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1
A

B
B

R
EV

IA
TIO

N
S 

A
bbreviation 

D
efinition 

A
E

A
dverse Event 

B
B

A
B

oston B
iom

edical A
ssociates 

C
R

F 
C

ase R
eport Form

s 
C

SR
 

C
linical Study R

eport 
FD

A
U

nited States Food and D
rug A

dm
inistration 

IT
T

Intent-To-Treat Population 
M

edD
R

A
 

M
edical D

ictionary for R
egulatory A

ctivities 
N

R
S 

N
um

erical R
ating Scale 

P-G
A

IS
Physician G

lobal A
esthetic Im

provem
ent Scale 

P-G
SQ

Physician G
lobal Satisfaction Q

uestionnaire 
PPP

Per-Protocol Population 
PR

A
Percutaneous R

adiofrequency A
blation 

PT
Preferred Term

 
SA

E
Serious A

dverse Event 
SA

P 
Statistical A

nalysis Plan 
S-G

A
IS 

Subject G
lobal A

esthetic Im
provem

ent Scale 
S-G

SQ
 

Subject G
lobal Satisfaction Q

uestionnaire 
SO

C
 

System
 O

rgan C
lass 

SO
P

Standard O
perating Procedure 

T
E

A
E

Treatm
ent Em

ergent A
Es 
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2
S

U
M

M
A

R
Y 

T
IT

L
E

 
A

n open-label, single-center, single-treatm
ent, safety and effectiveness evaluation of 

percutaneous radiofrequency in achieving subm
ental lift 

PR
E

FA
C

E 

This Statistical A
nalysis Plan (SA

P) describes the planned analysis and reporting for 
Therm

iG
en, LLC

 protocol Therm
i_0005 (A

n open-label, single-center, single-
treatm

ent, safety and effectiveness evaluation of percutaneous radiofrequency in 
achieving subm

ental lift). This study is being conducted to assess the safety and 
effectiveness of the Therm

iR
F in the treatm

ent of subm
ental skin laxity. 

 The follow
ing docum

ents w
ere review

ed in preparation of this SA
P: 

C
linical R

esearch Protocol Therm
i_0005, issued 10M

A
Y

2016 
C

ase report form
s (C

R
Fs) issued 18A

U
G

2016 for Protocol Therm
i_0005 

PU
R

PO
SE 

The purpose of this SA
P is to outline the planned analyses in support of the C

linical 
Study R

eport (C
SR

) for protocol Therm
i_0005. Exploratory analyses not necessarily 

identified in this SA
P m

ay be perform
ed to support the clinical developm

ent program
. 

A
ny post-hoc, or unplanned, analyses not identified in this SA

P w
ill be clearly 

identified in the respective C
SR

. 
ST

U
D

Y
 

O
B

JE
C

T
IV

ES  
The objective of this study is to assess the im

provem
ent in overall lift of the subm

ental 
area at 90 days as determ

ined by a quantitative assessm
ent based on 3D

 photography.

E
N

D
PO

IN
TS 

Prim
ary E

fficacy: The prim
ary efficacy endpoint is the im

provem
ent in overall lift of 

the subm
ental area at 90 days as determ

ined by a quantitative assessm
ent based on 3D

 
photography. 

Secondary Efficacy:  
The secondary endpoint is overall aesthetic im

provem
ent of the subm

ental area and 
jaw

line definition at D
ays 90 and 180 evaluated by the investigator and subject using 

the follow
ing subjective assessm

ents: 
1.

Q
ualitative assessm

ent based on 2D
 photography perform

ed by blinded panel
2.

Physician – G
lobal A

esthetic Im
provem

ent Scale Scores (P-G
A

IS)
3.

Subject – G
lobal A

esthetic Im
provem

ent Scale Scores (S-G
A

IS)
4.

Physician – G
lobal Satisfaction Q

uestionnaire (P-G
SQ

)
5.

Subject – G
lobal Satisfaction Q

uestionnaire (S-G
SQ

)
Each individual endpoint w

ill be based on study subject population response for each 
individual endpoint. 
 Safety: Safety w

ill be evaluated using the follow
ing m

easures: 
1.

N
um

erical R
ating Scale (N

R
S), a 10-point pain scale 

2.
Self-reported and observed adverse events 

 E
xploratory: A

lso of interest is the elasticity m
easurem

ent at D
ays 90 and 180. 

ST
U

D
Y

 D
E

SIG
N

 
This study is a prospective, single-center, open-label study for the evaluation of the 
Therm

iR
F device in the treatm

ent of subm
ental skin laxity. 

IN
T

E
R

IM
A

N
A

L
Y

SE
S 

N
o annual reports for the FD

A
 are anticipated prior to the end of data collection and 

database lock due to the short nature of this study. 
 A

 single interim
 analysis is planned to support a m

anuscript and presentation. Final 
study results w

ill not be m
ade available until post database lock. 

FIN
A

L
 A

N
A

L
Y

SE
S 

A
ll final planned analyses identified in this SA

P w
ill be com

pleted after the last subject
has com

pleted their 6 m
onth follow

 up.   
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3
S

EQ
U

EN
C

E O
F P

LA
N

N
ED

 A
N

A
LY

SES 

3.1
IN

TER
IM

 A
N

A
LY

SES 

3.1.1
A

N
N

U
AL

R
EPO

RTS
A

s this study is expected to be com
pleted w

ithin one year, no annual reports are anticipated at this tim
e. 

3.1.2
O

TH
ER

IN
TERIM

R
EPO

RTS
A

n aggregate review
 of data to support a publication and/or presentation is anticipated at this tim

e. The 
tim

ing of the interim
 report is expected to occur prior to database lock and prior to the final analysis. 

3.2
F

IN
A

L A
N

A
LY

SES A
N

D
 R

EPO
R

TIN
G 

A
ll final, planned, analyses identified in the protocol and in this SA

P w
ill be perform

ed only after the last 
subject has com

pleted the D
ay 180 follow

-up visit. K
ey statistics and study results w

ill be m
ade available 

to Therm
iG

en, LLC
 follow

ing database lock. A
ny post-hoc, exploratory analyses com

pleted to support 
planned study analyses,w

hich w
ere not identified in this SA

P, w
ill be docum

ented and reported as 
necessary. A

ny results from
 these unplanned analyses w

ill also be clearly identified as post-hoc analyses. 

4
S

TU
D

Y
 O

B
JEC

TIV
ES A

N
D

 E
N

D
PO

IN
TS 

4.1
S

TU
D

Y
 O

B
JEC

TIV
ES   

4.1.1
P

RIM
ARY

O
BJEC

TIVE/E
N

D
PO

IN
T

The prim
ary endpoint is an im

provem
ent of at least 20 m

m
2 in overall lift of the subm

ental area at D
ay 90 

as determ
ined by a quantitative assessm

ent based on 3D
 photography. 

4.1.2
SEC

O
N

D
ARY O

BJEC
TIVE/E

N
D

PO
IN

TS
The secondary endpoint is overall aesthetic im

provem
ent of the subm

ental area and jaw
line definition at 

D
ays 90 and 180 evaluated by the investigator and subject using the follow

ing subjective assessm
ents: 

1.
Q

ualitative assessm
ent based on 2D

 photography perform
ed by blinded panel

2.
Physician – G

lobal A
esthetic Im

provem
ent Scale Scores (P-G

A
IS)

3.
Subject – G

lobal A
esthetic Im

provem
ent Scale Scores (S-G

A
IS)

4.
Physician – G

lobal Satisfaction Q
uestionnaire (P-G

SQ
)

5.
Subject – G

lobal Satisfaction Q
uestionnaire (S-G

SQ
)

Each individual endpoint w
ill be based on study subject population response for each individual endpoint. 

4.1.3
SAFETY

E
N

D
PO

IN
TS

The safety endpoints w
ill be self-reported and observed adverse events along w

ith the reporting of the 
N

um
erical R

ating Scale (N
R

S) as a 10-point pain scale. 
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5
S

A
M

PLE S
IZE 

The null and alternative hypotheses are: 
 

H
0 : 

 
 0.45 (or 45%

) vs. 
H

a : 
 > 0.45 

 w
here 

 is the true proportion of subjects w
ith at least 20 m

m
2 lift.   U

nder the assum
ptions that  

 1. 
 = 0.70 (or 70%

) for subjects not prem
aturely w

ithdraw
ing from

 the study; and  
2. The dropout rate is 12.5%

 and all dropouts w
ill be considered as non-responders 

 a sam
ple of size 70 enrolled subjects provides approxim

ately 85%
 pow

er to reject the null hypothesis in 
favor of the alternative at a one-sided 

=0.05. 
  6

A
N

A
LY

SIS P
O

PU
LA

TIO
N

S 

6.1
IN

TEN
T TO

 T
R

EA
T P

O
PU

LA
TIO

N
 (ITT) 

The intent-to-treat (ITT) population for this study includes all subjects that signed the inform
ed consent 

form
, m

eet inclusion/exclusion criteria, and are enrolled in the study. The prim
ary efficacy analysis w

ill 
be perform

ed using this population. 

6.2
P

ER-P
R

O
TO

C
O

L P
O

PU
LA

TIO
N

 (PP) 
The per-protocol population (PP) for this study w

ill include all subjects w
ho have com

pleted the D
ay 90 

visit, have an evaluable photograph to m
easure the area of lift from

 the D
ay 90 visit, have not used an 

excluded m
edication, and do not have a m

ajor protocol violation (see A
ttachm

ent 1). 

6.3
S

A
FETY 

The safety population of this study w
ill include all enrolled subjects w

ho received at least one treatm
ent. 

For clarification purposes of the analysis populations described in sections 6.1 – 6.3, the follow
ing table 

from
 section 8.6.2 of the clinical protocol has been included here for reference (Table 1). 

T
able 1. Subject Status C

lassification 
C

lassification  
C

riteria
Screen Failure  

Signs the IC
D

 but does not m
eet entry 

criteria or w
ithdraw

s prior to V
isit 2.  

E
nrolled  

Signs the IC
D

 and m
et all 

inclusion/exclusion criteria  
T

reated
 

Signs the IC
D

 and successfully com
pletes V

2 
D

iscontinued/W
ithdraw

al  
Signed the IC

D
 but does not successfully 

com
plete any visits  

C
om

pleted  
Signs the IC

D
 and successfully com

pletes all 
study visits  
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6.4
R

A
TER

 A
G

R
EEM

EN
T P

O
PU

LA
TIO

N 
Thirty subjects, chosen in sequential order of enrollm

ent, w
ill have 2D

 photos taken at D
ay 60 in addition 

to those taken at baseline and days 90 and 180. These photos w
ill be used to test inter and intra rater 

reliability am
ong tw

o unblinded clinicians and three blinded clinicians. For m
ore details, see section 

10.2.1. 
 7

G
EN

ER
A

L ISSU
ES FO

R
 S

TA
TISTIC

A
L A

N
A

LY
SIS 

7.1
A

N
A

LY
SIS S

O
FTW

A
R

E 
A

nalysis data sets, statistical analyses and associated output generated by B
oston B

iom
edical A

ssociates 
(B

B
A

) w
ill be program

m
ed using SA

S®
 Softw

are version 9.4 or later or R
 version 3.2.3 or later. B

B
A

 
Standard O

perating Procedures (SO
Ps) w

ill be follow
ed in the creation and validation of all analysis 

datasets, tables, listings, figures and analyses. 

7.2
D

ISPO
SITIO

N
 O

F S
U

B
JEC

TS A
N

D
 W

ITH
D

R
A

W
A

LS 
A

ll subjects w
ho provide w

ritten inform
ed consent w

ill be accounted for, and for purposes of subject 
accountability com

pleteness, screen failures w
ill also be presented. The frequency and percent of subjects 

in each analysis population (percentages w
ill be based on num

ber of enrolled subjects). The num
ber and 

percent of ITT subjects w
ho com

pleted each scheduled assessm
ent w

ill be presented in a table. The 
num

ber and percent of ITT subjects w
ho prem

aturely w
ithdrew

 from
 the study w

ill be presented overall 
and by reason for discontinuation (subject w

ithdrew
 consent, subject term

inated prem
aturely by sponsor, 

subject non-com
pliance, adverse event/serious adverse event, other). 

A
 flow

 chart and listing w
ill also sum

m
arize subject accountability. 

7.3
M

ETH
O

D
S FO

R
 W

ITH
D

R
A

W
A

LS, M
ISSIN

G
 D

A
TA, A

N
D

 O
U

TLIER
S 

A
ll reasonable efforts w

ill be m
ade to obtain com

plete data for all subjects; how
ever, m

issing 
observations m

ost likely w
ill occur. For the prim

ary analysis on the prim
ary efficacy endpoint, m

issing 
data w

ill be im
puted as a non-responder (i.e., im

puted as “less than 20 m
m

2 lift”). In the case that a 
subject has a D

ay 60 im
age evaluation but is m

issing the D
ay 90 im

age evaluation, the D
ay 60 evaluation 

w
ill be carried forw

ard in the prim
ary endpoint analysis. A

s a sensitivity analysis, the prim
ary analysis on 

the prim
ary efficacy endpoint w

ill also be carried out only on subjects w
ith available data. For all 

rem
aining efficacy endpoints and for safety endpoints, there w

ill be no im
putation of m

issing data prior to 
analysis.  

Tables detailing m
issing data and analysis populations w

ill be provided in the final report. 

7.4
P

R
O

TO
C

O
L V

IO
LA

TIO
N

S 
Protocol violations w

ill be sum
m

arized in the C
SR

. This sum
m

ary w
ill include the num

ber and percent of 
subjects (overall and by site) w

ith each violation type. M
ajor protocol violations that m

ay exclude a 
subject from

 the PP analysis population are identified in a study evaluability checklist and are included in 
A

ttachm
ent 1. 
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7.5
M

U
LTIPLE C

O
M

PA
R

ISO
N

S A
N

D
 M

U
LTIPLIC

ITY 
N

o adjustm
ents for m

ultiple com
parison w

ill be m
ade, as secondary endpoints w

ill not undergo form
al 

statistical testing in support of labeling claim
s. 

7.6
A

SSESSM
EN

T O
F H

O
M

O
G

EN
EITY 

A
s this is a single-site study, no analysis w

ill be perform
ed for site hom

ogeneity. A
ssessm

ent of 
hom

ogeneity across sex, age groups, and condition types w
ill be perform

ed as outlined in Section 12. 

8
D

EM
O

G
R

A
PH

IC
S A

N
D

 O
TH

ER
 B

A
SELIN

E C
H

A
R

A
C

TER
ISTIC

S  

8.1
D

EM
O

G
R

A
PH

IC
S 

A
ge at screening (in years), sex (M

ale, Fem
ale), race (N

ot D
one, W

hite, B
lack or A

frican A
m

erican, 
A

m
erican Indian/A

laskan N
ative, A

sian, N
ative H

aw
aiian or O

ther Pacific Islander, U
nknow

n, O
ther), 

ethnicity, height (inches), w
eight (lbs), B

M
I, heart rate (bpm

), as w
ell as systolic and diastolic blood 

pressure (m
m

H
g) for all ITT subjects w

ill be sum
m

arized in a table. For continuous variables, the 
sum

m
ary w

ill include sam
ple size, m

ean, m
edian, standard deviation, m

inim
um

 and m
axim

um
. For 

categorical variables, the sum
m

ary w
ill include num

ber and percent of ITT subjects. 

8.2
P

R
IO

R
 A

N
D

 C
O

N
C

U
R

R
EN

T M
ED

IC
A

TIO
N

S 
A

 listing w
ill be provided detailing subjects’ m

edications, but no table is planned at this tim
e. 

8.3
 B

A
SELIN

E M
ED

IC
A

L H
ISTO

R
Y 

The m
edical history of all ITT subjects w

ill be sum
m

arized in a table. For each condition, the num
ber and 

percent of subjects w
ho do not have any history of the condition, w

ho currently have the condition, and 
w

ho have a resolved history of the condition w
ill be presented. 

8.4
S

C
R

EEN
IN

G
 P

H
Y

SIC
A

L E
X

A
M

 
A

ll subjects w
ill undergo a physical exam

ination for exam
ination of various body system

s.  For each 
body system

, the num
ber and percentage of ITT subjects considered norm

al and abnorm
al w

ill be 
presented. 

9
T

R
EA

TM
EN

T D
ETA

ILS  
For the ITT population, descriptive statistics of num

ber of incisions m
ade, num

ber of R
F passes, 

m
axim

um
 tem

perature reached, average tem
perature reached, surface tem

perature, and tim
e per unit area 

w
ill be presented. D

escriptive statistics consist of sam
ple size, m

ean, m
edian, standard deviation, 

m
inim

um
 and m

axim
um

.  These w
ill be presented for right-lateral, frontal, left-lateral, and total. 
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10
E

FFEC
TIV

EN
ESS A

N
A

LY
SES 

The follow
ing analyses w

ill be carried out on the ITT and PP populations. 

10.1
P

R
IM

A
R

Y
 E

FFEC
TIV

EN
ESS V

A
R

IA
B

LE 
The prim

ary endpoint is an evaluation of the proportion of subjects w
ith greater than 20 m

m
2 lift at D

ay 
90. The follow

ing hypothesis w
ill be tested: 

 
H

o: 
 

 0.45 (or 45%
) 

H
a: 

 > 0.45 (or 45%
) 

 
w

here 
 is the proportion of subjects w

ith greater than 20 m
m

2 lift at D
ay 90. Statistical sum

m
aries w

ill 
include the num

ber and percentage of subjects w
ith greater than 20 m

m
2 lift at D

ay 90 and a tw
o-sided 

90%
 confidence interval of the percentage based on the exact binom

ial distribution. A
 one-sided exact 

binom
ial proportion test w

ill be perform
ed at 

=0.05. For the ITT population, the analysis w
ill be carried 

out tw
ice as follow

s: 

1.
A

ny subject w
ith m

issing data at D
ay 60 and D

ay 90 w
ill be treated as non-response to the 

photography (prim
ary analysis). In the case that a subject has a D

ay 60 im
age evaluation but is 

m
issing the D

ay 90 im
age evaluation, the D

ay 60 evaluation w
ill be carried forw

ard in the 
prim

ary endpoint analysis. 
2.

A
ny subject w

ith m
issing data at D

ay 60 and D
ay 90 w

ill be rem
oved. In the case that a subject 

has a D
ay 60 im

age evaluation but is m
issing the D

ay 90 im
age evaluation, the D

ay 60 evaluation 
w

ill be carried forw
ard in the prim

ary endpoint analysis. 

10.2
S

EC
O

N
D

A
R

Y
 E

FFEC
TIV

EN
ESS V

A
R

IA
B

LES 
There w

ill be no im
putation of m

issing data before analyses on the follow
ing variables.  Subjects w

ith 
m

issing data for a given variable w
ill be excluded from

 analysis on that variable. 

10.2.1
V

ALID
ATIO

N
 O

F R
ATER’SA

SSESSM
EN

T
To assess the rater’s assessm

ent of im
provem

ent, a total of five clinicians w
ill review

 the 2D
 photography 

at both baseline and D
ay 60. Tw

o of the five w
ill be unblinded and w

ill have know
ledge of w

hich photos 
are from

 w
hich visit. The other three w

ill rem
ain blinded to the visit. A

ll raters w
ill be com

pared using 
C

ohen’s unw
eighted kappa statistic. B

ased on the Landis et al. scale, a substantial or alm
ost perfect 

agreem
ent am

ong raters w
ill validate the m

ethod. 

10.2.2
P

H
YSIC

IAN
 –

G
LO

BAL
A

ESTH
ETIC

IM
PRO

VEM
EN

T SC
ALE

SC
O

RES(P-G
AIS) 

Physician w
ill report P-G

A
IS on a scale of 1-5 at D

ays 60, 90 and 180. Tables w
ill sum

m
arize this in both 

the ITT and PP populations at each visit.  The sum
m

ary w
ill include the num

ber and percentage of 
subjects in each of the 5 categories and the tw

o-sided C
lopper-Pearson 95%

 C
I of the percentages. A

 
binom

ial test of proportions w
ill be carried out for those scoring 3 or greater verse those scoring 2 and 

low
er. 
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10.2.3
SU

BJEC
T

–
G

LO
BAL

A
ESTH

ETIC
 IM

PRO
VEM

EN
T SC

ALE
SC

O
RES(S-G

AIS) 
A

s in section 10.2.2, subjects w
ill report S-G

A
IS on a scale of 1-5 at D

ays 60, 90 and 180. Tables w
ill 

sum
m

arize this in both the ITT and PP populations at each visit. The sum
m

ary w
ill include the num

ber 
and percentage of subjects in each of the 5 categories and the tw

o-sided C
lopper-Pearson 95%

 C
I of the 

percentages. A
 binom

ial test of proportions w
ill be carried out for those scoring 3 or greater verse those 

scoring 2 and low
er. 

10.2.4
P

H
YSIC

IAN
 –

G
LO

BAL
SATISFAC

TIO
N

Q
U

ESTIO
N

N
AIRE

(P-G
SQ

)
Physician w

ill fill out the P-G
SQ

 at D
ays 60, 90 and 180. Tables w

ill sum
m

arize this in both the ITT and 
PP populations at each visit. The sum

m
ary w

ill include the num
ber and percentage of subjects in each of 

the categories and the tw
o-sided C

lopper-Pearson 95%
 C

I of the percentages. A
 binom

ial test of 
proportions w

ill be carried out to com
pare those assessed w

ith im
provem

ent versus no im
provem

ent. 
A

dditionally, a binom
ial test of proportions w

ill test satisfaction, by testing those grouped as “Satisfied” 
or “V

ery Satisfied” verse all others. Further, likelihood of recom
m

endation w
ill be tested am

ongst those 
responding “Likely” or “V

ery Likely” verse all others. 

10.2.5
SU

BJEC
T

–
G

LO
BAL

SATISFAC
TIO

N
 Q

U
ESTIO

N
N

AIRE (S-G
SQ

) 
Subjects w

ill fill out the S-G
SQ

 at D
ays 60, 90 and 180. Tables w

ill sum
m

arize this in both the ITT and 
PP populations at each visit. The sum

m
ary w

ill include the num
ber and percentage of subjects in each of 

the categories and the tw
o-sided C

lopper-Pearson 95%
 C

I of the percentages. A
 binom

ial test of 
proportions w

ill be carried out to com
pare those assessed w

ith im
provem

ent versus no im
provem

ent. 
A

dditionally, a binom
ial test of proportions w

ill test satisfaction, by testing those grouped as “Satisfied” 
or “V

ery Satisfied” verse all others. Further, likelihood of recom
m

endation w
ill be tested am

ongst those 
responding “Likely” or “V

ery Likely” verse all others. 

10.2.6
Q

U
ALITATIVE A

SSESSM
EN

T B
ASED

 O
N

 2D
P

H
O

TO
G

RAPH
Y

Subjects w
ill have 2D

 photographs taken at screening, D
ay 90 and D

ay 180. A
 blinded panel w

ill 
com

pare photographs and provide a qualitative assessm
ent of overall im

provem
ent in subm

ental area 
betw

een the photos using a five-point scale (1= “M
uch Im

proved”, 2= “M
inim

ally Im
proved”, 3= “N

o 
C

hange from
 B

aseline”, 4= “M
inim

ally W
orse”, 5= “M

uch W
orse”). Tables w

ill sum
m

arize the ratings 
by reader and the m

edian of the three readers by subject in both the ITT and PP populations at each visit. 
The sum

m
ary w

ill include the num
ber and percentage of subjects in each of the categories and the tw

o-
sided C

lopper-Pearson 95%
 C

I of the percentages. A
dditionally, a binom

ial test of proportions w
ill test 

im
provem

ent, by testing those grouped as “M
uch Im

proved” or “M
inim

ally Im
proved” verse all others.  

10.3
E

X
PLO

R
A

TO
R

Y
 E

FFIC
A

C
Y

 V
A

R
IA

B
LE - E

LA
STIC

ITY 
Elasticity is collected at baseline and D

ays 90 and 180. D
escriptive statistics (sam

ple size, m
ean, m

edian, 
standard deviation, m

inim
um

, m
axim

um
) of elasticity and of the change from

 baseline w
ill be presented 

at each visit. The tw
o-sided 95%

 confidence interval of the m
eans w

ill be presented. 
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11
S

A
FETY

 A
N

A
LY

SIS 
A

ll adverse events (A
Es) w

ill be coded using the standardized M
edical D

ictionary for R
egulatory 

A
ctivities (M

edD
R

A
) central coding dictionary, version 19.1 or greater. A

ll analyses described below
 w

ill 
be perform

ed on the Safety Population. 

11.1
N

U
M

ER
IC

A
L R

A
TIN

G
 S

C
A

LE (N
R

S) 
N

R
S w

ill be sum
m

arized for the Safety Population at D
ays 30, 60 (on the sam

ple of size 30), 90, and 180. 
C

hange from
 D

ay 30 to D
ays 60, 90 and 180, and change from

 D
ay 90 to D

ay 180 w
ill also be 

sum
m

arized. The sum
m

ary consists of the sam
ple size, m

ean, m
edian, standard deviation, m

inim
um

 and 
m

axim
um

. 

11.2
A

LL A
D

V
ER

SE E
V

EN
TS 

Sum
m

aries of incidence rates and relationship to the investigational device of individual treatm
ent 

em
ergent A

Es (TEA
E) by System

 O
rgan C

lass (SO
C

) and Preferred Term
 (PT) w

ill be prepared. A
 

treatm
ent em

ergent adverse event is defined as an event that started or w
orsened in severity at or after the 

first attem
pt at treatm

ent. B
ecause a subject m

ay experience m
ore than one TEA

E, sum
m

aries w
ill 

provide both the num
ber of subjects and the num

ber of events w
ithin a reporting period. Percentages 

provided w
ill be the percent of subjects in the Safety Population experiencing one or m

ore adverse events.  

A
 listing of all adverse events w

ill include the subject num
ber, A

E num
ber, days since procedure, the A

E 
SO

C
 and PT, the severity of A

E, w
hether or not the A

E is classified as serious (SA
E), the relationship of 

the A
E to the investigational device or procedure, the action taken, the outcom

e, and the adjudication 
status. 

A
Es w

ill be recorded for all enrolled subjects to tim
e of w

ithdraw
al, and reported in a table for all Safety 

subjects. 

11.3
A

D
V

ER
SE E

V
EN

TS L
EA

D
IN

G
 TO

 W
ITH

D
R

A
W

A
L 

A
 sum

m
ary of incidence rates (frequencies and percentages) of TEA

Es leading to study w
ithdraw

al, by 
SO

C
 and PT w

ill be prepared for the Safety Population. A
 data listing of A

Es leading to w
ithdraw

al w
ill 

also be provided, displaying details of the event(s) captured on the C
R

F. 

11.4
S

ER
IO

U
S A

D
V

ER
SE E

V
EN

TS (SA
E) 

Sum
m

aries of incidence rates and relationship to the investigational device/procedure of individual 
serious TEA

Es SA
Es by SO

C
 and PT w

ill be prepared. Sum
m

aries w
ill provide both the num

ber of 
subjects and the num

ber of events w
ithin a reporting period. Percentages provided w

ill be the percent of 
subjects experiencing one or m

ore serious adverse events. A
 data listing of SA

Es w
ill also be provided, 

displaying details of the event(s) captured on the C
R

F.  

11.5
D

EV
IC

E O
R

 P
R

O
C

ED
U

R
E R

ELA
TED

 A
D

V
ER

SE E
V

EN
TS 

Sum
m

aries of incidence rates of device and procedure related A
Es and SA

Es by SO
C

 and PT w
ill be 

prepared. Sum
m

aries w
ill provide both the num

ber of subjects and the num
ber of events w

ithin a 
reporting period. Percentages provided w

ill be the percent of subjects experiencing one or m
ore device or 
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procedure related adverse events. D
ata listings of device and procedure related A

Es and SA
Es w

ill also be 
provided, displaying details of the event(s) captured on the C

R
F.  

11.6
D

EA
TH

S 
Should any subjects die during the course of this study, relevant inform

ation w
ill be supplied in a data 

listing. 

12
P

LA
N

N
ED

 S
U

B
G

R
O

U
P A

N
A

LY
SES 

12.1
S

EX 
To understand any potential sex differences w

hich m
ay be relevant to this study, the prim

ary and 
secondary efficacy endpoints w

ill be evaluated for each sex separately w
ith the results side by side and 

presented in a table for the ITT analysis set. The purpose of this analysis is to assess consistency across 
the subgroups of sex.   

12.2
A

G
E 

To understand any potential differences am
ongst age groups w

hich m
ay be relevant to this study, the 

prim
ary and secondary efficacy endpoints w

ill be evaluated for age groupings (to be determ
ined at tim

e of 
analysis that creates an even dichotom

ous split) separately w
ith the results side by side and presented in a 

table for the ITT analysis set. The purpose of this analysis is to assess consistency across the subgroups of 
age.   12.3

P
ER-P

R
O

TO
C

O
L 

A
s stated in previous sections, all secondary endpoint analysis w

ill be reported in both the ITT and PP 
populations. 

A
dditional subgroup or exploratory analyses m

ay be com
pleted follow

ing database lock.  

13
R

EPO
R

TIN
G

 C
O

N
V

EN
TIO

N
S 

A
ll reporting w

ill m
eet the standards of B

B
A

 SO
P B

S002 and its associated w
ork instructions. The 

planned shells of output for the study report is provided in A
ttachm

ent 2. 

13.1
O

TH
ER

 R
EPO

R
TIN

G
 C

O
N

V
EN

TIO
N

S 
A

ll tables, figures, and data listings w
ill be presented in Portrait O

rientation, unless dim
ensions are 

such that Landscape orientation w
ould be easier to interpret. Tables, figures, and listings w

ill be 
presented on a single page w

henever possible. 
Each table w

ill have a supporting data listing. 
Legends w

ill be used for all figures w
ith m

ore than one variable or item
 displayed. 

A
ll date values w

ill be presented as D
D

M
M

M
Y

Y
Y

Y
 (e.g., 29A

U
G

2001) form
at. A

 four-digit year is 
preferred for all dates. 
A

ll tables, figures, and data listings w
ill have a version identifier and date/tim

e stam
p on the bottom

 
of each page of output. The analysis population w

ill be identified at the top of all tables, figures, and 
listings.  
The m

argins of all tables, figures, and listings w
ill be 0.5-1 inch overall.   
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The text of tables and listings w
ill be Tim

es N
ew

 R
om

an, 8-12 point. 
U

nless otherw
ise specified in this SA

P, all categorical variable sum
m

aries w
ill include %

 (n/N
) of 

each category if >2 categories, of m
ost im

portant category if 2 categories. 
U

nless otherw
ise specified in this SA

P, all continuous variable sum
m

aries w
ill include the m

ean, 
standard deviation, N

, m
edian, m

inim
um

, and m
axim

um
. 

M
inim

um
 and m

axim
um

 w
ill be reported w

ith the num
ber of significant figures as w

as reported on 
the C

R
F, w

hile m
edian, m

ean and standard deviation w
ill be reported w

ith have one m
ore decim

al 
place than the data.   
Percentages w

ill be reported to one decim
al place, unless m

ore precision is required for accuracy.   
P-values w

ill be reported to three decim
al places w

ith a leading zero (for exam
ple, 0.032). A

ny p-
values that are less than 0.001 w

ill be reported as <0.001. 
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A
TTA

C
H

M
EN

T 1. M
A

JO
R

 P
R

O
TO

C
O

L D
EV

IA
TIO

N
S 

E
V

A
LU

A
B

ILITY
 C

H
EC

K
LIST 

 A
ttached to SA

P as a reference. 
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A
TTA

C
H

M
EN

T 2. T
A

B
LE, F

IG
U

R
E, A

N
D

 L
ISTIN

G
 S

H
ELLS 

 A
ttached to SA

P as a reference. 



Appendix 1: Evaluability Checklist for Definition of Deviations (Major vs. Minor)

DEVIATION CATEGORY
DEVIATION

SUBCATEGORY

Selected for 
study?

Yes/No

MEETS THE 
DEFINITION OF 

MAJOR?

EXCLUDED 
FROM PER 
PROTOCOL 
ANALYSIS?

INFORMED CONSENT Yes

Role Responsible for Identification and Tracking:

Sponsor Clinical

Method of Identification:

Direct review of each subject’s signed ICF

a. Signed informed consent/assent not available on site Yes Y Y

b. Wrong informed consent/assent version signed Yes
Y 

Y

c. Informed consent not signed and/or dated by subject (or 
parent/Legally Acceptable representative, if applicable) Yes

Y 

Y

d. Informed consent/assent not signed and/or dated by 
appropriate site staff. Yes

Y 
N

e. Informed consent/assent not signed prior or at Visit 1 
following any study procedure Yes

Y 
Y

f. Other informed consent/assent deviations Yes Y 

Study Specific Details and Rationale:
A. Site to contact subject for copy of ICF for files If subject not provided copy of ICF or copy not available, follow instructions for C.
B. Assess follow-up and signing of correct version.  
C. Follow-up and document reason for oversight, inform IRB as required.  Counsel site.  
D. Assess impact with study team.  

ELIGIBILITY CRITERIA NOT MET NA Yes Yes



DEVIATION CATEGORY
DEVIATION

SUBCATEGORY

Selected for 
study?

Yes/No

MEETS THE 
DEFINITION OF 

MAJOR?

EXCLUDED 
FROM PER 
PROTOCOL 
ANALYSIS?

Role Responsible for Identification and Tracking:

Sponsor Clinical

Method of Identification:

Direct review of each subject’s source records when 
able.

Direct review of electronic data file (remote desk 
monitoring)

All eligibility criteria Yes Y N

Select eligibility criteria not met N Y Y

Study Specific Details and Rationale:
All eligibility criteria deviations are to be reviewed for consideration of important status.  

NOT WITHDRAWN AFTER DEVELOPING 
WITHDRAWAL CRITERIA Yes

Role Responsible for Identification and Tracking:

Sponsor Clinical
Method of Identification:

During monitoring visits, review of data.

a. Not withdrawn from study Yes Y Y

b. Not discontinued from study treatment Yes Y NA

c. Other deviation of not being withdrawn after developing 
withdrawal criteria

Yes Y NA

Study Specific Details and Rationale:

All protocol specified withdrawal criteria should be reviewed to determine the status of “important” and if documentation exists supporting the non-withdrawal of the subject as well 
as discussions between the investigator and the sponsor.   

EXCLUDED MEDICATION OR DEVICE Yes



DEVIATION CATEGORY
DEVIATION

SUBCATEGORY

Selected for 
study?

Yes/No

MEETS THE 
DEFINITION OF 

MAJOR?

EXCLUDED 
FROM PER 
PROTOCOL 
ANALYSIS?

Role Responsible for Identification and Tracking:

Sponsor Clinical

a. Medication or dose of medication, excluded by the 
protocol, was administered Yes Y N

b. Device, excluded by the protocol, was administered
(Example:   received another device treatment during 
study conduct)

Yes Y 
Y

Study Specific Details and Rationale:

All medication deviations should be reviewed to determine if documentation exists supporting the non-withdrawal of the subject as well as discussions between the 
investigator and the sponsor.  

VISIT COMPLETION Yes

Role Responsible for Identification and Tracking:

Sponsor Clinical

Method of Identification:

Data review.

a. Missed visit at critical data point Yes
Y Y

b. Missed any visit other than critical data point Yes
Y N

c. Out of window visit/phone contact Yes
N N

Study Specific Details and Rationale:

A. Missed visits will be reviewed for importance as follows:  is there a pattern of non-compliance, was the visit missed due to an AE/SAE, or because of safety management 
guidance.  Multiple missed consecutive visits/phone contact will be assessed.   Team will review these categories during reviews and determine importance.

ASSESSMENT OR TIME POINT COMPLETION Yes

Role Responsible for Identification and/or
Tracking:

a. Missed critical assessment (e.g., Photos for critical 
timepoint, questionnaires) Yes Y Y

b. Incomplete assessment Yes Y N

c. Assessment not properly performed Yes Y N



DEVIATION CATEGORY
DEVIATION

SUBCATEGORY

Selected for 
study?

Yes/No

MEETS THE 
DEFINITION OF 

MAJOR?

EXCLUDED 
FROM PER 
PROTOCOL 
ANALYSIS?

Sponsor clinical team

Method of Identification:

Data review

d. Out of window assessment (optional) Yes N N

e. Out of Window efficacy assessment (optional) Yes Y N

f. Out of Window safety assessment (optional) Yes Y N

g. Out of Window treatment administration (optional) N/A Y N

Study Specific Details and Rationale:  Part 1:
Overall, assessments will be reviewed to determine if there is a general pattern of non-compliance which may be determined by the team to be Important.
Missed VS and physical exam may impact subject safety if changes in these assessments cannot be evaluated.  AEs must be assessed to determine safety of IP.
Missed efficacy evaluations (i.e., questionnaires) will impact the data analysis and integrity of the study.

FAILURE TO REPORT SAFETY EVENTS PER 
PROTOCOL Yes

Role Responsible for Identification and Tracking:

Investigator, sponsor clinical team

Method of Identification:

Review of safety reports (spontaneous or voluntary 
reports)

a. SAE Occurred but was not reported.  SAE warranted
subject be discontinued but subject was not discontinued Yes Yes N

b. AEs of special interest not reported or not properly 
qualified by the PI for causality Yes No N 

c. Pregnancy occured Yes Yes N 

d. Other: Define: RASH (specific eCRF page) Yes Yes N 

Study Specific Details and Rationale:
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Table 1 

Analysis Populations 

  % (n/N) 
All Enrolled XX 

Intention to Treat Population (ITT) XX.X (X/XX) 

Per Protocol Population (PPP) XX.X (X/XX) 

Safety Population (SAF) XX.X (X/XX) 

Note: Percentages are based on "All Enrolled" 

 

Listing 1 
Analysis Populations 

Subject ID Enrolled ITT PP SAF 
XX-XXX Yes/No Yes/No Yes/No Yes/No
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Table 2 

Subject Accountability 

ITT Population 

Visit 
Eligible Missed Complete Early Exit 

N % (n/N) % (n/N) % (n/N) 

Screening XXX 
Procedure XX XX.X (X/XX) XX.X (X/XX) XX.X (X/XX) 
Day 30 XX XX.X (X/XX) XX.X (X/XX) XX.X (X/XX) 
Day 60 XX XX.X (X/XX) XX.X (X/XX) XX.X (X/XX) 
Day 90 XX XX.X (X/XX) XX.X (X/XX) XX.X (X/XX) 
Day 180 XX XX.X (X/XX) XX.X (X/XX) XX.X (X/XX) 

Note: Percentages are based on the number of subjects in the ITT Population. 
 
 

 

Listing 2 
Subject Accountability 

Subject ID Screening 
Date 

Procedure 
Date 30 Day Visit 60 Day Visit 90 Day Visit 180 Day 

Visit Study Exit Exit Reason 

XX-XXX Date9. Date9. Date9. Date9. Date9. Date9. Date9.  
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Figure 1. Subject Accountability Flowchart 
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Table 3 
Subject Demographics and Baseline Characteristics 

ITT Population 
    N=XX 
Age (years)   
   Mean ±SD (N) XX.X ± XX.X (XX) 
   Median (Min, Max) XX.X (XX, XX) 
Sex   
   Male XX.X (X/XX) 
   Female XX.X (X/XX) 
Race   

White XX.X (X/XX) 
Black or African American XX.X (X/XX) 
American Indian/Alaskan Native XX.X (X/XX) 
Asian XX.X (X/XX) 
Native Hawaiian or Other Pacific Islander XX.X (X/XX) 
Other [1] XX.X (X/XX) 
Unknown/Not done XX.X (X/XX) 

Ethnicity  
Hispanic XX.X (X/XX) 
Non Hispanic XX.X (X/XX) 

Height (inches)   
   Mean ±SD (N) XX.X ± XX.X (XX) 
   Median (Min, Max) XX.X (XX, XX) 
Weight (lbs)   
   Mean ±SD (N) XX.X ± XX.X (XX) 
   Median (Min, Max) XX.X (XX, XX) 
BMI   
   Mean ±SD (N) XX.X ± XX.X (XX) 
   Median (Min, Max) XX.X (XX, XX) 
Heart Rate (bpm)   

Mean ±SD (N) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) 

Blood Pressure - Systolic (mmHg)   
Mean ±SD (N) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) 

Blood Pressure - Diastolic (mmHg)   
Mean ±SD (N) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) 

[1] See supportive listing for specific details 
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Listing 3 
Subject Demographics and Baseline Characteristics 

Subject ID Age Sex Race Ethnicity Height (in.) Weight (lb.) BMI Heart Rate 
(BPM) SBP DBP 

XX-XXX XX XX XX XX XX XX XX XX XX XX 
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Table 4 
Medical History 
ITT Population 

  % (n/N) 
Aesthetic Procedures to the Lower Part of the Face and Neck   

Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Injury to the Head   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Severe Solar Elastosis   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Facial Wounds or Acute Infections in the Lower Part of the Face or Neck   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Immunodeficiency   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Injury Requiring Implants or Metal Stents   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Cancer   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Cardiovascular Disease   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Allergies   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 



Sponsor:   ThermiGen, LLC.   
Protocol Number:  Thermi_0005 
Protocol:  An Open-Label, Single-Center, Single-Treatment, Safety and Effectiveness Evaluation of Percutaneous Radiofrequency in Achieving Submental 

Lift
Version: Protocol Rev. A; SAP Rev. B 

Rev. B   CONFIDENTIAL       Page 7 of 50 

Psychiatric Disorders   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Congenital Anomaly   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

Other [2]   
Current condition XX.X (X/XX) 
Past, resolved XX.X (X/XX) 
No prior history XX.X (X/XX) 

[1] Subjects may have multiple past conditions, but will only be accounted for 
once for each separate condition with “Current” superseding “Past, resolved”. 
[2] See supporting listing for details 

 
 

Listing 4 
Medical History 

Subject ID 

Aesthetic 
Procedures to 

the Lower Part 
of the Face and 

Neck 

Injury 
to the 
Head 

Severe 
Solar 

Elastosis 

Facial Wounds 
or Acute 

Infections in the 
Lower Part of 

the Face or 
Neck 

Immunodeficiency 

Injury 
Requiring 

Implants or 
Metal 
Stents 

Cancer Cardiovascular 
Disease Allergies Psychiatric 

Disorders 
Congenital 
Anomaly 

Other 
(Specify) 

XX-XXX XX XX XX XX XX XX XX XX XX XX XX XX 
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Table 5 
Screening Physical Exam 

ITT Population 
  % (n/N) 
Eyes   

Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

Ears, Nose, Throat   
Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

Head and Neck   
Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

Heart   
Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

Chest and Lungs   
Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

Abdomen   
Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

General Appearance   
Normal XX.X (X/XX) 
Abnormal XX.X (X/XX) 
Not Done XX.X (X/XX) 

 
Listing 5 

Screening Physical Exam 

Subject ID Eyes Ears, Nose, 
Throat 

Head and 
Neck Heart Chest and 

Lungs Abdomen General 
Appearance 

XX-XXX XX XX XX XX XX XX XX
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Table 6 
Treatment Details 

ITT Population 
  Right-lateral (N=XX) Frontal (N=XX) Left-Lateral (N=XX) Total (N=XX) 

Number of Incisions          
Mean ± SD (N) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) 
Number of RF Passes         
Mean ± SD (N) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) 
Maximum Temperature Reached       
Mean ± SD (N) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) 
Average Temperature Reached       
Mean ± SD (N) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) 
Surface Temperature         
Mean ± SD (N) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) 
Time per Unit Area         
Mean ± SD (N) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) XX.X ± XX.X (XX) 
Median (Min, Max) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) XX.X (XX, XX) 

 
Listing 6a 

Treatment Details 
 Right - Lateral Frontal Left-Lateral 

Subject ID # 
Incisions 

# 
Passes 

Avg. 
Temp 

Max. 
Temp 

Surface 
Temp. Time # 

Incisions 
# 

Passes 
Avg. 

Temp 
Max. 
Temp 

Surface 
Temp. Time # 

Incisions 
# 

Passes 
Avg. 

Temp 
Max. 
Temp 

Surface 
Temp. Time 

XX-XXX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX 
 

Listing 6b 
Treatment Details 

 Total 

Subject ID # Incisions # Passes Avg. Temp Max. Temp Surface Temp. Time 

XX-XXX XX XX XX XX XX XX 
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Table 7.1 
Study Endpoints - Primary Endpoint 

ITT Population 

     
% (n/N) 

One-sided 
p-value [1] 

95% CI [2] 

Population 

  Improvement  20 mm2 at Day 90 ITT (missing subjects as failures) XX.X (X/XX) X.XXX (X.X, X.X) 
 Subjects with Day 90 missing data XX   
 Subjects with Day 60 data carried forward XX   
  Improvement  20 mm2 at Day 90 ITT (excluding missing subjects) XX.X (X/XX) X.XXX (X.X, X.X) 
 Subjects with Day 60 data carried forward XX   
[1] Null hypothesis is that the true percentage of subjects with  20 mm2 improvement is less than or equal to 45%. 

  P-value is calculated based on the one-sided exact binomial test. 

[2] Two-sided 95% Clopper-Pearson confidence interval of the percent of subjects with improvement. 
 
 

 
Listing 7.1 

Study Endpoints - Primary Endpoint 
Subject ID Analysis Population Day 60 Improvement Day 90 Improvement Endpoint 
XX-XXX XX XX or N/A XX or Missing XX 
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Table 7.1.1 
Study Endpoints – Qualitative Assessment for the 2D Imaging 

ITT Population [1] 
 Percent Agreement Kappa Statistic [2] 
Overall 
 XX.X (X/XX) X.XXX 
Subgroups [3] 

Reader 1-2 XX.X (X/XX) X.XXX
Reader 1-3 XX.X (X/XX) X.XXX
Reader 1-4 XX.X (X/XX) X.XXX
Reader 1-5 XX.X (X/XX) X.XXX
Reader 2-3 XX.X (X/XX) X.XXX
Reader 2-4 XX.X (X/XX) X.XXX
Reader 2-5 XX.X (X/XX) X.XXX
Reader 3-4 XX.X (X/XX) X.XXX
Reader 3-5 XX.X (X/XX) X.XXX
Reader 4-5 XX.X (X/XX) X.XXX
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Readers compared using Cohen’s unweighted Kappa statistic 
[3] Readers 1 and 2 were unblinded to image visit date, Readers 3, 4, and 5 were blinded to image visit date. 

 

Listing 7.1.1 
Study Endpoints – Qualitative Assessment for the 2D Imaging 

Subject ID Analysis Population Reader 1 Reader 2 Reader 3 Reader 4 Reader 5 
XX-XXX XX XX XX XX XX XX 
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Table 7.1.2 
Study Endpoints – Qualitative Assessment for the 2D Imaging at Day 60 

ITT Population [1] 
 Reader 1 [2] Reader 2 [2] Reader 3 [3] Reader 4 [3] Reader 5 [3] 
Based on your perceived Baseline vs. Day 60, how would you rate observed submental area change at Day 60?

Much Improved 
Minimally Improved 
No change from Baseline 
Minimally Worse 
Much Worse 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Reader unblinded to image visit date. 
[3] Reader blinded to image visit date. 

 
Listing 7.1.2 

Study Endpoints – Qualitative Assessment for the 2D Imaging 
Subject ID Analysis Population Reader 1 Reader 2 Reader 3 Reader 4 Reader 5 
XX-XXX XX XX XX XX XX XX 
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Table 7.2.1 
Secondary Endpoint – P-GAIS 

ITT Population with Available Data 

  Day 60 [1] Day 90 Day 180 
Assessment 95% CI[2] 95% CI[2] 95% CI[2] 
Physician - Global Aesthetic Improvement Scale (P-GAIS) 

5 (Very Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
4 (Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
3 (Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
2 (No Change) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
1 (Worse) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who have at least "Improved” [score of 3 or greater] 

 
Listing 7.2.1 

Secondary Endpoint – P-GAIS 
Subject ID Analysis Population Day 60 [1] Day 90 Day 180 
XX-XXX XX XX XX XX 
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Table 7.2.2 
Study Endpoints - S-GAIS 

ITT Population with Available Data 

  Day 60 [1] Day 90 Day 180 

Assessment   95% CI [2]   95% CI [2]   95% CI [2] 

Subject - Global Aesthetic Improvement Scale (S-GAIS) 
5 (Very Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
4 (Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
3 (Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
2 (No Change) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
1 (Worse) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who have at least "Improved” [score of 3 or greater] 

 
Listing 7.2.2 

Secondary Endpoint – S-GAIS 
Subject ID Day 60 [1] Day 90 Day 180 
XX-XXX XX XX XX 
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Table 7.2.3 
Study Endpoints - P-GSQ 

ITT Population with Available Data 
  Day 60 [1] Day 90 Day 180 

Assessment   95% CI [2]   95% CI [2]   95% CI [2] 
Physician - Global Satisfaction Questionnaire (P-GSQ) 
When looking at the photo images and respective to your clinician assessment during this visit, do you see any change on the treated area with respect to “improvement” of the skin and overall area?  

Yes, if “yes” please check all that apply:  XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
Less sagging on the jawline and cheeks  
Tighter/lift under the chin area  
Smoother skin texture  
Jaw line more defined  
Less wrinkles/lines  
Other  

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 

Compared to “BEFORE” treatment how does the subject’s skin feel today (check all that apply? 
 

Tighter 
Firmer 
Smoother 
No change from prior to treatment 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
 (X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
 (X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
 (X.X, X.X) 

How satisfied are you with the results of the treatment? 
Very Satisfied 
Satisfied 
Neutral 
Dissatisfied 
Very Dissatisfied 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

p-value [4] X.XXX X.XXX X.XXX 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who were marked "Improved” 
[4] p-value from Binomial Proportion Test for proportion of subjects who were marked "Satisfied” or “Very Satisfied” and “Likely” or “Very Likely” 
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Listing 7.2.3 
Study Endpoints - P-GSQ 

  Day 60 [1] Day 90 Day 180 
Subject 

ID 
Analysis 

Population 
Improvement? 
(All reasons) 

Skin 
Feel? Satisfaction? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? 

XX-XXX XX XX XX XX XX XX XX XX XX XX 
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Table 7.2.4 
Study Endpoints - S-GSQ 

ITT Population with Available Data 
  Day 60 [1] Day 90 Day 180 

Assessment   95% CI [2]   95% CI [2]   95% CI [2] 
Subject - Global Satisfaction Questionnaire (S-GSQ) 

Have you noticed any change with respect to “improvement” of the skin appearance of your neck?  
Yes, if “yes” please check all that apply:  XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 

Less sagging on the jawline and cheeks  
Tighter/lift under the chin area  
Smoother skin texture  
Jaw line more defined  
Less wrinkles/lines  
Other  

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 

Compared to “BEFORE” treatment how does your skin feel today (check all that apply?  
Tighter 
Firmer 
Smoother 
Make-up application easier 
Shaving easier 
No change from prior to treatment 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

How satisfied are you with the results of your treatment? 
Very Satisfied 
Satisfied 
Neutral 
Dissatisfied 
Very Dissatisfied 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

p-value [4] X.XXX X.XXX X.XXX 
How likely are you to recommend this treatment to family and friends?  

Very Likely 
Likely 
Neutral 
Unlikely 
Very Unlikely 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

p-value [4] X.XXX X.XXX X.XXX 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who were marked "Improved” 
[4] p-value from Binomial Proportion Test for proportion of subjects who were marked "Satisfied” or “Very Satisfied” and “Likely” or “Very Likely” 
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Listing 7.2.4 
Study Endpoints - S-GSQ 

  Day 60 [1] Day 90 Day 180 
Subject 

ID 
Analysis 

Population 
Improvement? 
(All reasons) 

Skin 
Feel? Satisfaction? Recommend? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? 

XX-XXX XX XX XX XX XX XX XX XX XX XX XX XX XX 
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Table 7.2.5 
Study Endpoints – Qualitative Assessment for the 2D Imaging at Day 90 and Day 180 compared to Baseline 

ITT Population 
 Day 90 
 Reader 1 95% CI [1] Reader 2 95% CI [1] Reader 3 95% CI [1] Total [3] 95% CI [1] 

Much Improved 
Minimally Improved 
No change  
Minimally Worse 
Much Worse 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

Improvement         
Yes XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [2] X.XXX  X.XXX  X.XXX  X.XXX  
 Day 180 
Much Improved 
Minimally Improved 
No change  
Minimally Worse 
Much Worse 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

Improvement         
Yes XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [2] X.XXX  X.XXX  X.XXX  X.XXX  

[1] Two-sided 95% Clopper-Pearson confidence interval. 
[2] p-value from Binomial Proportion Test for proportion of subjects who were marked "Much Improved” or “Minimally Improved” 
[3] Median of 3 Reader’s scores 

 
Listing 7.2.5 

Study Endpoints – Qualitative Assessment for the 2D Imaging 
  Day 90 Day 180 

Subject ID Analysis Population Reader 1 Reader 2 Reader 3 Reader 1 Reader 2 Reader 3 
XX-XXX XX XX XX XX XX XX XX 
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Table 7.3 

Study Endpoints - Exploratory Endpoint Elasticity 

ITT Population with Available Data 

  Baseline 
N= 

Day 90 
N= 

Day 180 
N= 

Assessment Mean ± SD (N) 
Median (Min, Max) 95% CI [1] Mean ± SD (N) 

Median (Min, Max) 95% CI [1] Mean ± SD (N) 
Median (Min, Max) 95% CI [1] 

Elasticity 

R0 XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) 

R2 XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) 

R5 XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) 

R7 XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) 

R9 XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX, XX) (X.X, X.X) 

Change from Baseline Elasticity 

R0 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) 

R2 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) 

R5 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) 

R7 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) 

R9 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX, XX) (X.X, X.X) 

[1] Two-sided 95% confidence interval of the percentage or the mean. 

Listing 7.3 
Study Endpoints - Exploratory Endpoint Elasticity 

Subject ID Analysis Population Baseline Day 90 
(Change from Baseline) 

Day 180 
(Change from Baseline) 

XX-XXX XX XX XX 
(XX) 

XX 
(XX) 
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Figure 2. Bar chart for R0 and R9 output 

 

Figure 3. Bar chart for R2, R5, and R7 output 
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Table 8.1.1 

Study Endpoints by Sex - Primary Endpoint 

ITT Population 

     
Male 

% (n/N) 
95% CI [1] 

 
Female 
% (n/N) 

95% CI [1] 

Population 

 Improvement  20 mm2 at Day 90 ITT (missing subjects as failures) XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX 
(X.X, X.X)) 

 Subjects with missing data XX XX 
 Subjects with Day 60 data carried forward XX XX 
 Improvement  20 mm2 at Day 90 ITT (excluding missing subjects) XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
 Subjects with Day 60 data carried forward XX XX 

[1] Two-sided 95% Clopper-Pearson confidence interval. 

 

Listing 8.1.1 
Study Endpoints by Sex - Primary Endpoint 

Subject ID Sex Analysis Population Day 60 Improvement [1] Day 90 Improvement Endpoint 
XX-XXX XX XX XX or N/A XX or Missing XX 
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Table 8.2.1.1 

Study Endpoints by Sex - P-GAIS 

ITT Population with Available Data 

  Day 60 [1] Day 90 Day 180 

  Male Female Male Female Male Female 

Assessment  % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

 % (n/N) 
95% CI [2] 

 % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

% (n/N) 
95% CI [2]  

Physician - Global Aesthetic Improvement Scale (P-GAIS) 

5 (Very Much Improved) XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

4 (Much Improved) XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

3 (Improved) XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

2 (No Change) XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

1 (Worse) XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 

 
Listing 8.2.1.1 

Secondary Endpoint by Sex – P-GAIS 
Subject ID Sex Analysis Population Day 60 [1] Day 90 Day 180 
XX-XXX XX XX XX XX XX 
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Table 8.2.1.2 

Study Endpoints by Sex – S-GAIS 

ITT Population with Available Data 

  Day 60 [1] Day 90 Day 180 

  Male Female Male Female Male Female 

Assessment  % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

 % (n/N) 
95% CI [2] 

 % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

% (n/N) 
95% CI [2]  

Subject - Global Aesthetic Improvement Scale (S-GAIS) 
5 (Very Much Improved) XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
4 (Much Improved) XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
3 (Improved) XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
2 (No Change) XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
1 (Worse) XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 

 
 

Listing 8.2.1.2 
Secondary Endpoint by Sex – S-GAIS 

Subject ID Sex Analysis Population Day 60 [1] Day 90 Day 180 
XX-XXX XX XX XX XX XX 
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Table 8.2.1.3 
Study Endpoints by Sex – P-GSQ 

ITT Population with Available Data 
  Day 60 [1] Day 90 Day 180 
  Male Female Male Female Male Female 

Assessment  % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

 % (n/N) 
95% CI [2] 

 % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

% (n/N) 
95% CI [2]  

Physician - Global Satisfaction Questionnaire (P-GSQ) 
When looking at the photo images and respective to your clinician assessment during this visit, do you see any change on the treated area with respect to “improvement” of the skin and overall area? 

Yes, if “yes” please check all that apply:  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Less sagging on the jawline and cheeks  
 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Tighter/lift under the chin area  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Smoother skin texture  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Jaw line more defined  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Less wrinkles/lines  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Other XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

No XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Compared to “BEFORE” treatment how does the subject’s skin feel today (check all that apply? 
 

Tighter XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Firmer XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Smoother XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

No change from prior to treatment XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

How satisfied are you with the results of the treatment? 

Very Satisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Satisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Neutral XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Dissatisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Very Dissatisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
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Listing 8.2.1.3 
Study Endpoints - P-GSQ 

  Day 60 [1] Day 90 Day 180 
Subject 

ID Sex Improvement? 
(All reasons) 

Skin 
Feel? Satisfaction? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? 

XX-XXX XX XX XX XX XX XX XX XX XX XX 
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Table 8.2.1.4 
Study Endpoints by Sex – S-GSQ 

ITT Population with Available Data 
  Day 60 [1] Day 90 Day 180 
  Male Female Male Female Male Female 

Assessment  % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

 % (n/N) 
95% CI [2] 

 % (n/N) 
95% CI [2] 

% (n/N) 
95% CI [2]  

% (n/N) 
95% CI [2]  

Subject - Global Satisfaction Questionnaire (S-GSQ) 
Have you noticed any change with respect to “improvement” of the skin appearance of your neck?  

Yes, if “yes” please check all that apply:  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Less sagging on the jawline and cheeks  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

 XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

 XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

 XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

 XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Other XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

No XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Compared to “BEFORE” treatment how does your skin feel today (check all that apply?  

Tighter XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Firmer XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Smoother XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Make-up application easier XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Shaving easier XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

No change from prior to treatment XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

How satisfied are you with the results of your treatment? 

Very Satisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Satisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Neutral XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Dissatisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 
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Table 8.2.1.4 
Study Endpoints by Sex – S-GSQ 

ITT Population with Available Data 
  Day 60 [1] Day 90 Day 180 
  Male Female Male Female Male Female 

Very Dissatisfied XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

How likely are you to recommend this treatment to family and friends?  

Very Likely XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Likely XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Neutral XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Unlikely XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Very Unlikely XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 

 
Listing 8.2.1.4 

Study Endpoints by Sex - S-GSQ 
  Day 60 [1] Day 90 Day 180 

Subject 
ID Sex Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? 

XX-XXX XX XX XX XX XX XX XX XX XX XX XX XX XX 
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Table 8.2.1.5 

Study Endpoints by Sex – Qualitative Assessment for the 2D Imaging at Day 90 and Day 180 compared to Baseline 

ITT Population with Available Data 

  Reader 1 Reader 2 Reader 3 Total [3] 

  Male Female Male Female Male Female Male Female 

Assessment  % (n/N) 
95% CI [1] 

% (n/N) 
95% CI [1]  

 % (n/N) 
95% CI [1] 

 % (n/N) 
95% CI [1] 

% (n/N) 
95% CI [1]  

% (n/N) 
95% CI [1]  

% (n/N) 
95% CI [1]  

% (n/N) 
95% CI [1]  

 Day 90 

Much Improved XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Minimally Improved XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

No change  XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Minimally Worse XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

Much Worse XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

XX.X (X/XX) 
(X.X, X.X) 

 Day 180 
Much Improved XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
Minimally Improved XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
No change  XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
Minimally Worse XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
Much Worse XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
XX.X (X/XX) 

(X.X, X.X) 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[1] Two-sided 95% Clopper-Pearson confidence interval. 
[3] Median of 3 Readers Scores 

  

 
Listing 8.2.1.5 

Study Endpoints by Sex – Qualitative Assessment for the 2D Imaging 

   Day 90 Day 180 
Subject ID Sex Analysis Population Reader 1 Reader 2 Reader 3 Reader 1 Reader 2 Reader 3 
XX-XXX XX XX XX XX XX XX XX XX 
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Table 8.3.1 
Study Endpoints by Sex - Exploratory Endpoint Elasticity 

ITT Population with Available Data 
  Baseline Day 90 Day 180 

  Male Female Male Female Male Female 

Assessment             

Elasticity – by each parameter 
Mean ± SD (N) 
Median (Min, Max) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

95% CI [1] (XX.X, XX.X) (XX.X, XX.X) (XX.X, XX.X) (XX.X, XX.X) (XX.X, XX.X) (XX.X, XX.X) 
Change from Baseline Elasticity – by each parameter 
Mean ± SD (N) 
Median (Min, Max) N/A N/A XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) 
XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) 

95% CI [1] N/A N/A (XX.X, XX.X) (XX.X, XX.X) (XX.X, XX.X) (XX.X, XX.X) 
[1] Two-sided 95% confidence interval of the percentage or the mean. 

Listing 8.3.1 
Study Endpoints by Sex - Exploratory Endpoint Elasticity 

Subject ID Sex Analysis Population Baseline Day 90 
(Change from Baseline) 

Day 180 
(Change from Baseline) 

XX-XXX XX XX XX XX 
(XX) 

XX 
(XX) 

 

NOTE: Tables 8.1.1, 8.2.1.1, 8.2.1.2, 8.2.1.3, 8.2.1.4 and 8.3.1 will be repeated for the Age (dichotomous or categorical group comparison) as 8.1.2, 8.2.2.1, 8.2.2.2, 8.2.2.3, 8.2.2.4, and 8.3.2 
to support the planned subgroup analyses  
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Table 9.1 

Study Endpoints - Primary Endpoint 
PP Population 

     
% (n/N) 

One-sided 
p-value[1] 

95% CI[2] 

Population 

Improvement  20 mm2 at Day 90 PP XX.X (X/XX) X.XXX (X.X, X.X) 

[1]Null hypothesis is that the true percentage of subjects with  20 mm2 improvement is less than or equal to 45%. 

  P-value is calculated based on the one-sided exact binomial test. 

[2[ Two-sided 95% Clopper-Pearson confidence interval. 

 
Listing 9.1 

Study Endpoints - Primary Endpoint 
Subject ID Analysis Population Day 90 Improvement Endpoint 
XX-XXX XX XX  XX 
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Table 9.1.1 
Study Endpoints – Qualitative Assessment for the 2D Imaging 

PP Population [1] 
 Percent Agreement Kappa Statistic [2] 
Overall 
 XX.X (X/XX) X.XXX 
Subgroups [3] 

Reader 1-2 XX.X (X/XX) X.XXX
Reader 1-3 XX.X (X/XX) X.XXX
Reader 1-4 XX.X (X/XX) X.XXX
Reader 1-5 XX.X (X/XX) X.XXX
Reader 2-3 XX.X (X/XX) X.XXX
Reader 2-4 XX.X (X/XX) X.XXX
Reader 2-5 XX.X (X/XX) X.XXX
Reader 3-4 XX.X (X/XX) X.XXX
Reader 3-5 XX.X (X/XX) X.XXX
Reader 4-5 XX.X (X/XX) X.XXX
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Readers compared using Cohen’s unweighted Kappa statistic 
[3] Readers 1 and 2 were unblinded to image visit date, Readers 3, 4, and 5 were blinded to image visit date. 

 

Listing 9.1.1 
Study Endpoints – Qualitative Assessment for the 2D Imaging 

Subject ID Analysis Population Reader 1 Reader 2 Reader 3 Reader 4 Reader 5 
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Table 9.1.2 
Study Endpoints – Qualitative Assessment for the 2D Imaging 

PP Population [1] 
 Reader 1 [2] Reader 2 [2] Reader 3 [3] Reader 4 [3] Reader 5 [3] 
Based on your perceived Baseline vs. Day 60, how would you rate observed submental area change at Day 60?

Much Improved 
Minimally Improved 
No change from Baseline 
Minimally Worse 
Much Worse 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Reader unblinded to image visit date. 
[3] Reader blinded to image visit date. 

 

Listing 9.1.2 
Study Endpoints – Qualitative Assessment for the 2D Imaging 

Subject ID Analysis Population Reader 1 Reader 2 Reader 3 Reader 4 Reader 5 
XX-XXX XX XX XX XX XX XX 

  



Sponsor:   ThermiGen, LLC.   
Protocol Number:  Thermi_0005 
Protocol:  An Open-Label, Single-Center, Single-Treatment, Safety and Effectiveness Evaluation of Percutaneous Radiofrequency in Achieving Submental 

Lift
Version: Protocol Rev. A; SAP Rev. B 

Rev. B   CONFIDENTIAL       Page 34 of 50 

Table 9.2.1 
Secondary Endpoint – P-GAIS 

PP Population with Available Data 

  Day 60 [1] Day 90 Day 180 
Assessment 95% CI[2] 95% CI[2] 95% CI[2] 
Physician - Global Aesthetic Improvement Scale (P-GAIS) 

5 (Very Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
4 (Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
3 (Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
2 (No Change) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
1 (Worse) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who have at least "Improved” [score of 3 or greater] 

 
Listing 9.2.1 

Secondary Endpoint – P-GAIS 
Subject ID Analysis Population Day 60 [1] Day 90 Day 180 
XX-XXX XX XX XX XX 
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Table 9.2.2 
Study Endpoints - S-GAIS 

PP Population with Available Data 

  Day 60 [1] Day 90 Day 180 

Assessment   95% CI [2]   95% CI [2]   95% CI [2] 

Subject - Global Aesthetic Improvement Scale (S-GAIS) 
5 (Very Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
4 (Much Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
3 (Improved) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
2 (No Change) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
1 (Worse) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who have at least "Improved” [score of 3 or greater] 
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Secondary Endpoint – S-GAIS 
Subject ID Day 60 [1] Day 90 Day 180 
XX-XXX XX XX XX 
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Table 9.2.3 
Study Endpoints - P-GSQ 

PP Population with Available Data 
  Day 60 [1] Day 90 Day 180 

Assessment   95% CI [2]   95% CI [2]   95% CI [2] 
Physician - Global Satisfaction Questionnaire (P-GSQ) 
When looking at the photo images and respective to your clinician assessment during this visit, do you see any change on the treated area with respect to “improvement” of the skin and overall area?  

Yes, if “yes” please check all that apply:  XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
Less sagging on the jawline and cheeks  
Tighter/lift under the chin area  
Smoother skin texture  
Jaw line more defined  
Less wrinkles/lines  
Other  

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 

Compared to “BEFORE” treatment how does the subject’s skin feel today (check all that apply? 
 

Tighter 
Firmer 
Smoother 
No change from prior to treatment 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
 (X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
 (X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
 (X.X, X.X) 

How satisfied are you with the results of the treatment? 
Very Satisfied 
Satisfied 
Neutral 
Dissatisfied 
Very Dissatisfied 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

p-value [4] X.XXX X.XXX X.XXX 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who were marked "Improved” 
[4] p-value from Binomial Proportion Test for proportion of subjects who were marked "Satisfied” or “Very Satisfied” and “Likely” or “Very Likely” 

 

Listing 9.2.3 
Study Endpoints - P-GSQ 

  Day 60 [1] Day 90 Day 180 
Subject 

ID 
Analysis 

Population 
Improvement? 
(All reasons) 

Skin 
Feel? Satisfaction? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? 

XX-XXX XX XX XX XX XX XX XX XX XX XX 
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Table 9.2.4 
Study Endpoints - S-GSQ 

PP Population with Available Data 
  Day 60 [1] Day 90 Day 180 

Assessment   95% CI [2]   95% CI [2]   95% CI [2] 
Subject - Global Satisfaction Questionnaire (S-GSQ) 

Have you noticed any change with respect to “improvement” of the skin appearance of your neck?  
Yes, if “yes” please check all that apply:  XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 

Less sagging on the jawline and cheeks  
Tighter/lift under the chin area  
Smoother skin texture  
Jaw line more defined  
Less wrinkles/lines  
Other  

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [3] X.XXX X.XXX X.XXX 

Compared to “BEFORE” treatment how does your skin feel today (check all that apply?  
Tighter 
Firmer 
Smoother 
Make-up application easier 
Shaving easier 
No change from prior to treatment 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

How satisfied are you with the results of your treatment? 
Very Satisfied 
Satisfied 
Neutral 
Dissatisfied 
Very Dissatisfied 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

p-value [4] X.XXX X.XXX X.XXX 
How likely are you to recommend this treatment to family and friends?  

Very Likely 
Likely 
Neutral 
Unlikely 
Very Unlikely 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

p-value [4] X.XXX X.XXX X.XXX 
[1] 30 subjects in sequential order of enrollment chosen for 60 day visit. 
[2] Two-sided 95% Clopper-Pearson confidence interval. 
[3] p-value from Binomial Proportion Test for proportion of subjects who were marked "Improved” 
[4] p-value from Binomial Proportion Test for proportion of subjects who were marked "Satisfied” or “Very Satisfied” and “Likely” or “Very Likely” 
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Listing 9.2.4 
Study Endpoints - S-GSQ 

  Day 60 [1] Day 90 Day 180 
Subject 

ID 
Analysis 

Population 
Improvement? 
(All reasons) 

Skin 
Feel? Satisfaction? Recommend? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? Improvement? 

(All reasons) 
Skin 
Feel? Satisfaction? Recommend? 

XX-XXX XX XX XX XX XX XX XX XX XX XX XX XX XX 
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Table 9.2.5 
Study Endpoints – Qualitative Assessment for the 2D Imaging at Day 90 and Day 180 

PP Population 
 Day 90 
 Reader 1 95% CI [1] Reader 2 95% CI [1] Reader 3 95% CI [1] Total [3] 95% CI [1] 

Much Improved 
Minimally Improved 
No change  
Minimally Worse 
Much Worse 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

Improvement         
Yes XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [2] X.XXX  X.XXX  X.XXX  X.XXX  
 Day 180   
Much Improved 
Minimally Improved 
No change  
Minimally Worse 
Much Worse 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 
XX.X (X/XX) 

(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 
(X.X, X.X) 

Improvement         
Yes XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
No XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) XX.X (X/XX) (X.X, X.X) 
p-value [2] X.XXX  X.XXX  X.XXX  X.XXX  

[1] Two-sided 95% Clopper-Pearson confidence interval. 
[2] p-value from Binomial Proportion Test for proportion of subjects who were marked "Much Improved” or “Minimally Improved” 

  [3] Median of 3 Readers scores 
 

Listing 9.2.5 
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Table 9.3 
Study Endpoints - Exploratory Endpoint Elasticity 

PP Population 
  Baseline  

N= 
Day 90  

N= 
Day 180  

N= 
Assessment  Mean ± SD (N) 

Median (Min, Max) 
95% CI of 
the Mean 

Mean ± SD (N) 
Median (Min, Max)  

95% CI of 
the Mean 

 Mean ± SD (N) 
Median (Min, Max) 

95% CI of 
the Mean 

Elasticity 

R0 XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) 

R2 XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) 

R5 XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) 

R7 XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) 

R9 XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) 

Change from Baseline Elasticity 

R0 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) 

R2 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) 

R5 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) 

R7 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) 

R9 N/A N/A XX.X ±  XX.X (XX) 
XX.X (XX.X, XX.X) (X.X, X.X) XX.X ±  XX.X (XX) 

XX.X (XX.X, XX.X) (X.X, X.X) 

[1] Two-sided 95% confidence interval of the percentage or the mean. 

 
Listing 9.3 

Study Endpoints - Exploratory Endpoint Elasticity 

Subject ID Analysis Population Baseline Day 90 
(Change from Baseline) 

Day 180 
(Change from Baseline) 

XX-XXX XX XX XX 
(XX) 

XX 
(XX) 
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Figure 4. Bar chart for R0 and R9 output [PP Population] 

 

Figure 5. Bar chart for R2, R5, and R7 output [PP Population] 
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Table 10 

Overall Treatment Emergent Adverse Events Summary [1] [2] 
Safety Population 

  

After Treatment  
Prior to Day 30 

After Day 30,  
up to Day 60  

After Day 60,  
up to Day 90 

After Day 90,  
up to day 180 

Total 

N=XXX N=XXX N=XXX N=XXX N=XXX 

  #  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

All Adverse Events XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

Device Related XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

Serious Adverse Events XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

Device Related XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

[1] Events reported as adjudicated or by site if not adjudicated 

[2] Denominators of time points are subjects past the visit window or with an event 
 
 

Listing 10 
Summary of Adverse Events 

Subject ID 
Adverse Event 

Number 
SOC 

(Preferred Term) 
Days Post 
Procedure 

Any Adverse 
Event 

Any Serious 
Adverse 

Event 
Event Related to Study Treatment 

XX-XXX XX XX XX XX XX XX 
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Table 11 
Overall Treatment Emergent Adverse Events Summary by System Organ Class and Preferred Term [1] [2] 

Safety Population 

  
After Treatment  
Prior to Day 30 

After Day 30,  
up to Day 60  

After Day 60,  
up to Day 90 

After Day 90,  
up to day 180 

Total 

N=XX N=XX N=XX N=XX N=XX 

  #  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

All Adverse Events XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

SOC 1 XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

PT 1.1 XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

PT 1.2 XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

SOC 2 XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

PT 2.1 XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

PT 2.2 XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

each System Organ Class XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

each Preferred Term XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

[1] Events reported as adjudicated or by site if not adjudicated 

[2] Denominators of time points are subjects past the visit window or with an event 
 
NOTE: This SOC and PT structure to be carried forward to tables  

Listing 11 
Summary of Adverse Events by SOC and PT 

Subject ID 
Adverse Event 

Number 
SOC 

(Preferred Term) 
Days Post 
Procedure 

Any Adverse 
Event 

Any Serious 
Adverse 

Event 
Event Related to Study Treatment 

XX-XXX XX XX XX XX XX XX 
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Table 12 

Overall Treatment Emergent Serious Adverse Events Summary by System Organ Class and Preferred Term [1] [2] 

Safety Population 

  

After Treatment  
Prior to Day 30 

After Day 30,  
up to Day 60  

After Day 60,  
up to Day 90 

After Day 90,  
up to day 180 

Total 

N=XX N=XX N=XX N=XX N=XX 

  #  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

All Serious Adverse Events XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

  each System Organ Class XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

    each Preferred Term XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

[1] Events reported as adjudicated or by site if not adjudicated 

[2] Denominators of time points are subjects past the visit window or with an event 
 

Listing 12 
Summary of Serious Adverse Events by SOC and PT 

Subject ID 
Adverse Event 

Number 
SOC 

(Preferred Term) 
Days Post 
Procedure 

Any Adverse 
Event 

Any Serious 
Adverse 

Event 
Event Related to Study Treatment 

XX-XXX XX XX XX XX XX XX 
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Table 13 

Device-Related Treatment Emergent Adverse Events Summary by System Organ Class and Preferred Term [1] [2] 

Safety Population 

  

After Treatment  
Prior to Day 30 

After Day 30,  
up to Day 60  

After Day 60,  
up to Day 90 

After Day 90,  
up to day 180 

Total 

N=XX N=XX N=XX N=XX N=XX 

  #  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

All Device-related AEs XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

  each System Organ Class XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

    each Preferred Term XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

[1] Events reported as adjudicated or by site if not adjudicated 

[2] Denominators of time points are subjects past the visit window or with an event 
 

Listing 13 
Summary of Adverse Events Related to Study Treatment 

Subject ID 
Adverse Event 

Number 
SOC 

(Preferred Term) 
Days Post 
Procedure 

Any Adverse 
Event 

Any Serious 
Adverse 

Event 
Event Related to Study Treatment 

XX-XXX XX XX XX XX XX XX 
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Table 14 
Device-Related Treatment Emergent Serious Adverse Events Summary by System Organ Class and Preferred Term [1] [2] 

Safety Population 

  

After Treatment  
Prior to Day 30 

After Day 30,  
up to Day 60  

After Day 60,  
up to Day 90 

After Day 90,  
up to day 180 

Total 

N=XX N=XX N=XX N=XX N=XX 

  #  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

All Device-related, Serious AEs XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

  each System Organ Class XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

    each Preferred Term XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

[1] Events reported as adjudicated or by site if not adjudicated 
[2] Denominators of time points are subjects past the visit window or with an event 

 
Listing 14 

Summary of Serious Adverse Events Related to Study Treatment 

Subject ID 
Adverse Event 

Number 
SOC 

(Preferred Term) 
Days Post 
Procedure 

Any Adverse 
Event 

Any Serious 
Adverse 

Event 
Event Related to Study Treatment 

XX-XXX XX XX XX XX XX XX 
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Table 15 

Treatment Emergent Adverse Events Leading to Withdrawal Summary by System Organ Class and Preferred Term[1] [2] 

Safety Population 

  

After Treatment  
Prior to Day 30 

After Day 30,  
up to Day 60  

After Day 60,  
up to Day 90 

After Day 90,  
up to day 180 

Total 

N=XX N=XX N=XX N=XX N=XX 

  #  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

#  
Events 

 Subjects 
w/Event 
% (n/N) 

All Adverse Events  XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

  each System Organ Class XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

    each Preferred Term XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) XX XX.X 

(X/XX) XX XX.X 
(X/XX) 

[1] Events reported as adjudicated or by site if not adjudicated 

[2] Denominators of time points are subjects past the visit window or with an event 
 

Listing 15 
Summary of Adverse Events Leading to Withdrawal 

Subject 
ID 

Adverse Event 
Number 

SOC 
(Preferred Term) 

Days Post 
Procedure 

Any Adverse 
Event 

Any Serious 
Adverse 

Event 

Event Related to Study 
Treatment 

Event Led to Subject 
Withdrawal 

Comments 

XX-XXX XX XX XX XX XX XX XX XX 
  



Sponsor:   ThermiGen, LLC.   
Protocol Number:  Thermi_0005 
Protocol:  An Open-Label, Single-Center, Single-Treatment, Safety and Effectiveness Evaluation of Percutaneous Radiofrequency in Achieving Submental 

Lift
Version: Protocol Rev. A; SAP Rev. B 

Rev. B   CONFIDENTIAL       Page 48 of 50 

Table 16 
Numerical Rating Scale (NRS) 

Safety Population 

  Day 30 Day 60 [1] Day 90 Day 180 

    N=XX   N=XX   N=XX   N=XX 

NRS         

     Mean ± SD (N) XX.X ±  XX.X (XX) XX.X ±  XX.X (XX) XX.X ±  XX.X (XX) XX.X ±  XX.X (XX) 

     Median (Min, Max) XX.X (XX.X, XX.X) XX.X (XX.X, XX.X) XX.X (XX.X, XX.X) XX.X (XX.X, XX.X) 

Change in NRS from Day 30 

     Mean ± SD (N) N/A XX.X ±  XX.X (XX) XX.X ±  XX.X (XX) XX.X ±  XX.X (XX) 

     Median (Min, Max) N/A XX.X (XX.X, XX.X) XX.X (XX.X, XX.X) XX.X (XX.X, XX.X) 

Change in NRS from Day 90 

     Mean ± SD (N) N/A N/A N/A XX.X ±  XX.X (XX) 

     Median (Min, Max) N/A N/A N/A XX.X (XX.X, XX.X) 

[1] 30 subjects in sequential order of enrollment chosen for 60 day visit.  

 
Listing 16 

Numerical Rating Scale (NRS) 
Subject ID Day 30 Day 60 Day 90 Day 180 
XX-XXX XX XX XX XX 
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Table 17 
Protocol Deviations 

ITT Population 

Category Reason Time Period 

N=XX 

#  Deviations 
Number of Subjects 

with Deviation  
% (n/N) 

    Enrollment XX XX.X (X/XX) 
    Baseline XX XX.X (X/XX) 
    Treatment XX XX.X (X/XX) 
    30 day follow-up XX XX.X (X/XX) 
    90 day follow-up XX XX.X (X/XX) 
    180 day follow-up XX XX.X (X/XX) 
      XX XX.X (X/XX) 
      XX XX.X (X/XX) 
      XX XX.X (X/XX) 
      XX XX.X (X/XX) 

 
Listing 17 

Protocol Deviations 
Subject ID Category Reason Time Period 
XX-XXX XX XX XX 
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Table 18 
Study Exit 

ITT Population 

    N=XX 
Study status, % (n/N)   

     Complete  XX.X (X/XX) 

     Early exit  XX.X (X/XX) 

Time to early exit (days)   

     Mean ± SD (N) XX.X ±  XX.X (XX) 

     Median (Min, Max) XX.X (XX.X, XX.X) 

Reason for early exit, % (n/N)   

     Subject withdrew consent [1] XX.X (X/XX) 

     Study terminated prematurely by sponsor XX.X (X/XX) 

     Subject non-compliance XX.X (X/XX) 

     Adverse Event/Serious Adverse Event [2] XX.X (X/XX) 

     Other [3] XX.X (X/XX) 
Note: Percentages are based on the number of subjects in the ITT Population. 
[1] See supporting listing for reasons for consent withdrawal 
[2] See supporting listing for adverse events/serious adverse events 
[3] See supporting listing for other reason for early exit 

 
 

  
Listing 18 
Study Exit 

Subject ID Study Status Time to Exit (Days) Reason for Early 
Exit Comments 

XX-XXX XX XX XX XX
 

 
 
 
 


