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List of Abbreviations

Abbreviation Term

AE Adverse Event

AMNIOEXCEL Plus AMNIOEXCEL® Plus Placental Allograft Membrane; the
investigational product

Apligraf a living, bi-layered skin substitute; the comparator investigational
product

CMH Cochran—Mantel-Haenszel

DFU(s) Diabetic foot ulcer(s)

eCRF Electronic Case Report Forms

EDC Electronic Data Capture

ITT Intention-To-Treat

LOCF Last Observation Carried Forward

LTFU Lost-to-Follow-Up

PP Per-Protocol

SAP Statistical Analysis Plan

SAS Statistical Analysis System, a software system for data analysis and
report writing. SAS is a group of computer programs that work
together to store data values and retrieve them, modify data,
compute simple and complex statistical analyses, and create reports.

SOC Standard of Care

T-AEPDFU-001
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1. Introduction

This document provides a detailed description of the statistical methods and procedures to be
implemented during the analysis of the clinical study. The methods and procedures are intended
to support the generation of study report, including detailed descriptions of the populations and
methodologies, as well as summary tables, listings and graphics.

This statistical analysis plan (SAP) is based on Version 3.0 of the Protocol# T-AEPDFU-001.

2. Study Objectives

2.1. Primary Efficacy Endpoint

The primary objective of this study is to compare outcomes associated with the use of
AMNIOEXCEL Plus Placental Allograft Membrane, Apligraf living, bi-layered skin substitute
and SOC in the management of DFUs.

2.2. Secondary Efficacy Endpoints

The secondary endpoints include:

e  Determine the proportion of subjects in each study arm with complete closure of the
study ulcer at or before 12 weeks of treatment.

e Determine the time to complete wound closure in each study arm.
e  Determine the rate of wound closure in each study arm.
e  Assess medical resource utilization outcomes in each study arm.

2.3. Exploratory Endpoints

e The proportion of subjects in each cohort whose wounds are closed at 4 weeks of
treatment.

e The effect of any covariate on the primary endpoint.

2.4. Safety Endpoints

The safety objective of this study is to assess adverse events associated with either of the
study treatments and/or all study procedures in the management of DFUs.
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3. Study Design
3.1. Overall Design

This is a prospective, multicenter, parallel-group, randomized, three-arm trial designed to
assess the proportion of ulcers achieving complete wound closure and confirmed 2 weeks later
in a population with adequate arterial circulation, following up to 11 weeks of either
AMNIOEXCEL Plus Placental Allograft Membrane with SOC, Apligraf bi-layered skin
substitute with SOC, or SOC alone.

Subjects will be randomized 1:1:1 to receive one of the following:
e AMNIOEXCEL Plus Placental Allograft Membrane with SOC
e Apligraf bi-layered skin substitute with SOC
e SOC alone
3.2. Scientific Rationale for Study Design

Prospective, multicenter, randomized studies provide the most objective methods for
analyzing the outcomes of multiple treatment groups. The use of a three-cohort study allows
simultaneous comparison of the treatment in question utilizing an active comparator and
current SOC, the true baseline.

3.3. Justification for Investigational Products/Treatments

While there may be generalizable evidence that all tissue-based allografts outperform SOC
therapies in the management of DFUs, the performance of specific products varies. Although
there is evidence that AMNIOEXCEL Amniotic Allograft Membrane outperforms SOC
procedures, AMNIOEXCEL Plus Placental Allograft Membrane has not been assessed as an
advanced wound therapy for DFUs.

The comparator treatment, Apligraf, has been investigated as an advanced treatment for
patients with DFUs and has been compared to SOC procedures.

The use of an offloading boot is a known and widely used SOC adjunctive therapy. Clinical
studies have shown that offloading with rigid boots provide a more aggressive healing rate as
compared to shoes, custom insoles, wheelchairs, bedrest, and/or crutches. The use of a boot
in this clinical trial, in addition to moist wound dressings, will provide the most robust baseline
to compare the active treatments (i.e., investigational products) against.
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3.4. End of Study Definition

The study is considered completed after all of the screened and enrolled (i.e., randomized)
subjects have completed all of their study treatments and been signed off by the investigative
sites in the electronic data capture (EDC) system.

4. Study Procedure

The flow chart and schedule for this study are as follows (sections 4.1 and 4.2). Additional
information concerning the conduct of the study can be found in the referenced protocol.

Confidential Page 9 of 23



€7 J0 01 93ed [eTIUSpFUO)D)

SIUBAT ISITAD . SILDAT FSIDALY o
SUGIIEOSIN TUETILOIUCT e SUQIIRI PN JUEULLOIUCT »
Auydesdoloye e (Fuiuaz15 10 1483%T) DY .
SIUDLUSSISSY JUDILEL % NEW » saueidwol B BLipediLO
"PISOI3 S| PUNOAN JT sBUISSD.P (3sia 15e) Jou (ageaydde 58 'TT 4Bnoiu: T 5P 1UBWIESY] JLualussassy
INOUBAYSBNUIIUOD BUILEOO e IUBWAPLAC e UDISNIISd JBINDSEA »
‘dn-ranyjo; AydeiSoioyg » wex3 [2sAyg e
1541} UD PB50|D SUIELUIRL BUNOM SUBLUSSISSY JUBIES AOIsIH paN
4 sindoa Ajuo dn-mojjos cUo0as W saiLdelFolR] e
] ¥
PISOP 5L PUNOM L SiNI20 AJUD e .___ 2l AnqiBig e
¥
/ IUBSLOD PRULCIU| -
£
\\\\\1\.\ /
e i :
1 i AN
{ ] [ |
) /
W
3 _
i
. ;L : & ) N N
8 2 2 N = a 4 5 ~ v 5 ~ 2 S 4 =
o i+ + 4 = i+ i+ - I+ [ I I e I = {+ i+
R 58] W W e 38 o w w L W W W [T [~ [Fe w
Q. =% o o o =% =% c =% =1 o. [*% o =% @ =% o
1] o w o 7} o %) a9 o W o P w o - [+Y] w
~< < ~ ~< ~ < B - < < ~ < - <l o ~ -
Wi W o i Wy wr W g % Wi v @ o v g [ i
® & B o v o el e e il o o e e o e i i e i o s e s e e e e e e i e o e i 7 e e e i < & ®
= = = = = = = 3 3 = 2 2 s 2 o N B
m D 1) D m 1) D < ] v o] D v I &
i T D it 1] ™ 2 T s o 17 D L I - = =
= = == = = bod ool = = b = o = bood = o P
— bt o - [ [Vl o0 ~ s3] L £ W L] o D o
o o N b = \ = >
v Eal
g
alie) jo plepuels £
[T I AT e e B B B B S S B S S SRS S B B B B S B L R B i B B e R £ St B S S B B S B e s g
L drMaay 81) JO piepuRlS + z4e4dldy Csuisin Buiusaris
e O D SO S R VPP P PP

3.3 JO plepuels + shid ;1IINIOINNY

eluayas Apnis i1 sandig

JeyD Mopg Apms I

ueld SIsATeuy [edUsHUEIS 10-NdAdI V-1 Ioquny S[o20301g BIZ21U]



€7 J0 11 93ed

[BLUOPIUOD)

“UCNRWLIOJU 340U J0} T°G
O3S 335 *2 ARp L0 3)8d Ut 13| 3G PInoys Fuissaup Juziaype-usy pasn Butaq jeididy 4 ;
T 210UICO) O5{F 335 ‘uoneTUOpuRS 13d 3jgeddde
Juawzesi] 306 01 pappe st peaBudy 0 $nid T30XI0INIAY = 120p0Id (sucheSnsasug,
100§ 31 JO WNSIOP LT U0 SI23N YUM 5133{GNS 350U J0) 2NASP A0 @ SB pIsn

4 AR 1009 "100§ 24l o ued WONGY 10 21310 UG $133N 10 pauinbal100q SUIPLOYD 4
LOUOD 308
o} pazrucpuel 3 AT00 sanunuey Apeq Suiuaans Juunp salueyd Sussaup ARRD DUD AR §

st s

A U130 J0 swoldiuAs fouds

30 2>u2s2:d 21epNNE J0 20AL PUR [2A3] "UORINPRI BRIR 31T 13310 'USIA Wianbasgns

YrEs 1Y CUCREMP {7 pUe uo1eds)

PIUXD S113EGNS ISIMIIYIO T U

PN IISIA T 18 SIUIWISSISSY 1RO APMIS |

H

SUGHLITIISUL P3EI3P 50§ 7°8 40 7°T°8 SUCIFS
235 uHOdIWA SIYL 10 M0 10U Avwu ButFews JeaSudy 01 PITUCPURL B3 sey DIlgns §) 5

AIBSSIIZU I SWSBP L01EBNSIAUY §)

USIA SIY 20 2jgerndde 10U B3Iy 13010 U0 PISEG UOISAING ,

dn-MO04 4O PISOP SLIBWSI PUNGH?

500 AJUC 7 USIA An-MOHCH 7T ¥23M AU PASOP 511330 3135d10) — USIA [eU0NE0 q
DISOPI ICU ST PUNOAL JI PILINPUOT - HSIA [PUORAQ o

SIUBAT BTIBAPY

x
x

x

SINPII04G P SPIPWUC)

IURESISSY (W

x| XX

MK X x| XK

x| XX x

LG I S

K x| >

2| x|

XX || X

M| x| X

KX =

K|

WK x

peld jeuonednssau)

>

uoneHUOpUR Y

x

=

a:o:mu__aad 1009

43187 40 pIRPUEILS

(SHBWEEISSY 4N

Aydesdoloyd

RUCRIETIEEEN

XX

P ] ] X X

b e S I S g

P e I A I P S

Ko P x| x| x

bl I > B 4 B

HKogx gy x| o) X

b S I I G D D 4 I 4

HKogx X x| x| x

HKopx | x| X x| X

XX Py x| kX

PO I > o
HKogXRixp x| XX

Mo X XKy XK X

MBARY
2suetdiun) IUne 3 4

TUTUISSITSY
:owmztuauﬁ:umg

uoleunuex3 jensiug

A0S [eNp A
= suydeidowsq

5 X

i x| x| X

BLI33 ) A 23

HIIA
pIPSUN

X

Yy AIH '® 1URSUO ) Uy

ELLA I E S £
ELYIaMm
o HSIA

:;,
1 %920
JLUSIA

kP £evg
a8 EEIY

SARP €344
LFEHFRM

sKep £30L
LT

hep £769
5%32M

shep £395
HNFIM

of WM

sARp 360

SAEP £320
K3 e

skepgrse
5B

SARP €387
SEH3IM

shep ¢317
£ 39M

ARp £3HT
s

SABD £34
T AN

Qk&& mbmmw £F8
uopen | ¥ T~
-wopueyl 7 USIA

shep garl-
AT
TH9A

(sieiap
10} 8 UOIDRG 33G)
SaNpIIOLY

SUSIA dip-moliod

FUELRTEY

_ Jupmaans

SANIAIDY JO 3MPIYS TP

ue[d sisk[euy [EONSHEIS

10-NJAdAV-L J9quinN s[050301d

rISIU]



Integra Protocols Number T-AEPDFU-01 Statistical Analysis Plan

S. Sample Size Determination and Rationale

Total of 114 subjects, 38 per cohort, will be enrolled, inclusive with an expected 20% in-study
attrition rate.

It is assumed that the maximum wound closure rate is 90% with no difference between the
study cohorts. Based on the 38 subject per cohort sample size, the half width of the 95%
confidence interval for the wound closure rate is 13.5%. However, the study is not adequately
powered for hypothesis testing.

6. Randomization and Blinding

A randomization code has been developed by the Sponsor’s Statistical and Data Management
teams and have entered it into the EDC system used for data collection. Only these teams will
know or have access to these codes and/or the software systems used by the study’s investigators.
Randomization via the EDC system will only occur on Day 0 of the study after a subject meets all
of the inclusion and exclusion criteria set forth in this protocol.

Randomization will be used to minimize bias in this open label study. Randomization will
occur in a 1:1:1 ratio and use a mixed block methodology. No blinding is possible. As well, no
analytical blinding will occur during data review and/or analysis.

7. Interim Analysis

An interim analysis will occur after 50% of subjects have met the primary endpoint of the
study. Descriptive statistics will be provided. Primary and secondary endpoints will be evaluated
at the time of interim analysis. There is no hypothesis testing for the interim analysis, and thus no
alpha allocation is considered.

8. Analysis Populations

8.1. Intent-to-Treatment Population

The Intent-to-Treat (ITT) population, defined as all randomized subjects who received at
least one application of study intervention, will be the primary population for the analysis of
primary and secondary efficacy endpoints.
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9.

8.2. Per Protocol Population

The Per Protocol (PP) population, defined as all subjects in the ITT population for whom
there were no major protocol violation, will be used as supportive for the analyses of the
primary and secondary endpoints.

For the per protocol analysis, no data points will be imputed, all missing values will
remain as missing.

8.3. Safety Population

The Safety population is defined as all subjects receiving the allocated treatment after
randomization. This population will be used for the analysis of safety endpoints.

Description of Efficacy Endpoints and Analyses

The primary analysis of the primary efficacy endpoint will be performed using the ITT

population. The sensitivity analysis of the primary endpoint will be performed using the PP
population. All secondary efficacy endpoints will be performed using the ITT population. Safety
analysis will be based on the safety population.

In efficacy or exploratory analyses, covariate analyses will be conducted to assess the impact

of various prognostic factors on closure and to demonstrate the robustness of the primary analysis.
Prognostic factors (i.e., covariates) will be included if they are found to be contributing factors
(i.e., the individual covariate p-value is less than 0.10). Potential prognostic factors to be

considered include:

* Ulcer area * Duration of ulcer
* Gender * HbAlc

*Ulcer Location * Diabetes type

* Race * Nicotine Use

* Baseline BMI

9.1. Primary Endpoint Analysis

The primary endpoint of this study is the incidence of complete wound closure, as assessed
by the Investigator at or before Week 12 of the Treatment Phase and confirmed closed 2 weeks
later. Confirmed complete wound closure is defined as complete skin re-epithelialization that
is without drainage or dressing requirements two weeks later.

Confidential Page 13 0of 23
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A subject is considered to have a closed wound (i.e., a closure success) if the subject’s
treated wound closes between week 1 and 12 and is noted by the site as closed on both follow-
up visits.

A subject is considered to not have a closed wound (i.e., a closure failure) if they meet any
of the following:
e the subject’s treated wound does not close by week 12
e the subject’s treated wound closes between week 1 and 12 and is noted as open on
either or both of the follow-up visits.

A subject is considered to have an undetermined wound closure if the subject’s treated
wound closes between week 1 and 12 and the subject misses either or both of the follow-up
visits. These subjects may become part of extended analyses.

The primary analysis will be conducted on the ITT population. The proportion of subjects
with confirmed closed study wound, as assessed by the investigator, will be compared between
AMNIOEXCEL Plus and Apligraf, and AMNIOEXCEL Plus and SOC. The proportion of
subjects with confirmed complete wound closure will be compared using the Cochran-Mantel—
Haenszel (CMH) test and logistic regression. '

For the primary efficacy analysis, missing values will be imputed using last observation
carried forward (LOCF). The differences in confirmed complete wound closure rate between
treatment arms will be summarized along with 95% confidence intervals.

A point estimate of the incidence will be presented along with its associated exact 95%
confidence interval based on the binomial distribution for Active Treatment and Control
Treatment patients respectively.

The complete wound closure as assessed by the Investigator at the end of the Treatment
Phase will be listed for each patient.

In addition, subgroup analyses of the primary endpoint will be performed for age, sex, race,
region, and other groupings if appropriate.

9.2. Secondary Endpoint Analysis

The secondary endpoints that will be analyzed as part of this trial are as follows:

e Proportion of subjects with complete closure of the study ulcer at or before Week
12 and confirmed 2 weeks later as assessed by computerized planimetry.

Confidential Page 14 0f 23



Integra Protocols Number T-AEPDFU-01 Statistical Analysis Plan

e Proportion of subjects with complete wound closure of the study ulcer at or before
Week 12 and confirmed 2 weeks later as assessed by independent, blinded,
assessment of photographs.

e The Time to complete wound closure, as assessed by the Investigator.

e The Time to complete wound closure, as assessed by computerized planimetry.

e For those wounds that have closed, the rate of wound closure for each group, as
assessed by computerized planimetry.

e Medical resource utilization associated with management of DFU and related
complications as determined by a comparison of estimated costs from the presumed
billing codes which would have been used for each patient. The summary will be
provided by an independent group, results will not be included in this analysis

Proportion of ulcers with complete wound closure during the treatment phase as assessed
by planimetry will be compared using Logistic Regression with specified baseline covariates
in the model.

Time to complete wound closure will be analyzed using the Log-rank test or Cox
Proportional Regression Model. The Kaplan-Meier methods will be used to present the
distribution of time to complete wound closure.

Summary statistics will be provided for the rate of wound closure for the two treatment
groups.

9.3. Exploratory Endpoint Analysis

Exploratory analyses will be performed to examine wound closure status at Week 4 of
Treatment and wound closure status at the 2-week follow-up visit

Proportion of subjects with confirmed complete wound closure of the study ulcer at week
4 Treatment Phase, and at the 2-week follow-up visit as assessed by computerized planimetry
for each of the treatment groups will be summarized. A point estimate will be presented along
with the exact 95% confidence interval based on the binomial distribution.

Exploratory analysis to identify prognostic factors for predicting complete wound closure
may be performed. Prognostic factors (i.e., covariates) will be included if they are found to be
contributing factors (i.e., the individual covariate p-value is less than 0.10). Potential
prognostic factors to be considered include:

» Ulcer area e Duration of ulcer
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* Gender * HbAlc
*Ulcer Location * Diabetes type
* Race * Nicotine Use
* Baseline BMI

9.4. Ad hoc Analyses

The following ad hoc analyses were designed.

e Number of applications per patient analysis, all wounds, healed, and non-healed
wounds by treatment

® % of ulcer size reduction at the last visit of the treatment visit, all wounds, healed,
and non-healed by treatment

¢ For all wounds, and non-healed wounds , the rate of wound closure for each
group, as assessed by computerized planimetry by treatment

9.5. Missing Data

For primary efficacy evaluation of data points, the last available observation (LOCF) will
be used. In the analyses of using the planimetry data, the last available planimetric value will
be used for a discontinued subject. All subjects discontinued during the treatment period and
before 100% wound closure during the treatment phase of the study will not be replaced and
will be considered treatment failures for evaluating the primary and secondary endpoints.

10. Description of Other Variables and Analyses

10.1. General Statistical Considerations

All study data collected in the eCRF will be presented in subject data listings. Statistical
analyses will be performed using SAS® for Windows, version 9.4 or later. Descriptive
statistics (e.g., n, mean, standard deviation, median, etc.) will be calculated by treatment group
for continuous variables. Frequencies and percentages will be presented by treatment group
for categorical variables.

Unless otherwise specified, all testing will be performed using two-sided test at the 0.05
level of significance.

Confidential Page 16 of 23



Integra

Protocols Number T-AEPDFU-01 Statistical Analysis Plan

10.2. Study Subjects

10.2.1. Subject Disposition

The disposition of all subjects who sign an ICF will be provided. The numbers of
subjects screened, randomized, completed, and discontinued during the study, as well as
the reasons for all post-randomization discontinuations will be summarized by treatment
group, for all sites combined and each site separately. Disposition and reason for study
discontinuation will also be provided as a by-subject listing.

10.2.2. Discontinuations and Protocol Deviation

Protocol deviations will be identified and listed by study sites based on the definitions
and constraints set forth in section 10.1.9 of the protocol.

10.2.3. Demographic and Baseline Characteristics

Demographic data including but not limited to age, race, gender, ethnicity, nicotine use
and other baseline characteristics, but not limited to medical and surgical history will be
tabulated by treatment and overall. Summarized demographic data will include mean,
standard deviation, median, minimum and maximum; as well as analogous summary
statistics for presenting diagnosis and other relevant patient characteristic factors.

Physical examination (including vitals) will be performed and data will be summarized
using descriptive statistics.

10.3. Concomitant Medications and Medical History

Concomitant Medications and Medical History data will be listed for each subject.

10.4. Ulcer Assessment

Data for below questions will summarized by visit using descriptive statistics

s Ulcer Infection Assessment

* Location of Study Ulcer

* Extent of Ulceration

» Ulcer Infection Assessment

= Investigator Assessment of Wound Closure

»  Ulcer Exudate Assessment
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=  Compliance Assessment

10.5. Ulcer Treatment
Data for below questions will be summarized using descriptive statistics by visit.

= Investigational Product Information

» Investigational Product Outer Dressings
* AMNIOEXCEL® Plus Re-application

*  Apligraf®Re-application

= Sharp Debridement

»  Ulcer Photography

= Standard of Care Treatment,

»  Dressing Supplies

» Off-loading Information

10.6. Safety Analysis

Safety will be assessed through reports of adverse events and serious adverse events.
Adverse Events related to the device, study ulcer and/or study procedures and all Serious
Adverse Events will be recorded.

All safety parameters will be summarized descriptively by treatment. No inferential
statistics are planned.

10.7. Adverse Events

Adverse events will be coded using the MedDRA Medical Dictionary. Treatment Emergent
AE’s (TEAE) are defined as events with an onset on or after the first randomized treatment.
TEAESs will be summarized by treatment group, System Organ Class, and preferred term. The
following TEAE summaries will be provided:

= TEAEs by severity grade
= TEAE:s by relationship to study treatment.

In addition, separate summaries of serious adverse events, and adverse events resulting in
discontinuation of study treatment will be presented.

The safety population will be used for the safety analyses. Summary will be provided by
subject and by adverse events. Subjects will be counted only once for subject-based analysis.
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If the same event changes in severity for a subject, the worst severity will be reported. Subjects
could be counted more than once for AE-based analysis, all AEs will be reported for AE-based
analysis.

An adverse event is considered to be treatment emergent if (1) it was not present when the
active phase of the study began, and it is not a chronic condition that is part of the subject’s
medical history; or (2) it is present at the start of the study or as part of the subject’s medical
history, but the severity or frequency increased during the active phase. The active phase of
the study begins on the day of the first dose of test article and the last dose of test article.

Treatment-emergent adverse events (TEAE) will be summarized for each treatment group
by body system and preferred term. The severity of all adverse events will be determined by
the investigator’s judgment and classified as mild, moderate or severe.

Treatment groups will be compared with respect to the incidence of adverse events (all and
TEAESs) and the proportion of subjects withdrawing from the study for adverse events by
reason of withdrawal. Comparisons will be made overall, by body system and by preferred
term and will be further categorized by severity and by study drug relationship.

10.8. Physical Examination

Data summary will be provided for Physical Examination, including:

*  Physical Exam

=  Vital Signs

= Vascular Perfusion Assessments
= Multiple DFUs

11. Statistical Methods and Issues

The statistical analysis will be performed by the Clinical Biostatistics Department and/or
an approved external vendor.

11.1. Methods of Analysis

11.1.1. Efficacy Endpoints

Confidence interval for proportions:

The method used to compute the two-sided 95% confidence interval (CI) for a single
proportion will be the ‘exact” method of Clopper and Pearson. For two proportions, the
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two-sided 95% CI for the proportion difference will be calculated based on the Z-test with
continuity correction.

11.1.2. Standard calculations

The following calculations will be used:

Equation 1. Age of Ulcer

(date of ulcer at baseline — date of birth + 1))

Age = mt( 365.25

Equation 2. Clinical Trial Duration for a Subject

For subjects completing the study:

2a) Duration (days) = Final Follow up visit date —
Randomization Visit Date

If a subject has not finished treatment (e.g., withdrawals, loss-to-follow-up, etc.)

2b) Durationyiparawa(days) = Date of Withdrawal —
Randomization Date + 1

Equation 3. Duration of Adverse Events

Duration,r = Onset Date,r — Randomization Datess + 1

Equation 4. Time to Complete Wound Closure

4a) Days to Complete Wound Closureyestigator—-based =

(Date of Last Confirmation Visitgp.) —
(Randomization Date) + 1

Important: This metric will only be calculated for subjects who achieve investigator-
based complete wound closure.

EDC: Indicates closure as defined in the EDC system; the investigator-noted closure.
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4b) Days to Complete Wound Closurep,gnimetric =
(Date of Last of Two Successive Readings of 0cm2TA) -

(Randomization Date) + 1

Important. Planimetric wound closure will only be calculated for subjects who achieve
planimetric-based complete wound closure during the Treatment Phase.

TA: Size from imaging vendor (Tissue Analytics, Inc.) database.

Equation 5. Rate of Wound Closure

7 X (Area ine — Areag;
Rate of Wound Closure (%0 Area/Wee ) = (Aregpaseiine finat)

Areap seline X Duration

Equation 6. Costs Associated with Applied CPT or DRG Codes

6a) CPT Total Costsygy-wige = 2. Estimated Costsay conorts

6b) CPT Total Costceonore x = 2. Estimated CoStSconore x

Y. Estimated CostSstydy-wide

6c) CPT Average CoStsiyay-wide =

Nall costs

2. Estimated CoStScohort X

6d) CPT Average CoStconort x =

Ncohort—based costs

Estimated Costs are based on CPT-10 codes.
Equation 7. Costs Associated with Use of Product

7a) Cost All Productsygy-wige = X Costs Per Productyy conorts

7b) Cost All Productconere x = 2, Costs Per Product onort x
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2. Costs Per Productsiygy-wide

7¢) Average Cost All Productsp,gy-wige =

Nall costs

Y. Costs Per Productconort x

7d) Average Cost All Productconore x =

Ncohort—based costs

(Z Costs Per Productstudy_wl'de>
Mall costs
12

Te) Average Cost Per Weeksiyay-widge =

(Z Costs Per Productcohort X)
Ncohort—based costs
12

7f) Average Cost Per Weekconort x =

Cost of Product is based on (list price? Cost in study?)

Equation 8.  Average Applications Per Patient

" . Applicati i
8a) Avg.Applications/Subjectseyay-wige = 2 Applicationssiuay-wide

Nall subjects

Y. Applicationsconort x
Ncohort X

8b) Avg.Applications/Subjectconore x =
Equation 9. % ulcer size reduction

9a) % ulcer size reduction =
Ulcer size at last treatment visit—Ulcer size at randomization visit + 100

Ulcer size at randomization

11.1.3. Other Variables

Discontinuations

The difference between treatments, both overall and for each primary reason, will be
compared by using a 2-sided Fisher’s exact test.
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Demographic and Baseline Characteristics

Comparisons between treatment groups of continuous variables will be made by using
a one-way analysis of variance with treatment as a factor. For categorical variables, the
Fisher’s exact test will be used. All tests will be 2-sided and performed at the 0.05 level
of significance.

Time-to-Event Data

Time-to-event endpoints including time-to-complete-wound-closure/healed will be
evaluated using the Kaplan-Meier method. The log-rank test will be used to compare the
distributions between two treatment groups.

Rate of Wound Closure, as Assessed by Computerized planimetry

Analysis of Covariance (ANCOVA) will be used to compare the rate of wound closure
for the two treatment groups.

Safety Data

The primary safety endpoint for this study is any severe device-related complication
where relationship to the device was assessed by the clinical event committee possible,
probably, or definite. Fisher’s exact test will be used to compare incidence rates of serious
device-related complications as well as for any device-related complication, and for
specific complications between the treatment group and the control group.

12. CHANGE FROM PLANNED ANALYSIS

Independent photograph review data analysis

The independent photograph review was done by three independent investigators, the data has
been collected and evaluated. However, due to the flawed methodology of data assessment, the
data is not going to be analyzed and will not be presented in CSR

Wound closure status at Week 4

Wound closure status at Week 4 is determined as the wound closure by investigator asses'sment,
and is not be confirmed by the 2-week follow-up visit.
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