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1. SIGNATURES

1.1 INVESTIGATOR’S AGREEMENT

I have read the attached protocol entitled “A Randomized Controlled Trial of Enzymatic
Debridement of Pressure Ulcers with Clostridial Collagenase Qintment (SANTYL®) or Hydrogel
(SoloSite®)”, Version 2, dated 05-May--2016, and agree to abide by all provisions set forth

therein.

I agree to comply with the Investigator Obligations stipulated in Section 13 of the protocol.
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Financial Disclosure Information
for U.S. FDA Submission to be |:’ Yes No
Obtained?

Test Article(s) / Products: Collagenase SANTYL® Ointment
Hydrogel (SoloSite®)

Study Dosage / Usage: Daily application directly to the ulcer bed, approximately
2-5 mm thick

Active Ingredients: Collagenase enzvmes derived from C. histolyticum, 250

YL LU UALIAIVALL VA IS SN L WASMAL ML ANALY ¥ Sisavy

e Change in wound status as measured by the

Pressure Ulcer Scale for Healing (PUSH) and
Wound Bed Score (WBS) tools following 6 weeks
of treatment. L

The exploratory objective of this study is to determine if

there is a difference in resource utilization between the two

treatment groups.

Study Population: Adults aged 18 years and older with a pressure ulcer

between 1.0 and 64.0 cm? in area (inclusive) and at least
85% necrotic, non-viable tissue

CPT-5.8 Protocol p. 4 of 52
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Structure: Parallel Group Duration of Treatment: Up to 6 weeks
Duration of Assessment: Up to 8 weeks
I:I Crossover Number of Treatments: N/A
Number of Sequences: N/A
Number of Periods: N/A
Duration of Periods: N/A
Washout Between Periods: N/A
[ | other N/A
Duration of Treatment: N/A
Control: X | Standard Care Specify: Hydrogel (SoloSite®)
Placebo Specify: N/A
Active Specify: N/A
Other Specify: N/A
Estimated Total Sample Size: Approximately 32 subjects will be randomized to ensure at

least 26 complete the study

Statistical Rationale Provided: X | Yes
No

Variable(s): PRIMARY: Proportion of ulcers with complete debridement

CPT-5.8 Protocol p. 5 of 52



This document contains conf

Nephew, Inc. Do not copy,
& Nephew personnel

disclose, or circulate wi

SMITH & NEPHEW — Confidential
Clinical Protocol # 017-101-09-036

SECONDARY:

EXPLORATORY:
SAFETY:
PK:

Version 2
05 May 2016

Time in days to complete debridement
Percentage reduction in non-viable tissue
Percentage reduction in ulcer area

PUSH score

WBS score

N/A
Adverse events

N/A
Refer to Section 10 for Statistical Design.

CPT-5.8
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Pressure ulcers are localized injuries to the skin and underlying tissues, usually over a bony
prominence, as a result of pressure and/or shear (1). The proximate causes may be tissue
ischemia resulting from restriction of blood supply through the capillaries or alternatively
cellular distortion and damage. The effect of stress and strain on deeper tissues must also be
considered (2). Factors that may contribute to the breakdown of tissue include moisture, friction,

and irritants as well as intrinsic factors such as age, tissue perfusion, nutrition, smoking, diabetes,

1L/CULIUSILISIIL Lall US aUUULLPLISISU Uy Yalluus HISALS HICIUGLLE SUAL P SULBIval LIvtivus,
mechanical (e.g., wet-to-dry gauze), biological (maggots), and enzymatic (collagenase). While
sharp surgical debridement is generally acknowledged to be the “gold standard” (6), other
methodologies are necessarily employed in situations where there may be a risk of excessive
bleeding or where the use of surgical instruments is outside the scope of practice of the wound

care practitioners at, for example, a long-term care facility (6,7).

Enzymatic debridement with collagenase has previously been shown to be an effective means of
wound bed preparation when used without accompanying sharp debridement for pressure ulcers

(7), and for diabetic foot ulcers (8), although additional benefits may be possible if used in

CPT-5.8 Protocol p. 10 of 52
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demonstrating superior debridement outcomes for pressure ulcers of patients in long-term care as
compared to ulcers managed with a hydrogel.

A summary of known and potential risks and benefits to humans associated with the use of

ON, | R CANITVT @ Livtimant nnn ha Fand in tha Tnuvactiaatar’c Rerachimeae
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inclusion/exclusion criteria, treatment regimen (daily application, no concomitant sharp
debridement) endpoints, and objectives are identical to the previous study. The measurement
tools are also the same including the PUSH (12) and WBS (13) scales. One of the two observers
assessing the ulcer photographs will be the same, although one will be different. However a
mechanism to establish consensus in cases of disagreement should mitigate the risk of subjective
bias having an important influence on the results. Finally, the objectives of this study exactly

match those of the previous trial.
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treatment.

debridement: the nercentage reduction in the percentage of non-viable tissue over the 6-week

6.2 USAGE

Following normal saline irrigation, SANTYL or SoloSite (depending on treatment assignment)
will be applied once daily. SANTYL will be applied directly to the entire wound bed,
approximately 2 mm thick (thickness of a nickel). SoloSite will be applied directly to the entire
wound bed, approximately S mm thick. For both treatment groups, the wound will then be
covered with a semi-occlusive dressing (e.g., COVRSITE™). Should the dressing integrity be
compromised due to fecal or urinary incontinence, or through inadvertent removal, additional

application and dressing should be applied.

CPT-5.8 Protocol p. 12 of 52
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Packaging and labeling will be prepared to meet regulatory requirements.
The labels on the test article contain the following information:

Study number: 017-101-09-036

Tube number

Subject Number

Place for the Subject Initials

the site.

The receipt, dispensing, and return of test article will be carefully recorded on appropriate
accountability forms available for verification by the Sponsor or its designated representative at
each monitoring visit. The nursing staff is to be instructed to retain all used and unused test
article tubes. Used test article must not be discarded or destroyed by site staff but will be retained

for study monitor verification.

CPT-5.8 Protocol p. 13 of 52
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7. SUBJECTS

T SUBJECT POPULATION

The study population will consist of approximately 32 adult subjects with a pressure ulcer
between 1.0 and 64.0 cm? in area (inclusive), and with at least 85% of the surface covered by

necrotic, non-viable tissue.

T2 INCLUSION CRITERIA

Subjects will be considered qualified for enrollment if they meet the following criteria:
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10.

Willing to comply with protocol instructions, including allowing all study assessments.

L T B T B s a1

ImagelQ EDCIQ mobile imaging system. Only one qualifying ulcer per subject will be

. 11 ¥

Investigator).

™ . . il e A sk e tal S ERS curcmaad B i 2V 8B iavin i s e A s bt s

one independent image reviewer.

A hemoglobin Alc < 7.9% per the Screening local lab report. This is not required if a
hemoglobin Alc test within range has been conducted within the last 30 days.
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11.  Have adequate pressure redistribution to the affected area or off-loading if the ulcer is on
a lower extremity.

12. No known allergies or sensitivities to either test article or the dressings.

13.  Women of child-bearing potential (those who are not premenarchal, not surgically
sterilized [hysterectomy or bilateral oophorectomy], or not post-menopausal), may
participate in the study if they meet the following condition:

e A negative urine pregnancy test at screening
5. Presence of callus requiring surgical debridement within 3 days of Study Visit 1.
6.  Target ulcer with exposure of tendon, muscle or bone.
7. Medical condition that, in the opinion of the Investigator, would preclude safe subject

participation in the study.
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consent) initially considered for inclusion in this study. If a subject is excluded from the study,
the reasons for exclusion will be documented in the subject's source documents and noted on the

Screening Log.

8.1 STUDY DESIGN

This is a randomized. controlled. parallel observer-blind group study. Subiects providing

PEI10A 111 SILICE Broup, IS SUDJEUL WL CULLPITIT OLUUY ¥ IDLIL / (1IALL) CUL VVILL UL WISLIIIOOVAE 11ass

the study.

At each weekly visit, the target ulcer will be photographed and arca measured using the ImagelQ
EDCIQ mobile imaging system. At Study Visit 1 and at Study Visit 7, the ulcer will be assessed
using the PUSH and WBS tools. In addition, resource utilization information will be collected at

each study visit as described in Section 9.5.

Lri-s LIV pe 1 v s
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Figure 8.1-1: Study Flow Chart

B 2 =

carried out using the ImagelQ EDCIQ mobile imaging system which will minimize subjectivity

in theses assessments.

9. STUDY PROCEDURE

For a summary of the required procedures by visit, refer to Table 17-1: Study Procedures by
Visit.

CPT-5.8 Protocol p. 18 of 52
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9.1 VisITS AND EXAMINATIONS

9.1.1 Screening Visit (SCR)

NOTE: Any subject who signs an informed consent, but fails to meet the required entry criteria
is considered to be a Screen Failure. Their demographic information must be captured in the

Eligibility CRF with the reason for screen failure specified.

1. Explain the purpose and nature of the study, and have the subject or the subject’s legally-
authorized representative read, sign, and date the IRB-approved informed consent

document. In addition, the informed consent document must be signed and dated by the

- o S . il ~r - _ AT I IMR——

Section 9.4.1).

Target ulcer area must be between 1.0 cm? and 64.0 cm? (inclusive) and have at least 85%
of the surface covered with necrotic, nonviable tissue as assessed by at least one

independent image reviewer.

5. Ifthe ulcer is on a lower extremity, obtain ABI for the target ulcer limb. ABI must not be
less than 0.85.
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6.  Screen the subject for protocol inclusion and exclusion criteria. If the subject does not
meet ALL inclusion criteria or does meet ANY exclusion criterion, the subject must be
dismissed as a screen failure.

7.  Obtain a venous blood sample for serum pre-albumin and hemoglobin Alc measurements

(send blood to local laboratory for analysis).

Note: If an HbA ¢ or pre-albumin test has been conducted within the last 30 days and is

recorded in the subject’s chart, an additional test is not required.

8.  Conduct a urine pregnancy test for women of childbearing potential.

10€ Jay Ol e WEEK (IVIVNUAY, 1Uucsuay, Clu.) ULl WIIUIL UILS VISIL UCGULS WILL 3OL UIG WEORLY VIDIL
day for all subsequent assessments/visits (Study Visits 2 through 7) if the subject is randomized.
A (1) day visit window will be allowed. If an assessment is not made on the original day of the
week for Study Visits 2-7, subsequent visits should be scheduled on the original week day.

To minimize differences in baseline ulcer size between the two groups, randomized subjects will
be stratified by ulcer size determined at this visit [>1.0 and <10.0 cm?; >10.0 and <64.0 cm?].
Once randomized, subjects will be assessed weekly for the duration of the treatment period (SV1

through SV7).

CPT-5.8 Protocol p. 20 of 52
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The following procedures will be completed:

1.

2,

Record any changes in general health and the use of concomitant medications.

If any adverse events are observed or reported, they must be recorded as instructed in

Section 12, Adverse Events.

Review laboratory results from the blood sample and all other inclusion/exclusion

criteria.

If the blood test results qualify and all entry criteria are met, the subject may be

randomized.

Assess the wound status using both the PUSH and WBS tools.

Apply the test article to the entire wound bed according to the instructions for use located
in the Study Guide, cover with a semi-occlusive dressing (e.g. COVRSITE™), If the
wound has depth, saline-moistened gauze may be used to fill at the Investigator’s

discretion.

Ensure that all caregivers are instructed as to the treatment requirements for the study

protocol and that they are instructed in the application of test article and dressing changes.
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Ensure adequate supplies (test article and dressings) are dispensed.
9.  Record the time spent dressing the ulcer at this visit.

10.  Schedule the assessment, Study Visit 2, in 7 (+1) days.

9.1.3  Study Visits 2-6

Study Visits 2-6 are post-randomization weekly assessments during the treatment period. During

this period, all adverse events must be recorded, including those associated with treatment, study

3.  If any adverse events are observed or reported, they must be recorded as instructed in

Section 12, Adverse Events.

4.  Record the number of dressing changes since the previous study visit and the amount of

time spent daily dressing the ulcer.

5.  TIrrigate the wound with normal saline delivered at 4-15 psi using the Trrimax® device.

(Sharp debridement is NOT allowed.)

6.  Photograph the target ulcer using the ImagelQ EDCIQ mobile imaging system. The

target ulcer area (cm®) and percentage of the target ulcer surface covered with necrotic,

CPT-5.8 Protocol p. 22 of 52
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protocol and that they are instructed in the application of test article and dressing changes.

- - a e Pa o= A . ~ 1 - |

8.  Apply the test article to the entire wound bed according to the instructions for use located
in the Study Guide, cover with a semi-occlusive dressing (e.g. COVRSITE™). If the
wound has depth, saline moistened gauze may be used to fill at the Investigator’s
discretion.

3.  Record the number of dressing changes since the previous study visit and the amount of
time spent daily dressing the ulcer.

Only if the ulcer remains open at this visit:

4.  TIrrigate the wound with normal saline delivered at 4-15 psi using the Trrimax® device.

(Sharp debridement is NOT allowed.)
CP1->.38 FTOLOCOL P. £3 01 22
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Photograph the target ulcer using the ImagelQ EDCIQ mobile imaging system. The
target ulcer area (cmz) and percentage of the target ulcer surface covered with necrotic,
nonviable tissue will be determined by two independent reviewers using the ImagelQ
EDCIQ mobile imaging system. Closed ulcers will be photographed and designated as

“closed”.
Assess the wound status using both the PUSH and WBS tools.

Record the time spent assessing the ulcer.

LU0V INCPULL L VLI \(NANL ).

9.1.6

Concomitant Medications

A concomitant medication is any drug or substance administered from Day 1 (SCR 1) of the

study through the last study visit. No therapies other than the assigned test article are to be used

to treat the target ulcer during the study period. These include:

Oral steroid use > 5 mg daily
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e Amniotic membrane products

The use of concomitant medications used to treat the ulcer and any medications used for the

treatment of adverse events must be recorded. Adverse events related to administration of these

93 SUBJECT PREGNANCY

Women of child-bearing potential are not excluded from the study provided they are not
pregnant at screening as documented by a negative urine pregnancy test. However, if a woman
becomes pregnant during the study, Smith & Nephew should be contacted immediately and a
decision will be made regarding the continuation in the study of the pregnant woman. Pregnancy
is not reportable as an adverse event; however, complications related to the pregnancy may be
reportable as determined on a case-by-case basis. Pregnancy-related information will be

collected until termination of the pregnancy.

CPT-5.8 Protocol p. 25 of 52



cument contains cor

Thi

sclose, or circulate v

The PUSH Tool (Version 3.0), specifically developed for pressure ulcers, and the WBS will be
used to assess all ulcers at baseline (Study Visit 1), and at Exit. Copies of these instruments are

included in the appendices.

Resource utilization information will be collected at each dressing change throughout the study.
More specifically, investigators will provide the amount of time, in minutes, dedicated to each
dressing change via a log within the electronic case report form (¢CRF). Additionally, the per-

patient quantity of test articles utilized will be documented according to the test article

CPT-5.8 Protocol p. 26 of 52
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supplies such as spatulas, gauze, and secondary dressings are standardized for each dressing
change and thus no direct documentation of utilization for these items will be collected. This

information will be used to examine resource utilization rates between treatment groups.

10. STATISTICAL DESIGN
A formal Statistical Analysis Plan (SAP) (also referenced to as the Statistical Considerations)
will be written and finalized prior to database lock. The SAP will detail the summaries and

analyses to be performed.

Qmith & Nanhew Wannd Manacsement (ilahal Medical and Clinical Affairs Department will

All subjects who provide informed consent and complete a screening visit are considered study

participants. Study populations are defined as follows, with statistical analysis performed

separately on each of the populations:

. Safety population, including all subjects who are randomized and have received at least
one treatment of test article.

. Intent-to-treat (ITT) population (otherwise referred to the as the Full Analysis Set),

including all subjects who are randomized, have a valid baseline ulcer measurement, and

CPT-5.8 Protocol p. 27 of 52
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population.

. Per protocol (PP) population, including those ITT subjects who complete the 6-week
treatment period (or achieve a closed ulcer in < 6 weeks), receive only the initially-
randomized treatment, have no significant protocol deviations, and meet the pre-
randomization inclusion/exclusion criteria. The PP population is the secondary efficacy

population.

10.2 HANDLING OF MISSING AND INCOMPLETE DATA

EALES nrriAaAcy

10.3.1 Primary Efficacy

The primary endpoint of the study is the proportion of subjects achieving complete debridement
over the 6-week treatment period and will be analyzed as follows using the Full Analysis Set.
For purposes of the primary analysis, the status of complete debridement will be assessed from
photographs by two independent reviewers. In the event of disagreement between the two
reviewers, the complete debridement status agreed during the consensus meetings will be

analyzed in the primary analysis. In cases where a photograph is not taken, the Last Observation

wri-o.o v p. 2o us v
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in the following sections.

IOrward Selectuon ProCedure will UE USCU 1UL LT aUULILIULL UL ULLIVL UADULLLIV WU ¥ GLIGISS Yraues ws o
value to attain a significance level of 0.1. Further baseline covariates to be assessed as part of
this procedure include: subject age, baseline (maximum) ulcer depth, baseline PUSH and WBS

Scores.

The resulting analysis presented will correspond to the final model from the forward selection

‘I'he Y5% contidence interval (Unagjusiea 10T ail COVAridies) 101 WS ULLISITHUT USLWLLL ULatiicins
in proportion achieving complete debridement within 6 weeks will be generated along with the
Chi-square or Fisher’s Exact test p-value using the Per Protocol population depending on
minimum expected cell.

Two separate sensitivity analyses will be performed to ensure that the efficacy findings are not
reliant on assumptions made in the analysis, derivations, or changes agreed between the blinded
review panel. The analysis for the proportion of subjects achieving completed debridement will

be repeated with the following modifications using the Full Analysis Set only:
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1 In cases where there is initial disagreement (pre-consensus meeting) between the two
blinded reviewers, the “worst case” value will be used. That is, in cases where one reviewer
found the ulcer to have achieved complete debridement whilst the remaining reviewer found

there to still be (>0%) necrotic, non-viable tissue present, the following will be imputed:
Complete debridement achieved = No.

2) In cases where there is initial disagreement (pre-consensus meeting) between the two
blinded reviewers, the “best case” value will be used. That is, in cases where one reviewer found
the ulcer to have achieved complete debridement whilst the remaining reviewer found there to

still be (>0%) necrotic, non-viable tissue present, the following will be imputed:

Once a subject has achieved complete debridement, the time to complete debridement will be
calculated from the date of the randomization visit to the date at which the subject’s ulcer was
deemed to achieve complete debridement:

( Date of first complete debridement visit — Date of Randomization (SV1))

For those subjects that withdraw or do not achieve complete debridement during the study, the
time to complete debridement will be censored at the last visit date attended. The resulting time

to complete debridement will be defined as:

( Date of Last Study Visit attended — Date of Randomization (SV1))

wri-s.0 Laviunos p ov us vs
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A proportional hazards survival analysis will be applied to the time to achieve complete

o debridement usine the Full Analvsis Set. An initial proportional hazards model will include the

ew,
phe

hacalina nnvariatec fn he accacead ac nart nf thic nracednre inclnde: enhiect ace haceline

(maximum) ulcer depth, baseline PUSH and WBS scores. T'he resulting analysis presented will
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multiple factors will be generated where appropriate.

In addition, a sensitivity analysis will be performed to ensure that the efficacy findings are not

reliant on assumptions made in either the analysis or derivations. For purposes of the sensitivity

disclose, or circulate wi

analysis, the time to confirmed complete debridement for those subjects discontinuing the

treatment period prematurely will be censored at the maximum possible duration of treatment

This document contains conf

under the study protocol (42 days), rather than time of actual discontinuation. Lastly, the two
sensitivity analyses defined in the proportion of subjects achieving complete debridement

analysis will be repeated for the time to achieve complete debridement; in these cases the
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censoring flag may be modified as detailed previously in the primary analysis, but the time in

days will remain unchanged.

The percentage reduction in wound area over the 6-week treatment period and at each
Wound area is defined as surface area as measured by the ImagelQ EDCIQ mobile imaging
system at each assessment visit by two independent image reviewers. The percentage change in

wound area over the 6-week treatment period is then defined as:

s - A —a
Percentage reduction in wound area over 6-weck treatment period= <(%) x 100)
SV1

forward selection procedure. The results for the initial model will also be presented. For each of
the effects in the initial and final model, the p-value, parameter estimate and corresponding 95%
confidence interval will be presented. Secondary subgroup analyses may be conducted as a result
of the covariate analyses. Additionally, treatment will be fitted on its own in a further linear
regression model. The potential for interactions will be examined by fitting the required
interaction terms in addition to those effects in the final linear regression model from the forward
selection procedure. In each case if the residuals are not normally distributed then non-
parametric bootstrapping will be applied. If the nonparametric bootstrap estimates of the

confidence intervals for the difference in mean percentage reduction in area between treatments
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differ considerably to the standard model estimates, then the nonparametric bootstrap estimates

The percentage reduction in wound area over the 6-week treatment period will be summarized by

treatment separately by the covariates used in the final model.

In addition, a two-sample t-test will be used to test for a difference between treatments in the
mean percentage reduction in wound area between Visit 1 and Visit 2. The test will be repeated
for comparisons between Visit 1 and Visits 3, 4, 5 and 6 individually. In each case, if normality

assumptions do not hold, a Wilcoxon Rank Sum test will be used.

The wannd area rednetion in wonnd area and nercentaoe reduction in wound area at each studv

The reduction in the percentage non-viable necrotic tissue will be derived as:
Percentage non-viable necrotic tissue at Study Visit 1 — Percentage non-viable necrotic tissue at Study Visit 7
In cases where a photograph is not taken, the Last Observation Carried Forward (LOCF) method

will be used. Sensitivity analyses will be conducted as detailed in the following sections.

The linear regression analysis described in the previous section to test for a difference between
treatments in the percentage reduction in wound area over the 6-week will be repeated for the
reduction in percentage of non-viable necrotic tissue over the 6-week treatment period. In

addition, the separate analysis conducted to test for a difference in percentage reduction in
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wound arca between treatments between Visit 1 and Visits 2,3,4,5 and 6 will be repeated for the

reduction in percentage of non-viable necrotic tissue at the stated time points.

The reduction in percentage non-viable necrotic tissue over the 6-week treatment period will be
summarized by treatment separately by the covariates used in the final model. In addition, the
percentage non-viable necrotic tissue and reduction percentage non-viable necrotic tissue at each
study visit will be summarized by treatment separately by baseline percentage necrotic tissue
[categorized] and overall.

Two separate sensitivity analyses will be performed to ensure that the efficacy findings are not

treatment

Wound status will be measured by both the PUSH and WBS tools at Study Visit 1 and at Study
Visit 7 (Exit).

At both Study Visit 1 and Study Exit, the PUSH Tool (version 3.0) will be scored according to
the instructions for use (18.1.1). The sub-scores for Length/Width, Exudate Amount, and Tissue

Type will be recorded. The Total Score, on a scale of 0-17, will then be derived by taking the

sum of the three sub-scores detailed previously.
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The reduction in PUSH individual sub-scores will be derived as follows; the reduction in Total

Score will be derived using the same method:
PUSH Score at Visit 1 — PUSH Score at Exit Visit
A Wilcoxon Rank Sum test will be used to test for a difference between treatments in the

reduction in Total PUSH Score over the 6-week treatment period.

The responses to the individual sub categories (Length/Width, Exudate Amount, and Tissue
Type) will be summarized by treatment at each visit; in addition the reduction over the 6-week

treatment period in each sub-score and total score will be summarized by treatment.

10.3.3 Exploratory Analysis

The exploratory analysis for this study will be a comparison of resource utilization for each
treatment group. Resource utilization in the form of nursing time spent on dressing changes, test
article utilization, and wound care supplies utilized will be aggregated with descriptive statistics

reported by treatment group.
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Regulatory Activities (MedDRA). The treatment-emergent AEs will be reported separately for

the G-week treatment neriod (Stidv Vigite 2 ta 7) and initial sereenine neriod (interval hetween
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relates to a Fisher’s Exact test assuming 85% vs 29% in the proportion of ulcers achieving
complete debridement. To allow for 15% drop-out rate throughout the 6-week treatment period,
a total of 32 subjects will be randomized (16 per treatment) in an equal allocation ratio for
SANTYL and hydrogel. In the previous studies quoted, the secondary endpoints including
reduction in % area of non-viable tissue and reduction in wound area were found to reach

significance with similar numbers.
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considered related to this medicinal product.

12.3 SERIOUS ADVERSE EVENTS

A serious adverse event (SAE) or reaction is any untoward medical occurrence that at any dose:

e Results in death

e Is life-threatening (NOTE: The term “life-threatening” in the definition of “serious” refers
to an event/reaction in which the patient was at risk of death at the time of the

v B P
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event/reaction; it does not refer to an event/ reaction which hypothetically might have
caused death if it were more severe)

e Requires inpatient hospitalization or results in prolongation of existing hospitalization
e Results in persistent or significant disability/incapacity

e Is a congenital anomaly/birth defect

e Is a medically-important event or reaction

Medical and scientific judgment should be exercised in deciding whether other situations should

be considered serious such as important medical events that might not be immediately life-

LUSLIL UL LIV & ¥ U110 LU 415 AV EUE s T SA) A SASIARAAS s AR Smms var Seiny Ssessge aa seararees o cemn e
test article), and an assessment of the event’s relationship to the test article. AE judged to be
related to the test article and all SAE will be entered into the eCRF and reported to the Sponsor
within 24 hours of knowing about the event. Target ulcer AE judged not related to the test
article will be entered into the safety database within 48 hours of the site becoming aware of the
event. All SAE and test article-related AE will be reviewed by the Medical Monitor and the
Medical Reviewer to determine which, if any, meet expedited reporting criteria. All events
requiring expedited reporting will be forwarded to Regulatory by the Medical Reviewer for
further processing.

CPT-5.8 Protocol p. 38 of 52



& Nephew, Inc. Do not copy,
th & Nephew personnel

nt contains conf

This doc

3, or circulate wi

disc

mmwenwY A mTE mEEEesr v e ae_w Vmmnine A

significant information is obtained as well as when the outcome of an event is known, the
Investigator must provide Smith & Nephew with this information as soon as it becomes
available. Depending on the nature of the AE, Smith & Nephew may request copies of the
subject’s medical records as well as results of any relevant laboratory tests performed. If the
subject was hospitalized, a copy of the discharge summary may be requested by Smith &

Nephew and should be forwarded as soon as it becomes available. In certain cases, Smith &

% @ . . . . s Wistw =t sk

Alain Rohan, MBBS, MPH Business Phone 817-302-3902
Medical Reviewer Business Fax 817-887-0721
Mobile Phone 817-751-0053

12.5 ADVERSE EVENT SEVERITY AND CAUSALITY ASSESSMENT

Events should be classified as mild, moderate, or severe, regardless of whether or not the events

are considered to be serious or nonserious. The classification should be based on the following

Mild — An event is mild if the subject is aware of, but can easily tolerate the sign or symptom
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Moderate — An event is moderate if the sign or symptom results in discomfort significant
enough to cause interference with the subject’s usual activities

Severe — An event is severe if the sign or symptom is incapacitating and results in the subject’s
inability to work or engage in their usual activities

In addition, the Principal Investigator will determine AE causality according to the following
definitions and with due consideration to conditions and AE normally associated with the

population under study:

Not Related — An event is considered to be not related to the use of the test article when the
event is DEFINITELY UNRELATED or UNLIKELY to have any relationship to the use of the
test article

12.6 UNBLINDING OF TEST ARTICLE

Not Applicable

12.7 FOLLOW-UP OF SUBJECTS WITH ADVERSE EVENTS

For subjects who are experiencing ongoing unresolved AE at the time of their study completion
or early discontinuation from the study, it is recommended that the Investigator schedule an

appropriate follow-up visit in order to determine the outcome of the event. Any additional data
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documented on the case report forms.

The Principal Investigator will comply with the commitments outlined in the Statement of
Investigator (Form FDA 1572), with current Good Clinical Practice (GCP), and with all

applicable regulatory requirements as outlined in Appendix 18.3 of this protocol.

The confidentiality of this study and associated documents is governed by the terms of the
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17. STUDY PLAN
Table 17-1: Study Procedures by Visit
. . Treatment Period .
Screening Period Exit

Weekly Visits (+1 day)

Procedures Sereening Visit Study Visit 1* Visits 2-6 Study Visit 7
Informed Consent X
Demographics/Medical

S X
History
Inclusion/Exclusion X X

SRES - - ~-h
I 1

Concomitant Medications X Assessed Throughout the study

a Study Visit 1 should occur within 7 days of the Screening Visit.

b Not applicable if ulcer is closed.

¢ Photograph ulcer area even if ulcer is closed.

d Only if ulcer is on a lower extremity.
e HbAlc and pre-albumin are required unless a test has been carried out and recorded in chart within 30 days of SCR1
£ Must be conducted on all women of child-bearing potential, including those who have had a bilateral tubal ligation.
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18. APPENDICES
13.1  AINSTRUMENTS AND SPECIAL INSTRUCTIONS

18.1.1 PUSH Tool version 3.0

The Pressure Ulcer Scale for Healing (PUSH) Tool (12) is a validated instrument that comprises
three subscale scores used to assess PU healing: 1) ulcer size (scored on a scale of 0 to 10
points), 2) exudate (scored on a scale of 0 to 3 points), and 3) type of the tissue (scored on a scale
of 0 to 4 points). The three subscale scores are added to generate a cumulative wound status

score. A cumulative score of 17 indicates poorest PU status and a score of 0 indicates the best
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Figure 18.1-1: PUSH Tool Version 3.0
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18.3 PRINCIPAL INVESTIGATOR OBLIGATIONS

References: 1CH Guidelines for Good Clinical Practice (E6), and Code of Federal Regulations, 21 CFR, Parts 50,
54, 56, 312, 812.

The Principal Investigator(s) must:

1. Study Participants
Ensure the protection of the rights, safety, and well-being of the study participants.

2. Qualifications

Re analified hv educatinn trainino and evnerience tn acciime reennncihilitv for the nraner

assure that they are adequately trained and informed about the study protocol and

working order.
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5. Regulatory Requirements
Comply with all applicable regulatory requirements to ensure Good Clinical Practice (GCP).
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8. Informed Consent/Assent

Obtain written informed consent and/or assent from each study participant (or legal

representative) using the current IRB/IEC-approved Informed Consent Form (ICF) before

S,

- =

ALSLULILESL ALUCIES 45 INSUTUCIEa Upon completion or termination of the clinical study, or

[

at the Sponsor's request.
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11. Study Records*

Maintain adequate and accurate records of all clinical study data, which are generally more exact

and complete than those kept in ordinary medical practice.

a. Kecp study records and source documents until the Sponsor has provided writien
approval for their destruction.
b. Ensure that data are recorded on source documents and transferred to the appropriate
Case Report Forns for each study participant.
c. Adhere to Case Report Form Completion Guidelines provided by the Sponsor.
12. Monitoring and Auditing
Permit monitoring, auditing, and access to all study documents and make them available for
inspection and copying by representatives of the Sponsor, the IRB/IEC, repulatory authorities,
and other inspectors.,
Notify the Sponsor of any written or verbal communication from a regulatory authority or
inspector as soon as it occurs and work with the Sponsor to prepare a response to all such

communication.

* Smith & Nephew, [ne. requires that all records refating to the conduct of this study be held by the Investigator for a
period of at least 2 ycars tollowing the approval of the tesi article or remmoval of the IND 1f the Investigator retires.
relocates, or for any other reasun withdraws from responsibility ol keeping the study records, custody must be
transferred o the Sponsor or to a person who will accept responsibility and is approved by the Spousor. Study
records will not be destroyed without the written approval of the Sponsor.
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