂtmenmf*adcbﬂltatmg, a
| prevalmt conditien: Tt will pmvms valilabid’inﬁmmah‘ ﬁboutsai‘egr Prelsm . eﬁ acy ﬂw .

et sombization thepy
gmned ﬁ'omthls stﬂdy.-dmves from: thenseof psychosocmi oy
outoohies@f‘u'eaﬁncnt, but wewill alsé’be able to

malofanewtheraparncmm;m ok k

3.0. Risk/Beneflt Ratio

To be approved, a study needs to have greater benefits than risks, Why do you believe this study
has a |hve beneﬁts-to-nsks ratio?
'Based on fhe'cvaluatior the potert ‘___nsksassocwtedmththisshﬂy, the, stepswemﬂ’takemﬂ:mxmme
‘ these rigk : ential bens j"tothsmdmdualandsoowtyﬂwmks 1l reas 7 to -
theanhtﬂpated bemﬂts stated above, - <7 r e B

3.P. Safety Monitoring Plans

All researchers are required to report adverse events and unanticipated problems in keeping with
the NSU IRB policy (http://www.nova edufirb/manualfforms/adverse events.pdf ).

Studies that entail significant risk to subjects, such as randomized controlled drug
trials, may warrant safety monitoring by an outside safety board. Does your study Yes No
utilize a Data Safety Monitoring plan? 11X

If “Yes,” please describe the safety monitoring pians. Please specify if the study will be monitored
by the investigators, sponsors (if applicable), or a Data Safety Monitoring Board (DSMB).
Sponsored studi&s may refenenoe an attached Imwjaator Brochure,

3.Q. Other Information
If there is other information about this study that is required in order for those reviewing the study to
fully understand the study its nsks and benef ts, please descnbe below,

[ e B it i e ST e e ——
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3.R. Principal Investigator Assurance and Obiigations

| certify that all information provided in this submission (including any supporting documents) is a complete
and accurate description of the proposed study. | agree to the following:
This study will be conducted in the manner described | | will retain all signed informed consent documents
in this submission and will not be implemented and study-related records for a minimum of three (3)
(including subject recrultment or consenting) until all | years (or longer as stipulated by funding agencies)
applicable IRBs have granted permission to conduct | from the date the study is concluded.

the research. No changes to this study will be e
implemented until an amendment form has besn P! Initials [}
r | will report in writing any serious adverse events to

submitted and approved by the IRB.

Pl Initials [§2%{ | the IRB within 24 hours and all other adverse events
| PY Initials [ and unanticipated probiems within 5 working days.
If the IRB approves this study via expedited or full _ 'y
procedure, | will submit for continuing review as Pl Initials [&A)|
stipulated in the approval letter. if the study or data | will provide participants with any significant new
analysis will exceed the approval period, | will submit | information obtalned during the course of the study
a Submission Form for Continuing Review of IRB and submit reports of new information to the IRB as
Approved Studies in a timely manner (well in a Study Amendment. Pl Initials [F&AX
advance of the renswal date). | understand that Pl Initials |50k

study acivities may not continue past an approval e
period. I Pl Inifials | ﬂi If my study has been approved at the Expedited or
= Full Review levels, | will report to the IRB when this

1

study has closed (no further data collection or

| will provide a copy of the = ki
signed consent form to the Plinitials | S8] | analysis). This report will be provided no iater than
subject or patient, if applicabie. 30 days after the end of the _ A
study via the IRB Closing Report P! Initials
Form.

',‘;:.w"’.‘_ v 54_:_‘_1..‘:::' - e _;_...7‘-__-; o~ ,;, 2B _:- - g > e R S 2 ﬂ': .~'--_.¢“ .- ‘._.'_ll..g- ] A 5 ;-,._‘.,‘-.‘-;..“
Principal Investigator's Signature: * SW Ly ﬁ/’uf'}u.iﬁmh - Date: . g,/ 20 ] ke
¥ 4 L ]

3.8. Co-Investigator Assurance and Obligations {for Student Pls)

If this study is for the completion of a degree requirement, the thesis adviser or dissertation chair
must eign the attestation below.

« All departmental approvals by the student's committee (if applicable) and chair or thesis adviser have
been completed.
e | accept that the University and IRB consider the faculty advisor's responsibility to be equal to that of
the student in regard to
o The quality of the research design AND the accuracy of the protocol
o The appropriateness of the recruitment methods, the design of the process for informing the
subjects about the nature of the study, and the process of obtaining informed consent
o The readability, accuracy, and format of the informed consent/assent document(s) and the
explanation of all informed consent procedures.

My signature below attests that | have read this submission in its entirety and believe that it is
accurate, compiete, appropriate, and adheres to the principles of the Belmont report and that all
departmental approvals b!L the student’s committee have completed.

- r

O

B R A T et L L P A e,

Chait/Adviser's Signature;
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Consent Form for Participation in the Research Study Entitled “Safety and preliminary

efficacy of combination photodynamic therapy with 5-aminolevulinic acid and
microcurrent therapy for the treatment of acne valgaris”

IRB protocol #;

Principal Investigator Co-investigator

Sergey Arutyunyan, M.S. M. Isabel Fernandez, Ph.D.

2000 South Dixie Highway, Suite 108 2000 South Dixie Highway, Suite 108
Miami, FL 33133 Miami, FL 33133

(305) 860-8710 (305) 860-8710

sali96@mova.edu mariafer@nova.edu

Co-investigator Co-investigator

Tracy Favreau, D.O. Michael A. Carranza, M.S.

3200 South University Drive 2000 South Dixie Highway, Suite 108
Davie, FL 33328 Miami, FL 33133

(954) 262-4104 (305) 860-8710

tiavrea ova.edu m 3@mnova.edu

For questions/concerns about your research rights, contact:

Human Research Oversight Board (Institutional Review Board or IRB)
Nova Southeastern University

(954) 262-5369/Toll Free: 866-499-0790

IRB@nsu.nova.edu

Nova Southeastern University

Division of Dermatology, General, Cosmetic Dermatology and Cutaneous Surgery
3200 South University Drive, Ziff Clinic

Davie, Florida 33328

(954) 262-4104

Nova Southeastern University

Behavioral Health Promotion Program

2000 South Dixie Highway, Suite 108

Miami, FL 33133

(305) 860-8710

What is the study about?

You are invited to participate in a research study involving facial acne. The goal of this study is
to conduct an initial trial of a new combination therapy to treat acne and to examine if this new
treatment is as effective as more traditional treatments.

Initials: Date: Page 1 of 4
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Why are you asking me?
We are inviting you to participate because you have mild to moderate facial acne and are 18 to

30 years of age. There will be up to 60 participants in this research study.

What will I be doing if I agree to be in the study?

You will receive one of 3 treatments conditions. If you are assigned to the first condition, you
will receive 3 treatments with photodynamic therapy with aminolevulinic acid (Levulan). At
eack: treatment, we will apply Levulan to the areas of your face affected by acne. We will ask
you to wait up to 60 minutes - this is the time needed for medication to become effective, After
60 minutes, the affected areas will be exposed to a light source using photodynamic machine,
Each treatment will take approximately 90 minutes.

If you are assigned to the second condition, you will receive 5 sessions of microcurrent therapy.
Microcurrent is a non-invasive therapy that sends electrical currents into the tissues, mimicking
your body’s electric energy. This therapy will be applied to your face and will be stimulating
your body’s natural healing mechanisms by improving blood, Iymphatic drainage, etc, Similar
therapy is widely used in spas and aesthetics. Each treatment will take approximately 45 minutes.

If you are assigned to the third condition, you will receive a combination of both of these
treatments over five weeks. You will receive 3 sessions of combined photodynamic therapy with
aminolevulinic acid and microcurrent therapy and 2 sessions of microcurrent therapy alone, Each
of these combined sessions will last approximately 135 minutes and the microcurrent therapy
will last approximately 45 minutes. Chance will determine which treatment option you receive.

At 6 points in time during the course of 17 weeks, you will complete a computer-assisted self-
interview. Three of these interviews will be longer and the other 3 are much shorter. In these
interviews, you will report how much your acne problem has affected your life, how much has
your acne affected your activities and self-esteem, and how anxious you feel in social situations.
In addition, staff will count the number of acne lesions and measure the amount of sebum
present. As part of the Tonger interviews, we will take digital pictures of your face so we can
determine the severity of your acne. It will take approximately 45 minutes to complete the
longer activities and approximately 15 to complete the shorter activities.

Is there any audio or video recording?

This research project will include digital photographs of the affected areas of the face that will be
used to determine the severity of your acne. Digital photographs will be taken 3 times over the
period of 17 weeks. These digital photographs will be available to be reviewed by the researchers
and the IRB. The digital photographs will be kept securely in a password protected file in an
NSU password protected computer. Photographs are identified with a unique number not your
real name. The digital photographs will be kept for 36 months and destroyed after that time by
deleting the file unless you have given us permission 1o include them in the publication or
presentation of the study findings. Because your digital pictures will be potentially identifiable
by anyone who sees them, your confidentiality cannot be guaranteed although the researcher will
try to limit access to the digital photographs as described in this paragraph.

Initials: Date: Page 2 of 4



Why might we want to use your photographs?
Dermatological studies typically include before and after pictures of the affected areas when the

study results are published or presented at scientific meetings. When photographs are published,
necessary steps are taken to protect the participant’s privacy. Eyes and unaffected areas are
blocked with black boxes to ensure that participant’s identity remains unknown. Any facial
features such as birthmarks, tattoos, etc. that might reveal your identity are also blocked with
black boxes. Photographs will not be linked to your real name.

What are the dangers to me?

Risks to you are associated with the side effects that may result from the treatments. You may
experience mild pain, burning sensation, darkening of the skin and short-term sensitivity o sun
light. We will provide instructions on how to protect your skin after the treatment to avoid
sensitivity to sun light. You may also experience fatigue, nausea, sleepiness and flu-like
symptoms 60 to 90 minutes afier the treatment. 'We will council you to stay hydrated to avoid
onset of these symptoms. You may feel upset/anxious when answering questions regarding how
acne affects your daily activities and social interactions. If this happens, staff will try to help you.
If you need further help, we will suggest someone you can see but you will have to pay for it
yourself. Taking digital photographs of parts of your face may compromise your confidentiality,
If you have questions about the research, your research rights, or if you experience an injury
because of the research please contact Mr. Arutyunyan or Dr. Fernandez at (305) 860-8710. You
may also contact the IRB at the numbers indicated above with questions about your rescarch

rights.

Are there any benefits for taking part in this research study?
¢ are no direct benefits to you for participating in this study. Some participants may benefit
from the acne treatments being tested in the study.

Will I get paid for being in the study? Will it cost me anything?

There are no costs to you for participating in this study. You do not need health insurance to
participate in this study. If you agree to participate in this study, you will be offered the
opportunity to be entered into a lottery for a chance to win one of three awards to the amount of
$150. After all of the study data have been collected, three winners will be randomly selected
using a computer program and a check will be mailed to the address they provide when notified.

How will you keep my information private?

We will assign a unique number to you, We will not put any identifying information in the study
materials. All study materials and data will be stored in password protected files and secure
computers. Printed materials will be kept in a locked cabinet. Digital photographs will be
identified exclusively by study ID and not your name. They will be kept in a password protected
file in a secure NSU server for 36 months. At this point, they will be destroyed. Only research
staff will have a password to the files and a key to the cabinet, All information coliected in this
study is strictly confidential to the extent allowed by law. If you reveal information that you may
harm yourself, we are required by law to notify the authorities. The IRB, regulatory agencies, or
the study investigators may review research records,
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What if I do not want to participate or I want to leave the study?

You have the right to leave this study at any time or refuse to participate. If you do decide to
leave or you decide not to participate, you will not experience any penalty or loss of services you
have a right to receive. If you choose to withdraw, any information collected about you before
the date you leave the study will be kept in the research records for 36 months from the
conclusion of the study and may be used as part of the research.

Other Considerations:

If significant new information relating to the study becomes available, which inay relate to your
willingness to continue to participate, this information will be provided to you by the
investigators, If the results of this trial show promise, we may conduct a study to assess the
longer term effects of this treatment. If we do this, we may re-contact you to invite you to
participate in the follow-up study.

Voluntary Consent by Participant:
By signing below, you indicate that

+ this study has been explained to you
* you have read this document or it has been read to you
* your questions about this research study have been answered

* you have been told that you may ask the researchers any study related questions in the
future or contact them in the event of a research-related injury

* you have been told that you may ask Institutional Review Board (IRB) personnel
questions about your study rights

* youare entitled to a copy of this form after you have read and signed it

* you voluntarily agree to participate in the study entitled “Safety and preliminary efficacy
of combination photodynamic therapy with 5-aminolevulinic acid and microcarrent
therapy for the treatment of acne vulgaris”

Participant's Signature: Date:

Participant’s Name: Date:

Signature of Person Obtaining Consent:

Date:

By checking the box, you give us permission to use your photographs in scientific publications
or presentations? D Yes
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INSTITUTIONAL REVIEW BOARD FOR RESEARCH WITH HUMAN SUBJECTS
Outline of Research Protocol

DESCRIPTION OF THE STUDY

A. Protocol Title.
Safety and preliminary efficacy of combination photodynamic therapy with 5-aminolevulinic
acid and microcurrent therapy for the treatment of acne vulgaris.

B. Principal Investigator and Co-Investigators

Principa] Investigator

Sergey Arutyunyan, M.S.

Medical Student, NSU College of Osteopathic Medicine
D.O. Candidate (2017)

9118 SW 20% Ct Unit A

Davie, FL 33324

(772) 485-5574

sa1096@nova.edu

Co-Investigator(s):

M. Isabel Fernandez, Ph.D.

Professor, NSU College of Osteopathic Medicine
Departmeni of Public Health

2000 South Dixie Highway, Suite 108

Miami, FL 33133

(305) 860-8710

mar ova.edu

Tracy Favreau, D.O,

Chair, Department of Dermatology
Director, Dermatology Residency Program
NSU College of Osteopathic Medicine
3200 South University Drive

Davie, Florida 33328

(954) 262-4104

nova.ecill

Michael A. Carranza, M.S.

Medical Student, NSU College of Osteopathic Medicine
D.O. Candidate (2017)

9742 NW 7% Circle Apt 816

Plantstion, F1. 33324

(813) 541-1176

mc2423(@nova.edu




C. Funding/Spensor of the Study
Nova Southeastern University College of Osteopathic Medicine Research Fellowship Program.

D. Purpose and Potential Benefits
The goal of this study is to conduct a small randomized control trial (RCT) to test the safety and

preliminary efficacy of a novel combination therapy to treat acne Vulgaris. We will also explore the
effects of the treatments on psychosocial factors (Dermatology Life Quelity Index (DLQI), social
anxiety, depressive symptomatology, and self-esteem). The RCT will have 3 arms: 1) Standard
treatment: photodynamic therapy with 5-aminolevulinic acid (ALA-PDT); 2) Microcurrent therapy
(MCT); and 3) combination therapy (ALA-PDT + MCT). The main outcomes will be: 1) number of
acne lesions; 2) amount of sebum produced, 3) degree of acne sevetity; and 4) improvement in
dermatologic quality of life. The specific aims of the study are:

Aim 1: To examine the safety and preliminary efficacy of MCT for the treatment of acne
vulgaris
Hol: MCT will be as safe and effective as ALA-PDT in the treatment of acne vulgaris.

Aim 2: To examine the safety and preliminary efficacy of combination therapy (ALA-PDT +
MCT) for the treatment of acne vulgaris
Ho2: Combination therapy (ALA-PDT + MCT) will be as safe end effective as ALA-PDT in the
treatment of acne vulgaris.

Aim 3: To determine if combination therapy is & more effective treatment (fewer number of acne
lesions, decreased amount of sebum produced, lesser degree of acne severity and greater
improvement in dermatologic quality of life) for acne than either type of monotherapy.

Ho3a: Combination therapy (ALA-PDT + MCT) will be more effective than standard therapy in

the treatment of acne vulgaris.

Ho3b: Combination therapy (ALA-PDT + MCT) will be more effective than MCT in the

treatment of acne vulgaris.

Ho3c: Participants in the combination therapy arm will exhibit less side-effects than those in the

standard treatment arm.

Aim 4: To explore the effects of the three therapeutic modalities on psychosocial factors (social
anxiety, depressive symptomatology, and self-esteem).
Ho4: Participants in the combination therapy arm will report greater improvement in
psychosocial factors than those in either monotherapy arm.

The benefits: Acne is debilitating disease that impacts life of an individual in physical,
emotional, and psychosocial way. This study will provide data regarding the safety and preliminary
efficacy of an innovative approach for acne treatment and will add to the existing literature on acne
treatments. If the results of this study show promise, we will have the necessary data to support
launching a larger, fully powered clinical trial to test the efficacy of this new treatment modality for acne

vulgaris.




E. Justification for the Study

Acne vulgaris is one of the most common problems in dermatology affecting almost 80% of
adolescents and young adults 11-30 years of age. [1, 2] It is estimated that acne affects 45 million
people in the United States. [3] Acne is a multifactorial disease of the pilosebaceous unit, involving
abnormalities in sebum production, follicular epithelial desquamation, bacterial proliferation, and
inflammation. [4-6]. Acne results in physical symptoms such as scarring, soreness, itching, and pain, [7]
but most importantly it manifests as comedones, papules, pustules and erythematous skin on highly
visible areas of the body, including the face — a vital area of social display.

Because of its physical manifestations, individuals with acne ofien suffer from a wide range of
psychological manifestations such as depression, social anxiety, low self-esteem and reduced quality of
life. [8-11] ““There is no single disease which causes more psychic trauma and more maladjustment
between parents and children, more general insecurity and feelings of inferiority and greater sums of
psychic assessment than does acne vulgaris® [12]. Retrospective examination of the association
between acne and depression showed that depression was two to three times more prevalent in acne
patients than in the general population, with a reported 8.8% of acne patiénts having clinical depression.
The majority of acne patients suffering from depression and/or utilizing antidepressants were 18 years of
age or older. [1]

In a study of dermatological patients with conditions associated with cosmetic disfigurement,
5.6% of patients with acne reported having had acute suicidal ideations, the highest among all
participants. [13] Not only do acne patients have the highest prevalence of acute suicidal ideation among
all dermatological patients, but also their prevalence is higher than the 3.3%, 2.6%, and 2.4% reported
in 3 studjes focused on medical patients. [14-16] Individuals with acne have, on average, worse
academic functioning and higher unemployment rates compared to those without acne. [17] Itis
estimated that consumers spend $100 million per year in over-the-counter remedies. Coupled with loss
of productivity and unemployment, the direct cost of acne may exceed $1 billion per year in the United
States. [3]

A variety of therapeutic options to treat acne are currently available. Traditional treatments of
acne include retinoids and antibiotics administered either topically or systemically. Although effective,
these treatments are not without side-effects. For instance, retinoids often produce dryness, erythema,
exfoliation, teratogenicity and depressed mood while antibiotics are associated with gastrointestinal
irritation and bacterial resistance. Furthermore, widespread use of antibiotic therapy has resulted in
increased bacterial resistance to antibiotics especially in P. gcne, the major bacteria associated with acne
vulgaris, leading clinicians 1o utilize various combinations of retinoids, benzoyl peroxide and antibiotics.
It is now widely accepted that combination therapy is more effective than any single therapy alone.

More recently, photodynamic therapy using aminolevulinic acid (ALA) and methyl
aminolevulinate (MAL) have become part of the treatment armamentarium. Photodynamic therapy
(PDT) is based upon the interaction of a photosensitizer, a light source and oxygen. [18] The
photosensitizer is applied topically and is activated upon its exposure to visible light. As the
photosensitizer absorbs energy of light, it becomes activated from a “ground state” to an “excited state”.
[19] As it returns to the ground state, energy is transferred to oxygen to form singlet oxygen (*02), a
subset of reactive oxygen species, which then oxidizes various substrates and thus mediates selective
cell killing. [19, 20] There are currently only two photosensitizers approved by the US FDA for
dermatologic indications: 5-aminolevulinic acid (ALA) and methyl aminolevulinate (MAL). Both ALA
and MAL act as prodrugs and are metabolic precursors of protoporphyrin IX (PpIX) — an active
photosensitizer. Once applied to the skin, ALA and MAL are preferentially taken up by the
pilosebaceous unit and augment the response to light therapy. [19] Although traditional pharmacological




therapy (i.e. antibiotics, retinoids, etc.) remains the gold standard for treatment of acne, use of ALA-
PDT to treat acne and other dermatological conditions has increased significantly due to its tremendous
Success.

Figure 1. Mechanism of Photodynamic Therapy*

b e
. .

*Clinical, Cosmetic and Investigational Dermatology 2014:7 145163

Microcurrent therapy is a non-invasive therapeutic modality that has successfully been used to
promote wound healing among other applications. Microcurrent therapy transmits gentle, electrical
currents into the tissues, mimicking endogenous electric energy of the human body and stimulating
body’s natural healing mechanisms by improving blood flow and lymphatic drainage, stimulating ATP
production [21], and promoting faster tissue repair and growth. [22, 23] It has been successfully used to
enhance soft tissue healing and to treat fracture nomunion [24-26]. Study by Whitcomb demonstrated a
45.4% fhster, and more robust healing of wounds with the use of the MCT, when compared to standard
of care in a rehabilitation center environment. [27] It has been shown that microcurrent therapy
accelerates the natural anti-inflammatory “cascade” to significantly reduce edema and pain, while
decreasing both recovery time and the use of pain medication and other pharmacologic agents. {28] In
addition, it has been shown that MCT stimulates dermal fibroblasts and U937 cells to secrete
transforming growth factor-B1, a major regulator of cell-mediated inflammation and tissue regeneration.
[29] Since acne patients experience inflammation, pain, edema, tissue damage and scarring, it is possible
that microcurrent therapy may be a promising approach for the treatment of acne vulgaris. However, we
found no evidence in the published literature reporting the use of microcurrent therapy to treat acne
vulgaris.

Given the prevalence of acne and the deleterious impact it has on mental health and quality of
life, coupled with the efficacy of existing combination treatment approaches, development of more
effective and innovative treatment combination that may promote healing and reduce side effects, such
as microcurrent therapy, are warranted. The proposed study is designed to assess the safety and
preliminary efficacy of combination photodynamic therapy with aminolevulinic acid and microcurrent
therapy for the treatment of acne vulgaris,

F. Location of Study

The majority of the study activities will be conducted in the Division of Dermatology, General,
Cosmetic Dermatology and Cutaneous Surgery. The research directors will be Dr. M. Isabel Fernandez
and Dr. Tracy Favreau, located at 3200 South University Drive, Fort Lauderdalke, Florida 33328. Data




entry, analysis and associated activities may be conducted at offices of the Behavioral Health Promotion
Program located at 2000 South Dixie Highway, Suite 108, Miami, FL 33133.

G. Dates of Study
We plan to initiate the study as soon as we obtain approval from the IRB. We anticipate

completing all study activities by March 2016.

H. Subjects/Participants
H1. Sample Size, Composition and Eligibility Requirements
We are planning to recruit up to 60 males and females with mild to moderate facial acne to
participate in this study. (Mild to moderate acne is operationally defined as being acne severity grade 2-
4 on the Leeds grading system) To be eligible, participants must: 1) be ages 18 to 30; 2) have mild to
moderate facial acne; 3) have skin type II-V as measured in the Fitzpatrick Scale; 4) be able to
understand written and/ot spoken English; and 5) be able to provide written informed consent.
Individuals who: 1) have been treated with oral retinoids in the past 6 months; and/or 2) have
been treated with oral antibiotic within the last 30 days; and/or 3) have received topical acne treatment
(i.. retinoids, antibiotics and anti-inflammatory agents or chemical peeling) within the last 30 days; 4)
are pregnant or lactating; 5) have history of photo-sensitive dermatitis; 6) are taking oral contraceptive
pills (OCP); and 7) have pacemaker will not be eligible to participate.

H2. Subject Selection and Recruitment.

We will use both active and passive recruitment approaches. Active recruitment will primarily
consist of direct referrals from physicians at NSU Ziff Clinic Division of Dermatology, General,
Cosmetic Dermatology and Cutaneous Surgery or other dermatology providers in South Florida. To
complement our active recruitment strategies we will also engage in passive recruitment which will
include: 1) e-mail announcements distributed via list-serves; and 2) distributing and/or posting project
flyers at bulletin boards, community orgenizations etc.

H2.1 Active recruitment approaches

NSU Physician Referral. 'We will provide study related recruitment materials to NSU affiliated
physicians and ask them to refer potential participants to research staff. We anticipate that the primary
source of patient referral will come from Ziff Clinic Division of Dermatology. All new patients
presenting with acne will be informed about the study. Interested individuals will be referred to research
staff for screening and enrollment. Information about the study will be distributed to existing patients
with acne through a variety of sources including but not limited to e-mail, telephone, or face-to-face at
their regularly scheduled clinic appointments.

Other Referral. We will contact practicing dermatologists within Broward, and Miami-Dade
counties and provide information about the study. We will ask if they would be willing to refer
participants to our study and/or display our IRB approved recruitinent materials in their offices.
Recruitment materials will be attractive, include a brief description of the study and how to contact
research staff. We will also accept self-referrals. We will also ask participants to encourage other
individuals with acne vulgaris who might be interested in participating to contact our research staff.

H2.2 Passive recruitment approaches
We will distribute recruitment materials via e-mail list-serves to the NSU students inviting them
to contact research staff for additional study information and procedures for screening and enrollment.




We will post recruitment materials throughout NSU campus as well as in different venues throughout
the community.
H2.3 Procedures for Screening and Enroliment

Research staff will briefly describe the study and requirements for participation. Interested
individuals will be invited to complete the eligibility screener. If permission is granted, staff will
administer the eligibility screen and invite all eligible individuals to enroll in the study. We will obtain
written informed consent from all eligible individuals wishing to participate in the study. After obtaining
informed consent, we will complete the locator/enrollment form, select the randomization eavelope (See
section J), and inform participants of their condition assignment. Research staff will ascertain whether
the participant has sufficient time available at the current visit to complete the baseline assessment and
receive the initial treatment. This is important because the time required to complete the treatment
varies by condition (See Table 1). Participant who have sufficient time will complete the baseline
assessment and will be given first treatment immediately following the informed consent process.
Those who do not, will be scheduled to complete these activities at a subsequent visit. Individuals who
do not wish to proceed through any point described above and those who screen not eligible, will be
thanked for their interest and encouraged to seek treatment at the Ziff Clinic or any other dermatology
provider.

Although we anticipate that the majority of screeners will be completed face-to-face, it is
possible that some individvals may contact research staff via telephone. In this case, staff will describe
the study and obtain permission to conduct a preliminary eligibility screen over the telephone using the
above referenced procedures. If the potential participant is eligible, we will make an in-person
appointment where we will confirm eligibility by re-administering the screening questionnaire, obtain
informed consent, complete locator/enroliment form, assign to treatment conditions, and administer the
baseline assessment along with the first treatment. As part of the scheduling process, we will explain
that the duration of the study visit will be contingent upon their condition assignment and the maximum
time that may be required for the initial visit will be approximately 4 hours. Consequently, we will
schedule their initial appointments at a time during which they have 4 hours available for the visit,

H3. Informed Consent Procedures.

Written informed consent will be obtained in person at NSU Ziff Clinic or at 2 safe and private
space. Trained research staff, all of whom have completed CITI Course for the Protection of Human
Subjects, will obtain informed consent. The informed consent process will begin with a thorough
explanation of the study and its procedures. Great attention will be placed on ensuring that the potential
participant understands any and all potential risks and benefits associated with participation. We will
describe the lottery system we will use as an incentive for their time and participation and obtain their
permission to be entered into the lottery. Ample time will be provided to insure that all questions and/or
concerns are addressed and have been fully understood by the participant prior to enrollment and
completion of the study. All interested individuals will be informed that participation is strictly
voluntary, that he/she may withdraw from the study at any time for any reason and that he/she will be
eligible to participate in & lottery as compensation for his/her time and effort. Interested individuals who
wish to participate will be asked to sign and date the consent form, Research staff will witness and, as
proof, will sign and date the consent form. A copy of the consent form will be given to the participant,

L. Methods and Procedures

Il. Overview
We propose to conduct a small randomized control trial to determine the safety and preliminary



efficacy of combination photodynamic therapy with S-aminolevulinic acid and microcurrent therapy for
the treatment of acne vulgaris. We will recruit up to 60 males and females and randomly assign them to
one of 3 treatment arms (photodynamic therapy with 5-aminolevulinic acid (ALA-PDT),; microcurrent
therapy (MCT); and combination therapy (ALA-PDT and MCT). (See Table 1.) All participants will
complete a baseline assessment prior to initiating treatment and two follow-up assessments at 4 weeks
and 12 weeks post termination of treatment. During the treatment phase, we will conduct i i
assessments to help us track the progression of the treatment over time at weeks 3 and 5 as well as 1
week post the termination of the treatment (week 6). We will conduct both physiological and
psychosocial assessments; the content of the intermediary assessment will be much less than the other 3
assessments to reduce participant data. The most comprehensive assessments will be conducted at
baseline and the 2 follow-up points and will consist of all of the physiological and psychosocial factors
as well as demographic factors that will be collected exclusively at the baseline assessment, At the
intermediary assessments we will collect the number of acne lesions, amount of sebum produced and
dermatologic quality of life. Psychosocial data will be collected via computer-assisted self-interviews
(CASI). Physiological data will be entered into the computer program by research staff.

Table 1. Frequency and duration of study visits (assessment(s) and trestment(s))
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I2. Description of the ALA-PDT treatment arm

In this arm participants will receive 3 ALA-PDT treatments at 2 week intervels, The duration of
each treatment will be approximately 2 hours. At each treatment, we will apply a formulation of ALA
called Levulan® Kerastick (manufactured by Dusa Pharmaceuticals, MA, USA) to the affected areas of
the participant’s face (See Figure 2). After 1 hour incubation, the affected areas will be exposed to a
light source using photodynamic machine between 15 to 20 minutes. (See Figure 2). Each treatment
will take approximately 90 minutes. At the completion of each treatment session, participants will be
counseled to follow the photo-protection measures.

Figure 2. Levalan® Kerastick and Photodynamic Therapy Machine*
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13. Description of the MCT treatment arm

In this arm participants will receive 5 MCT treatments at 1 week intervals using MCT machine
(See Figure 3). The duration of each treatment will be approximately 45 mirmtes. Trained staff will
plaeeoneelecuodeinoneoftheregionalnreasofthelymphmdesoraﬂ'ecwdarea(i.e.theforehead)
and move the second electrode systematically from the affected area towards the stationary electrode.
Once the entire aﬁ'ectedarenhasbeencovered,thestaﬁ'willmovethnﬁrstelecuodetoanoﬂ:erregional
area of the lymph nodes or affected area and the process will be repeated. This will continue until all of
the affected areas have been treated.

Figure 3, Microcurrent Therapy Machine* and Application In a Cosmetic Procedmre**

*http:/fwerw.laserbodyandskincare.com/product. php?productid=17517
**http:/labellelula.com/microcurrent-therapy

I4. Description of the combination (ALA-PDT + MCT) treatment arm

In this arm participants will receive 3 ALA-PDT treatments at 2 weeks intervals and 5 MCT
treatments at 1 week intervals. At week 1, 3 and 5 participants will receive MCT treatment as described
in I3 followed by ALA-PDT treatment as described in I2. These visits will last approximately 135
minutes. In weeks 2 and 4, participants will only receive MCT treatment as described in I3,

IS. Assignment to Treatment Conditions

Using block randomization procedures, we will randomize participants into the three conditions
in blocks of 6 using a computerized randomization program. The data manager will prepare a set of
sealed envelopes containing the condition assignment as determined by the randomization program and
place the envelopes into a box in sequential order. The box will be stored in a secure place accessible
only to the research staff enrolling participants. After obtaining informed consent and completing the
enroliment procedures, staff will remove the first envelop from the box to ascertain the condition
assignment of the newly enrolled participant. We have used these procedures successfully in a number
of previous studies. We will monitor the randomization procedures and adjust if necessary to ensure
equivalence in the number of participants assigned to each condition.

16. Assessment Procedures

We will assess both physiological parameters and psychosocial factors. The physiological
parameters will be: 1) oumber of acne lesions; 2) amount of sebum produced; and 3) degree of acne
severity. The psychosocial factors will be: 1) dermatologic quality of life; 2) social anxiety; 3)
depressive symptomatology; and 4) self-esteem. For our main outcome variables, we selected a
combination of all of the physiological and 1 psychosocial factor (dermatologic quality of life).



Assessment of the main outcome variables and psychosocial factors will be conducted at baseline, at 4
weeks and 12 weeks after completing the treatment. We will conduct intermediary assessments
consisting of the number of acne lesions, amount of sebum produced and dermatologic quality of life on
week 3 and week 5 prior to administering the scheduled treatment and at 1 week post the termination of
treatment. Qur assessment schedule is summarized in Table 2.

Table 2. Schedule of assessments
AL APIVE T R o

"Week 1 Baseline Baselme Baseline
-Week 2 f '

‘Week 3 | Intermediary assessment | Intermediary assessment Intermediary assessment
Veekd =00
(Week 5 | Tntermediary assessment | Intermediary assessment Intermediary assessment
“Week 6 | Intermediary assessment | Intermediary assessment Intermediary assessment
"Week 9 Follow-up I Follow-up I Follow-up I

| Week 17 Follow-up I Fallow-up 11 Follow-up I

16.1 Procedures for collecting psychosocial data:

All assessments will be conducted using computer-assisted self-interviews (CASI). Participants
will be assigned a unique study identification nmumber (ID) that will be used to track data. Computer-
assisted self-interviews are more effective than other tools for measuring sensitive and socially
stigmatized behaviors. This mode of data collection eliminates interviewer bias, standardizes
questionnaire administration, and reduces skip pattern errors. Using CASI, the participant responds to
the questions using the computer keyboard or mouse. Selection of CASI for data collection decreases
costs and error of entry, cleaning data, and publication lag, as well as enhances interviewer efficiency.
Our team has extensive experience in programming and using CASI in community-based and clinic-
based studies, transferring, and managing the data. Our data manager has used NOVA Research
Company’s Questionnaire Development System (QDS) to program the instruments, collect and manage
the data for 6 protocol approved by the NSU IRB. Our research associates have participated in bench-
testing and piloting of CASI. She has also developed quality assurance and tracking protocols with
multiple feedback loops that flag potential errors rapidly and efficiently (e.g., missing or skipped ID
mumber),

The laptop computers we use for data collection have been set up with two different log-in
screens, one for participants and one for an administrator. ‘The screen used by participants only contains
the icon to access the CASI system. No other files appear or are available on this screen. Research staff
access the CASI for participants by clicking the icon and filling in the assigned participant ID number
(not participant name) completing all set up procedures. The staff member then provides a brief training
on using the laptop and completing the CASL As part of this training, the participant will complete a
brief set of practice questions illustrative of the type of questions and the responses contained in the
assessment. The staff member remains with the participant during the practice session to answer
questions or to provide additional instructions. Participants will be encouraged to seek assistance, if
needed, as they complete the interview. At this point, the interview starts and the participant completes
the inmterview on their own. Once the participant completes the interview, he/she comes upon a screen
instructing him/her to contact staff so that the file may be saved correctly.




I6.2 Procedures for collecting physiological data:

Research staff will conduct visual inspection of the affected areas and systematically count the
number of acne lesions present on the face, At baseline and the two follow-up assessments we will also
take high quality digital photographs of the affected areas that will be used to compute the degree of
acne severity following the procedures developed by Hayashi et al, (2008). The photographs will be
identified exclusively by study ID and will be kept in a password protected file in a secure NSU
computer. The Sebumeter® SM 815 sebum meter will be used to estimate the amount of sebum
produced. Staff will bring the mat tape of the meter in contact with the affected areas. This instrument
uses & non-invasive probe placed on the affected area and the instrument then calculates the amount of
sebum produced.

I7. Lottery Procedures

The lottery will be conducted when all the data have been collected. Participant IDs will be entered
into an excel spreadsheet. A computer program will be used to generate the three winners of the lottery
based on the row number on the excel spreadsheet. Each winner will receive a check for $150, The
winners of the lottery will be notified and a check sent to the address they provide when notified.

I8. Data Management, Analysis and Quality Assurance Procedure

We employ strict data management and quality assurance procedures. Data from the
physiological and psychosocial assessments will be transferred into SPSS or other data analysis package
for analysis. Database management, writing, graphics preparation, and statistical analyses are
completed on & secure computer. Data cleaning through consistency, logic, and outlier checks will be
conducted throughout the data-gathering period, so that analyses can proceed quickly. We will use
means and other measures of central tendency to describe the characteristics of the sample and present
count variables and safety information. If the assumptions of equal variance are met, we will use
repeated measures analysis of variance to compute the main and interaction effects of our trial over time,
If not. we will conduct the outcome analysis using parametric statistics.

J. Measure
J1. Physiologic assessments

Acne Lesions. We will conduct a systematic count of acne lesions (papules and pustules) present in
all of the affected areas of the face.

Amount of Sebum Produced. We will use the Sebumeter® SM 815 manufactured by CK Electronic
to estimate the amount of sebum. The measurement is based on grease spot photometry. The mat tape of
the Sebumeter® SM 815 is brought into contact with facial skin. It becomes transparent in relation to the
sebum on the surface of the measurement area. Then the tape is inserted into the aperture of the device
and the transparency is measured by a photocell. The light transmission represents the sebum content.
hitp:/fwww.courage-khazaka.de/index. php/en/products/scientific,’1 29-sebumeter

Acne Severity. We will use the acne counts and the digital photographs of the affected areas to
compute the acne severity level following the procedures established by Hayashi et al. (2008). We will
not print the digital photographs. Trained research staff will visually inspect the digital photographs and
assign a preliminary severity score to each half of the face using the following classification guide: 0-5
papules and/pustules for mild acne; 6-20 for moderate acne, 21--50 for severe acne; and more than 50
for very severe, Staff will examine each half of the face separately. The most severe classification
obtained for either side of the face will be the assigned severity score.
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J2. Psychosocial assessment

Demographic Variables. Participants will report their age, gender, race/ethnicity, education,
employment, income, and zip code,

Dermatologic Quality of Life. We will use the Dermatology Life Quality Index (DLQI) developed
by A. Y. Finlay and @. K. Khan (1992), one of the most widely used, dermatologic specific quality of
life measures in the published literature to assess quality of life. The DLQI consists of 10 Likert type
items; 9 of these items have 4 response categories scored from 0 to 3 with “very much® being “3” to
“not at &ll” being “0”. Ttem 7 “Over the last week, has your skin prevented you from working or
studying” uses dichotomous responses; where “yes” is scored as a “3” and a “no” requires answering an
additional sub-question, “Over the past week how much has your skin been a problem at work or
studying”. Responses for this sub-question range from “a lot” coded a “2”, to “not at all” coded a “0.”
The DLQI is calculated by summing the response to each question; the maximum score is *“30” and the
minjmum score is “0”. The higher the score, the lower the dermatologic quality of life. Guidelines for
interpreting the index are that the dermatologic condition has: 0-1 = no effect at all on patient's life; 2-5
= small effect on patient's life; 6-10 = moderate effect on patient's life; 11-20 = very large effect on
patient’s life; 21-30 = extremely large effect on patient's life.

Social Anxiety. Symptoms of social anxiety will be assessed using the Liebowitz Social Anxiety
Scale (Liebowitz, 1987), one of the most widely used scales to measure social anxiety. It consisis of 24
items designed to assess fear and avoidance in different situations that are likely to produce social
anxiety such as going to a party or speaking in public. For each situation, participants are first asked to
state how fearful or anxious they feel in that situation using a Likert scale that ranges from “none” O to
“severe” (3). Then they are asked to state how often they avoid that same situation using a Likert scale
that ranges from “never” (0) to “usually” (3). Responses are summed to create an overall anxiety score.
The scale is highly reliable (a >.70) and has discriminant and convergent validity when administered by
a clinician or through participant self-report (Cox, Ross, Swinson, & Direnfeld, 1998).

Depressive Symptomatology. We will assess depressive symptomatology using the Hospital
Anxiety and Depression Scale (HADS) (Zigmond and Snaith 1983), one of the most widely used
screening tools to identify symptoms of depression, anxiety and emotional distress amongst patients
being treated for a variety of clinical problems. It consists of 14 items, 7 of which assess generalized
symptoms of anxiety and the remaining 7 assess depressive symptomatology. Although the specific
wording of the item responses vary in accordance to the item, all responses are coded using a Likert
format ranging from “0” to “3” where the most positive response is coded a “0” and the most negative
response 2 “3”. The maximum score for each subscale is 21; higher scores are reflective of more
symptoms of anxiety or depression. HAD has pood psychometric properties. It is internally consistent
and has good reliability, convergence and discriminant validity (Herrmann 1997; Beck et al., 1997;
Herrero et al., 2003; Whelan-Goodinson et al., 2009; www.abiebr.com/node/410 downloaded
8/15/2014),

Self-esteem will be assessed using the Rosenberg Self-Esteem Scale (Rosenberg, 1965), one of the
most widely-used self-esteem measures in social science research. It consists of ten items designed to
assess respondent’s self-satisfaction, self-respect and other general feelings about himself/herself. The
response format is a four point Likert scale ranging from “strongly agree™ to “strongly disagree”, For
items 1, 2, 4, 6, 7: Strongly Agree=3, Agree=2, Disagree=1, and Strongly Disagree=0. For items 3, 5,8,
9, 10: Strongly Agree=0, Agree=1, Disagree=2, and Strongly Disagree=3. The scale ranges from 0-30,
higher scores indicating higher self-esteem. The scale has been used extensively and across 2 number of
different populations and it can be used as a unidimensional or a multi-dimensional scale with two
factor-structures, self-confidence and self-deprecation. It has high test-retest reliability with estimates
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ranging between .82 and .88 and Chronbach’s apha ranging between .77 and .88 (see Blascovich and
Tomaka, 1993 and Rosenberg, 1986 for further detail).

K. Potential Risks to Participants

Some participants may experience postinflammatory hyperpigmentation, pain and burning
sensation as a result of being treated with ALA-PDT, but these side-effects occur rarely and when they
do they are typically associated with longer incubation periods of 3 hours or longer. To minimize this
risk, we are proposing to use 1 hour incubation petriod, the shortest time possible to obtain the desired
sensitization. Consequently, we consider the risk level for this concern is of low magnitude and
duration. Individuals treated with ALA-PTA will experience short-term sensitivity to sunlight. This risk
is minimized by the brief incubation period we selected and the careful instructions we will provide to
participants regarding the need to protect themselves from exposure to sunlight. Thus, the risk is of low
magnitude and duration.

Some participants may temporarily experience fatigue, nausea, sleepiness and flu-like symptoms
60 to 90 minutes after MCT, similar but slightly stronger than those that some people experience after a
massage. Although these side-effects rarely occur, they are the by-product of the lymphatic system
flushing toxins from the body and they resolve within 24 hours. To minimize this risk, we will strongly
encourage participants to stay maximally hydrated to mitigate this side-effect. Thus, the risk is of low
magnitude and duration.

Some participants may experience psychological distress from responding fo some of the
questions in our assessment battery. They may be sensitive about reporting their feelings regarding how
acne affects their daily activities and social interactions or how sad, anxious or depressed they feel as a
result. We have taken steps to minimize this risk by ensuring that our research staff is well trained and
prepared to identify distress in our participants. Qur staff will remind participants that they have the
option of refusing to continue with the treatment or not answer any question that makes them feel
uncomfortable or anxious. The risk level for this concern is of low magnitude and duration.

Another risk is the potential for a breach of confidentiality from study materials being accessed
by non-autherized individuals or staff inadvertently divulging confidential information. The risk is
minimized by our extensive staff training regarding confidentiality protections and the strict procedures
we have in place to storing, de-identifying, and protecting all study materials. All study materials and
data will be identified with a unique identification number not the participant’s name and stored in
password protected files and secure computers. Thus, this concern is of low magnitude and duration.

L. Potential Benefit of the Research to Participant and Others

While participating in this study may not directly benefit all participants, it is likely that some
participants will experience improvement in their acne. The study has the potential to generate new
knowledge that may be used for the treatment of a debilitating, prevalent condition. It will provide
valuable information about safety and efficacy of using MCT in treating acne as well as preliminary
evidence on the use of a new combination therapy ALA-PDT with MCT. Additional knowledge to be
gained from this study derives from the use of psychosocial measures. Not only are we documenting the
physiologic outcomes of treatment, but we will also be able to describe patients” reactions and feelings
prior to, during and post treatment. Furthermore, if the results of this trial are promising, we will have
the necessary preliminary evidence to launch a large efficacy scale trial of a new therapeutic treatment
for acne.

12



M. Risk/Benefit Ratio _

Based on the evaluation of the potential risks associated with this study, the steps we will take to
minimize these risks, and the potential benefits to the individual and society, the risks seem reasonable
in relation to the anticipated benefits stated above.

N. Consent Forms
Consent form is attached.

O. PHI
Because this study is being conducted in a clinical setting, it has PHI.

P. Qualification of Investigators
The CVs of Investigators are attached to this protocol

Q. Timeline

F
. 1 ¢ Participant Treatment and Data analysis,
l Approva Months 16 Months 1-13 Months 14-24
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Data Collection Forms and
Measures



LOCATOR INFORMATION FORM

7. What is the best time to contact you?

. Name
First Middie Last
. What would you prefer to be called
. Address _
Street Apt. #
City State Zip Code

. Email

. Home Telephone Number Can we leave a message :l Yes
:’ No

. Cell Telephone Number Can we leave a message % Yes

No




DEMOGRAPHICS SECTION

What is your date of birth? mmiddlyyyy

How old are you? 18 - 30 = Years old
98 = Refuse to Answer

What Iis you gender? 1=Male
2=Female
What [s your race/ethnicity? 1= White, Caucasian, European not Hispanic
2= Hispanic or Latino
3= Black or African American
4= Asian or Oriental
§= Native American
= Other
88= Refuse to Answer
What is your highest level of formal education?
= Less than high school
= Some high school
= High School Diploma/GED
4= Some college or vocational school
= Vocational Degree
= College degree
= Some graduate work
= Master's degree
= Doctoral degree
10= Other
98= Refuse to Answer
What best describes your current employment status?
1= Working full-time
2= Working part-time
3= Working equivalent of full-time job through part-
time jobs
4= Unemployed and looking for work
5= Unemployed and not looking for work
6= School full-time
7= School part-time
8= Both work and school
9= QOther
98 = Refuse fo Answer




Thinking about the last 12 months, on average, after taxes, how much was your total nat (take
home) Income per MONTH? Include all your sources of income (workers comp, student
loan,Social Security, etc.).
1= Less than $500
4= Belwsen $501 & $1000
3= Between $1001 & $1500
4= Between $1501 & $2000
§= Between $2001 & $2500
6= Between $2501 & $3000
= Between $3001 & $3500
= Between $3501 & $4000
= Belween $4001 & $6000
10= Between $6001 & $8000
11 = More than $8000
98 = Refuse to Answer

What Is the zip/postal code where you currently five?




Screener

Safety and preliminary efficacy of combination photodynamic therapy with S-aminelevulinic acid and
microcurrent therapy for the treatment of acne vulgaris

Date: _ Screener:

Recruitment Source:

. How old are you?

(I less than 18 INELIGIBLE and HALT screener;
If older than 30, INELIGIBLE but continue screener)

. Are you pregnant or do you suspect being pregnant?
Yes No (if yes, INELIGIBLE but continue screener)

. Are you actively trying to get pregnant?
Yes No (I yes, INELIGIBLE but continue screener)

. Are you planning to get pregnant in the next 3 months?
Yes No (If yes, INELIGIBLE but continue screener)

. Are you taking oral contraceptive pills?
Yes No (if yes, INELIGIBLE but continue screener)

. Are you breastfeeding/lactating?
Yes No (i yes, INELIGIBLE but continue screener)

. Are you taking any medication for your acne?
Yes No

if yes what kind of medication? *
When was the last time you took your medication?

If oral retinoids in the past 6 months (INELIGIBLE but continue screener)
If oral antibiotic within the last 30 days (INELIGIBLE but continue screener)

If have received topical acne treatment (i.e. retinoids, antibiotics and anti-inflammatory agents or
chemical peeling) within the last 30 days (I[NELIGIBLE but continue screener)

* If respondent does not remember their medication ask the following probes:
- can you describe the medication... is it a pill? Is it a cream or Iotion that you put on your skin?
How often do you use it? If the respondent still cannot remember explain that this information is
important and ask them to provide it by contacting the research team, asking their provider, or
other reasonable steps.
(Continue screening but do not enroll because ehgzbduy cannot be determined)

. Do you have history of photo-sensitive dermalitis?

Yes No (If yes, INELIGIBLE but continue screener)
. Do you have a pacemaker?
Yes No (if yes, INELIGIBLE but continue screener}

Ineligible

Eligible and enrolled —___FEligible not interested



Particpant 1D

Lesions 1

Lesions 3

Lesions 5

Lesions 6

Lesions 9

Lesions 17




