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SYNOPSIS OF THE CLINICAL INVESTIGATION

CP345 The ASSISTER Trial - A randomized cross-over trial investigating Heylo, a novel app driven digital support-
ing ostomy product.

Test products and comparator:

e Adhesive layer with a build-in sensor system (single use)
Transmitter (re-use), to be connected to the sensor layer.
Heylo™ app (installed on subject’s own smartphone). The app is communicating sensor status to the
subject.

e Charger to the transmitter incl. core

The comparator products in this study are Standard of Care which is defined as subject’s own ostomy product.

Intended use:

Heylo™ is intended to be used together with an ostomy baseplate and bag, to detect and notify user of the oc-
currence of output leakage under an ostomy baseplate.

Objectives:

Primary objective: Is to investigate whether Heylo™ can improve the emotional impact (measured by the Leak-
age scale questionnaire (OLI)), compared to Standard of Care.

Secondary objective: Is to evaluate whether Heylo™ can improve participation in everyday and social activities
compared to Standard of Care.

Design of the investigation:

The clinical investigation is an open-labelled, randomized cross over trial evaluating Heylo™ and Standard of
Care.

Study visits will be conducted at the subject’s home or through remote virtual calls.

Each of the subjects will have an inclusion visit (V0) and a baseline visit (V1) and two test visits - V2 and V3, in-
cluding Termination visit carried out by the Principal Investigator, or delegate.

At V1, V2 and V3 the Principat investigator or delegate and the subject will complete questionnaires and every
2" week the subject will be asked to complete questionnaires. All questionnaires will be completed using a re-
mote electronic data capturing method.

A follow-up call wiil be scheduled 7 days +2 days after visit 1 and visit 2 to ensure compliance with the provided
Investigational device and study procedures and Insurance of subject’s wellbeing. Additional calls/visits may be
scheduled if needed, assesses by the Pi or delegates, and will be registered as unscheduled visits.

Expected duration of the clinical investigation:
The expected duration of the investigational period is 16 weeks (+6 days). Each Test period is 8 weeks (3 days).

Primary endpoint, Secondary endpoint, and Exploratory endpoints:

Primary endpoint: Emotional impact score (scale from O - 100) measured by the validated OLI scale evaluated
at the end of each test period. See Appendix 1

Secondary endpoint: Participation in society domain score (scale from 0 - 100) measured by WHODAS evalu-
ated at the end of each test period. See Appendix 3

Exploratory endpoints:

e Impact on Usual and social activities score (scale from 0-100) measured by the validated OLI scale eval-
uated at the end of each test period. See Appendix 1



Impact on Coping and in Control score (scale from 0-100) measured by the vatidated OLI scale evalu-
ated at the end of each test period.
See Appendix 1

Feeling of security evaluated at the end of each test period. Question: “How was the feeling of security
while wearing the product?” Answers: Very poor/Poor/Acceptable/Good/Very good.

Understanding and communicating domain score (scale from 0-100) measured by WHODAS evaluated
at the end of each test period.
See Appendix 3

Getting around domain score (scale from 0-100) measured by WHODAS evaluated at the end of each
test period.
See Appendix 3

Self-care domain score (scale from 0-100) measured by WHODAS evaluated at the end of each test
period. See Appendix 3

Getting along with people domain score (scale from 0-100) measured by WHODAS evaluated at the
end of each test period
See Appendix 3

Life activities (household and work) domain score (scale from 0-100) measured by WHODAS evaluated
at the end of each test period
See Appendix 3

Population/subjects
The clinical investigation will be conducted in 144 subjects with ileostomy or colostomy with liquid/mushy output.

To be included in the investigation, the subjects must comply with the criteria presented below.

Inclusion criteria: Exclusion criteria:
1. Has given written consent to participate by signing 1. s participating in other clinical investigations or has
the Informed Consent Signature Form. previously participated in this investigation
2. s at least 18 years of age and has full legal capacity. 2. s pregnant or breastfeeding
3. Has anileostomy or colostomy with consistent lig- 3. Has known hypersensitivity towards any of the prod-
uid/mushy fecal output (5-7 Bristol scale*) ucts used in the investigation
*See appendix 2. .
4. s able to use one of the five test products (i.e. @40, 4. Isusing/ has a pacemaker
@50, @60, @70, Z80 mm).
5. Has experienced leakage** under the baseplate at
least three times within the last fourteen days. **Leak-
age defined as output seeping under the baseplate”
See Appendix 5, Figure 2-5.
6. Has worry about leakage to “some degree, high de-
gree, or very high degree” (on a five-point Likert
scale: Very low degree/Not at all, Low degree, some
degree, High degree, very high degree)
7. Is willing to refrain from use of ostomy paste.
8. Has a smartphone compatible with the Heylo™ appli-
cation
9. s able to follow study procedures for 4 months (as-

sessed by investigator or delegate)




LIST OF ABBREBIATIONS

ABBREVIATION WRITTEN OUT EXPLANATION

ADE Adverse Device Effect See section 18.2

AE Adverse Event See section 18.1

ASADE Anticipated Serious Adverse Device Ef-|See section 18.4.2

fect

cIp Clinical Investigation Plan

CRF Case Report Form (paper or electronic) | Questionnaire to be used for data collection

CM Clinical Manager

DQF Data Query Forms A DQF is a query specifically used in clinical research. The DQF is
the primary data query tool from the sponsor to clarify discrepan-
cies and ask the investigator for clarification. The DQF is part of the
data validation process in a clinical investigation.

DD Device deficiency See section 18.3

EC Ethics Committee

IFU Instruction For Use

ITT Intention to Treat

Pl Principal Investigator Quualified person responsible for conducting the clinical investigation
at an investigation site. If the clinical investigation is conducted by a
team of individuals at an investigation site, the Pl is the responsible
leader of the team. Whether this is the responsibility of an individual
or an institution can depend on national regulations.

PP Per Protocol

SADE Serious Adverse Device Effect See section 18.4.1

SAE Serious Adverse Event See section 18.4

USADE Unanticipated Serious Adverse Device | See section 18.4.3

Effect




>

TABLE OF CONTENTS

1. List of personnel involved in the Investigation...........cccceooeerrseesimmrersssssssmncnnnnnenecsins 8
1.1. SpONSOr repreSeNtatiVES ......cccieriiiissssnmrierineiiissnsmnnnnn st er s s s ra e m s s e e e s e a s 8

3 0 4 V713 T 1o s 8
2.  Rational/justification for conducting the clinical investigation...............cc......... 9
3.  Objectives of the clinical investigation........c..cccuvsvramrssrcmerssesers s s sssmennsssse e cnsssnncsssas 9
K 200 U 0 =T ot V- PRSP RP PP PP PR PP 9
4. Investigational device and cOMPArator.........cccccceresemeemmrmmmssssisneemnsssssssneneasssnnenmnmnmssses 9
4.1. Description of Investigational device — Heylo™ .......oovvrnen s 9
411, MOANUFOQCRUNING woiivsissmiiaissaaiisss i ioivaiikiasi s iaesiss s ¥ ass5easssvns 5o 4o e bonasiossso i Svatansessnssfaasa sunsssanses ies 11
4.2. Identification and traceability of the investigational device........... . 12
4.3. Intended use of the investigational device in the clinical investigation ........cc.ccccnivinisunensn. 12
4.4. Intended population for the investigational device........ccciveieiiiiniiicninnn s, 12
4.5. Handling of the investigational deviCe .........cccciimiimriinninmni e 12
4.6. Total number of investigational devices intended for the clinical investigation ................. 12
4.7. Description of the comparator products........uuereeecemeeeemmemmmmc e 13
5.  Design of the clinical investigation ........cccccurrrrrevrremcemmeemssrnscisseeeessnsssnssanannne s 13
L0 IR 7= 1 7= | PR 13
5.2. Primary @NdpPOiNt ......cccccoermrmmrmsmmsimiimiiisssnnttrre s 14
5.3. Secondary and Exploratory @ndpoints ......ccccieeereeesssessismmmmmmmenmons s s 14
5.4. Rationale for selection and measurement of eNdpPointsS.......ccceremremmmmcriiiiniiniiinii e, 15
5.5. Baseline information and potential compromising factors.....c....veeeeriiinnnicccinneinennn 15
5.6. Equipment/methods and timing for assessing the variables ..........cccccieeinnniiecciiciininnn. 15
5.7. RaNAOMIZAtION PrOCEAUNE...cciiiiiisenemrereriiiirenssssnssnnetiiini e anr e e e e s s nnn e s s ann s nann e e 15
TR T - 7 Ve [T Vo PP PPP PP PPN ST 16
5.9. Total expected duration of the clinical investigation ..., 16
6. Clinical Investigation population ...........cccccceermrssersnsrissssenmsssaecesnssaccssnssssnnrsssssasssens 16
6.1. Eligibility Crit@ril......cosemeriisiemmnninneniisvsnrenn et s e n e s 16
520 s R 1Yol (W11 o W =) [ PP PP PP PP PPPIP 16
6.1.2.  EXCIUSION CHILEIIQ ..oeeeeeeeeeeeecitee s e ettt et e ettt e e e e s s bbb ae e e e e e nanaaa e s aa s s enntraeresene e s s nabans 17
6.1.3.  Pregnancy and breastfeading...........cocoiiiiiin e 17
6.2. Recruitment and enrolMENnt ........cceecoiiiiiirrrrrn e e anmmas e 17
6.3. Subject withdrawal Criteria.......ooreirinissnrrresisnnnrernes s 18
6.4. POINt Of @NrOIMENT ..ivieeeeiiieerererierrrrree o sssssr e r s e e samsms s raar e e e e e rrrnarrnammmasa et naE R s aaaernnes 18
6.5. Subject Identification and Confidentiality ......ccccureeerecriinicinr s 18
A = o Vot T L1 o - PP 19



7.1. Clinical investigation-related procedures .........cccoiemmmmmmetenmnnnn s, 19

20 T = 143V ol T | PO TPPPPTEPPPPPPEPPCOLRR 21
7.3. CaSe REPOIrt FOIMS ...o.iiiiiienriiirnniiiianeeissani s s r e et r s s am s s s s e e Ee AR S e a R n e s ann e et 23
7.4. Supplementary materials and equipment (if applicable) .........ccccnrniiiiiiinnnisiiinnnee 23
8. Risk - benefit analysis and ethical considerations.........c..ccceevrmmrssssermnnsssamnesnassssanns 23
8.1. Risk-benefit analysis of the investigational device ... 23
8.2. Risk-benefit for subjects participating in the clinical investigation.......cc.ccvvviiininiieninnnne 23
8.3. Risk Analysis for the conduct of the clinical investigation ..........cciiiiii. 23
8.4. Delegation of responsibility........ccuiuueemissmmnnssnrnnr e 23
9.  MORILOriNG PlAN c.coeeeeeeeereemsrisnnssvisssninssinsensssssssmnnnnssssssmss s ssearsssnn s s s ssana s nesaassaasnnnanas 23
e T It I Y=Y =Y (0 R/ 11| PO PP PP PPPPPPP PP P PR 24

L T I [ i To N o o Y, L AU OO PRSP PTPPPPROP RS 24
T T Y 1o a1 T4 g Vo IR, 11 3 O PP P PP SR PSP PP PRSPIRRIIIYS 24
9.2. Source data VerifiCatiON ... cicerriererrrrrrrrnmseessis i rreememssr e nmcennmmnanmmaa e sa st s a e e nnas 25
10. Statistical conSIderations........ccccccueeuueeusrssisisreeesssssireerremmeansesnsesssnnsenssrnsssssnnnnnns 25
10.1. Statistical design, method, and analytical procedures..........ccociiinienissniesnniinsnnnsssiennnns 25
10.1.1. Definition of analysis POPULALIONS .............iiiiriiiiiii et e 25
10.1.2  Statistical analysis of the primary eNGPOINE .........ccveiirii s s 26
10.1.3. Statistical analysis of the secondary endpoint..........eeiiiiiiiii e 26
10.1.4. Statistical analysis of the exploratory endpoints.............ooicimiri i 26
10.1.5.  Adjustment for MUIIDHCIEY ........ooveriee i 26
10.2.  SAMPLE SIZ@..ceiscrreurrmmrrrrrrrrrsissssnnttr e st s e s e ra e s s sam s s a e e E R R e e e n e 26
10.3. Level of significance and POWETN.........ciierrircccmeminincnnmnn s e 26
10.4. Pass/fail CrItEriQ .eumeeeeeerrriirirairisisnnissssnrr e s an e e e e 27
10.5.  INEEIIM QNALYSIS «.vvererincrsrisnsssssnemisnersrassesasesssssnsrassnsssssssessssstsssstassssassnssesassssssssessssnssssnns 27
10.6. Statistical reason for termination of investigation.......cccccverirnisinsr 27
10.7. Deviation(s) from statistical design, method, or analytical procedures............ccceiuennuaenne 27
11. DQata MANAGEMENE ..c.csveerrrrrssssmmrnssssnnnmsssnenesssssssanssrsssssssenmasssnstessssssnssssssnnnnrassssssasenss 27
11.1. Data collection and data MANAGEMENE ....ccuemeuiriirmmmnrisirerrmmsems e v aaaaaaas 27
11.1.1. Data Collection in the clinical iNVestigation ..o 27
11.1.2. Database Management, Queries and Quality CONrol........occvviiiiin 28

g RN ~ =Y 0 1o =38 1 1o a1 o 4 Ve [ PP PPPPRDE T PEPRCERLEE TR 28
11.3. DAt reLENEION 1ueeeuiiiieiirernesiresirrerrrrrreresstrsssr st rtrsssssasanttsaannsaasssssssasssmmnnnntassssssssssmsnsansanss 29
12. Amendments to the Clinical Investigation Plan...........ceeeeemmeeiviiisisisisisimsssensassnsnsnnnne 29
13. Deviations from the Clinical Investigation Plan...........ceeeeeccciiiiineciniiissecsssssnsasesennnes 29
14. Device Account@bility ............cccsssuemmmmmmeesimmmmmmmmemmmenanmeessssssssassssnnmnmeneesenmmmsnnnnnannsssssssns 30
15. Statement of COMPUANCE .........cccreveerisiremeeirmnsssssartnessrssccnsssssmrsssssssss s assssssnsnssnasassanns 30
15.1. Ethics committee and regulatory QUthOrities ........ceeeeiermmmeememmmmm e 30
15.2.  DOtO PrOtECLION . uuueerriraeanerrairnsnrissanessas s e e ran e mn e s e r e s m s e s s aa s m s e m e s e e R R L e R e SRR R R e e e e n e 30
T TR 1 o (=TT T Y PSRRI PPPPFRCTRT SO P ETSRRRRERTE 31



15.4. FiNONCIOl CONAITIONS veuveureuirermrmrrenrrrnerrnremeresrrtrnesesssassastastassessassesssassassrnsttassansannansnnsnnnns 31

16. INfOrmed CONSENE PrOCESS .....ccvurssirsersrerssrsssssssssssssssssssssssssssssssssasssssssssasnsnennnesnssanssnssn 32
17. Subject COMPENSALION........ceeirrrivirmmmmneirmsssisssmmmneseneerrssssssssnsenssssamassssasasenssssssnannnnnnnnns 32
17.1. Compensation in CASE Of INJUIY ...cccccoimmuimneenimniinnssneras s ss s s sssss s s st s s aa s s sasssas 32
17.2. Compensation for participating in the clinical investigation .........ccocccviiinneninecnsiciiinnanes 32
18. Adverse events, adverse device effects and device deficiencies..........c.cc.ccccerunsanen. 32
18.1.  AdVErSe EVENES..iremmuuerrenrnsrsrrrmmmsssrrerassiarrsnsssssrenmsssastnasssitasssssststssnssssmessnmasssssstnassnnnnassss 32
18.2. Adverse device effeCt......cccccicrcciiisscsiinsniniic i s a 32
18.3. Device defiCi@NCY ..eiveeiiiceriismrerirneniiisinne i ssss s rr s e st as e s sa s s s n e s e R s e e s s s e ans 33
18.4. Serious adverse events (SAE) .......ccuuvirirmmmeseemsiiiimiinnr s s 33
18.4.1. Serious adverse device effeCt (SADE) ........uuiiiiiiiiiiiiiiiiier i 33
18.4.2. Anticipated serious adverse device effect (ASADE)..........cciiieiiiiiiini i 33
18.4.3. Unanticipated serious adverse device effect (USADE) ........ccocuiimriiimmmirimessiimsiiinssnsissesssnsessssens O%
18.5. Medical care of SUDJECES .....cuvrrrrriciiisiiniiiiis s s s 34
18.6. Reporting and tiMelines .......cccvrmrremiiiiiiiiie s 34
18.7. Investigator’'s reporting responsibilities........cccocmiiinin s, 34
18.8. Sponsors reporting responsibilities ........cccccemiiiiiiniirn s 35
18.9. Data Safety and Monitoring Board (DSMB) ........ccciimnuummiininiimmimmmimemimmmesssaeenees 35
19. Suspension or premature termination of the clinical investigation..............c.cccceueeru 36
20. Clinical investigation rePOrt ..........ccccesvisrsssemmerusiermessisssssssamnnnnnnsessssssannmscsssssssnnnsnssnnnns 36
21. Publication POLICY....cccccrrearemsisrsmmmcsssseunsmsissessnisssssssnressssssnensnasssnnsasssmsesasssmnnnneasasssans 36
b TR - V- o 1 U DPTT PR 36
22. Suspension/termination of the clinical investigation ........cccccceeeeeeerimmnsssssssesennnnnns 36
b T = 115 [T Yo ' o] o} VPP 37
24,  APPCNAIX......coercrecerreerirrenersiassaasssssisssssssssssrar s s a s s s e e e e e nen e s e e s s e r e A A s s A SRR R R R R aa s 38
24.1. Appendix 1: Leakage scale questionnaire (OLI) .....cooviiviiiiinmmmmmnnn e 38
24.2. Appendix 2: Bristol SCAle.....ccciiiimmmmmmmimiinnneceees s e 41
24.3. Appendix 3: WHODAS 2.0 ...ccccoimiimmmmmnnirimsnmmsesssisnseimssssnssssssssmessssssssnsmssmssssssssssansssssss 42
24.4. Appendix 4: Endpoints and assessment flowchart .........cooeeoeiiiiciin, 44

24.5. Appendix 5: Definition of inclusion criteria: “Leakage defined as output/seeping under
the DASEPIALE .....eeeereee e r i s e n e R AR R 45



List of personnel involved in the Investigation

1.1. Sponsor representatives

COORDINATING CLINICAL MANAGER SENIOR BIOSTATISTICIAN
BT . —
e CI—

[ = |

= e
(i M-
[E———— | (|
;EDICAL AFFAIRS PROJECT MANAGER :NAGER

. —— |

T [ el
(B =35 ([ —

(= |

(S——— (—
[ |
——— [e—

; OF CLINICAL STRATEGIES ; OF CLINICAL OPERATIONS
h [T ]
== =)

[ [—

=] =T
m— (===
Ces—— | |

DIRECTOR MEDICAL AFFAIRS, GERMANY CLINICAL TRIAL MANAGER, GERMANY
[—— B |

| e=— (E———
| (C———
[E==——— E——
S| B __ =il

= [

[ E
S— ————~———

In case of emergency, please contact the Coordinating Clinical Manager from the above list of sponsor represent-
atives.

1.2. Investigator
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2. Rationall/justification for conducting the clinical investigation

People with intestinal stomas (especially an ileostomy) can have, despite development of better ostomy prod-
ucts, problems with leakage which influence their quality of life negatively [1,2].

To overcome this, Coloplast has developed a new supporting ostomy product called Heylo™, which has an adhe-
sive sensor layer that should be placed underneath the baseplate. The sensor layer consists of an electronic sen-
sor system, that continuously detects moisture and output leakage underneath the baseplate. A transmitter con-
nected to the sensor layer continuously evaluate the incoming information and sends a status to a smartphone
software application, which based on a predefined flow decides which information to deliver to the user about
the baseplate status.

A clinical study CP321 has been planned and initiated including 25 subjects in Denmark, to confirm technical read-
iness with Android and iOS software and will be concluded upon before initiation of present study.

The overall aim of this clinical investigation is to evaluate the benefits of the new supporting product, Heylo™
compared to Standard of Care.

3. Objectives of the clinical investigation

3.1. Objectives
Primary objective

Is to investigate whether Heylo™ can improve the emotional impact (measured by the Leakage scale question-
naire (OLI)), compared to Standard of Care.

Secondary objective

Is to evaluate whether Heylo™ can improve participation in everyday and social activities compared to Standard
of Care.

4. Investigational device and comparator
The investigational device is a novel app driven digital supporting ostomy product called Heylo™. Heylo™ is CE-
marked.

The investigational device is used in combination with the ostomy baseplates usually used by the subject. Subjects
will be supplied with a sufficient number of Heylo™ sensor layers to support their normal change routine.

The comparator in this study will be Standard of Care which is defined as subject’s own ostomy product.



4.1. Description of Investigational device - Heylo™
Heylo™ consists of the following:

o Adhesive sensor layer with a build-in sensor system (single use)
Transmitter (re-use), to be connected to the sensor layer.

Heylo™ app (installed on subject’s own smartphone). The app is communicating sensor status to the
subject.

e Charger to the transmitter incl. core

‘ Heylo™ app
$ 7{ e, Transmitter

Charger to fransmitter

Sensor layer

Cable to charger

Figure 1: Investigational device - Heylo™



Figure 2: Sensor layer

The colours on the sensor layer (Figure 2) are only illustrative and illustrate the different sensor elements.

e Turquoise: Outer leakage sensor. Detecting leak close to rim of baseplate
e Orange: Wear sensor. Detecting moisture absorbed by the adhesive material
e Purple: 3 inner leakage sensors. Detecting leak closest to stoma

The following sensor layer sizes will be available in the trial: 240, 850, 860, 270 and @80, referring to the inside
diameter of the sensor layer.

The study nurse and subject will together find the right size of sensor layer that best fit the subject.

Figure 3: Sensor layer appliance
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Figure 4: App data flow high level

If subjects have technical issues (e.g. technical failure screens delivered to users, and system does not seem to get
back running again), they have the possibility to call a technical support service.

4.1.1. Manufacturing
Coloplast A/S, Holtedam 1-3, 3050 Humlebaek, Denmark, is the manufacturer of the CE marked Investigational
device.

4.2. Identification and traceability of the investigational device
The CE marked physical Test Product will be identified as Heylo™.

e Adhesive patch - sensor layer ID
o 240:1921008000
o 250:1921108000
o ©60:1921208000
o ©70:;1921308000
o 280:1921408000
Transmitter 1D 23323073
e Heylo™ app software version
o i0S19.2.
o Android 1.9.2.
e Charger to the transmitter ID 23323072
Charger cable ID: 23325128

4.3. Intended use of the investigational device in the clinical investigation

Intended purpose of device:
Heylo™ is intended to be used together with an ostomy baseplate and bag, to detect and notify user of the oc-
currence of output leakage under an ostomy baseplate.

Intended medical indications:
The product is indicated for subjects with an ostomy, mainly lleostomy and colostomy with liquid output.
The product is to be used on intact skin.



Intended mode of action:

The sensor layer is applied under an ostomy baseplate which is attached to the intact peristomal skin around the
stoma. The sensor layer detects occurrence of output leakage under the ostomy baseplate and the subject is
notified of the leakage via a smartphone software application.

Application:
In the Instruction for Use (IFU), application, few warnings, cautions and pre-caution of how to use Heylo™ are
given. See IFU [5+6].

4.4. Intended population for the investigational device
Subjects with an ileostomy or colostomy with liquid/mushy fecal output (5 - 7 on the Bristol scale See Appendix
2) and with a certain degree of leakage and worry about leakage, are the intended population for this device.

4.5. Handling of the investigational device
The handling of Heylo™ is described in detail in the Instruction for Use (IFU), which is included in all boxes with
the investigational device. Storage conditions are also stated in the IFU.

The PI (Principal Investigator) and P! delegate will receive training by sponsor and/or the Plin handling and cor-
rect use of the Investigational device. The Pl or delegate will train the subjects in the correct use of the investiga-
tional device according to the IFU.

4.6. Total number of investigational devices intended for the clinical investigation
Each subject will be supplied with Heylo™ app and trial supplies as described below:

1 charger

1 charging cable

1 charging adapter

Two transmitters

Sensor layers to support a daily change pattern + sufficient extra sensor layers

4.7. Description of the comparator products
The comparator products in this study are standard of care which is defined as subject’s own ostomy product.

5. Design of the clinical investigation

5.1. General
The clinical investigation is an open-labelled, randomized cross over trial evaluating Heylo™ and Standard of
Care.

Subjects will use Heylo™ together with their own product (Baseplate and bag) during the test period with Heylo™
and in the Standard of Care period subjects will only use their own product (Baseplate and bag).

The expected duration of the total test period is 16 weeks (+ 6 days). Each Test period is 8 weeks (+3 days).

In both test periods subjects will change ostomy products as usual, according to their normal change routine.
Subjects may decide to change ostomy product earlier or later, based on a leakage notification.



_!_m_

Standard of Care Swandard of Care

VO/V1 8 weeks V2 8 weeks V3

Figure 5: Design of the clinical investigation

In total, 144 subjects will be included and randomized. Each of the subjects will have an inclusion visit (V0) and a
baseline visit (V1) and two test visits - V2 and V3, including Termination visit carried out by the Principal Investi-
gator, or delegate.

A follow-up call will be scheduled 7 days +2 days after visit 1 and visit 2 to ensure compliance with the provided
product and study procedures and Insurance of subject’s wellbeing. Additional calls/visits may be performed if
needed, assesses by the Pl or delegates, and will be registered as unscheduled visits.

Before scheduling VO the subject will be invited to an information meeting , where the Pl or Study nurse will give
a detailed information about the requirements and the content and what it involves participating in the investiga-
tion. The information meeting will be conducted as a phone call. See Section 6.2 for procedure for recruitment
and enrolment.

Inclusion visit (VO) and baseline visit (V1) can be performed same day. If subject wishes to reconsider his/her
participation at VO after another oral review of the contents of the trial, the subject has the rights to wait mini-
mum 24 hours before deciding on participation. If subject hereafter decides to participate in the clinical investiga-
tion, another date for VO and V1 will be scheduled.

Study visits will be conducted at the subject’s home or through remote virtual calls.

At V1, V2 and V3 the Principal investigator or delegate and the subject will complete questionnaires and every
2" week the subject will be asked to complete questionnaires. All questionnaires will be completed using an elec-
tronic data capturing method.

V3 will also be the termination visit unless a situation occurs where a subject terminates earlier than expected. If
this is the case the subject will as the last visit have the termination visit performed.

5.2. Primary endpoint
Primary endpoint:

e Emotional impact score (scale from O - 100) measured by the validated OLI scale evaluated at the end
of each test period.
See Appendix 1

5.3. Secondary and Exploratory endpoints
Secondary endpoint:

e Participation in society domain score (scale from O - 100) measured by WHODAS evaluated at the end
of each test period.
See Appendix 3

Exploratory endpoints:



Impact on Usual and social activities score (scale from 0-100) measured by the validated OLI scale eval-
uated at the end of each test period.
See Appendix 1

Impact on Coping and in Control score (scale from 0-100) measured by the validated OLI scale evalu-
ated at the end of each test period.
See Appendix 1

Feeling of security evaluated at the end of each test period. Question: “How was the feeling of security
while wearing the product?” Answers: Very poor/Poor/Acceptable/Good/Very good.

Understanding and communicating domain score (scale from 0-100) measured by WHODAS evaluated
at the end of each test period.
See Appendix 3

Getting around domain score (scale from 0-100) measured by WHODAS evaluated at the end of each
test period.
See Appendix 3

Self-care domain score (scale from 0-100) measured by WHODAS evaluated at the end of each test
period. See Appendix 3

Getting along with people domain score (scale from 0-100) measured by WHODAS evaluated at the
end of each test period.
See Appendix 3

Life activities (household and work) domain score (scale from 0-100) measured by WHODAS evaluated
at the end of each test period.
See Appendix 3

Assessments:

Leakage outside baseplate, evaluated end of each test period. Question: “Think back on the last 2
weeks; how many times have you experienced stoma effluent leakage outside the baseplate (e.g. onto
clothes or bedsheets)?” (number).

Change in current stoma product, evaluated end of test period. Question: “Has there been any change
in current stoma product during the test period?” (Yes/No) If yes, please add: Type (1pc/2pc), Kind (Flat,
Convex, Concave), Brand (Coloplast, Hollister, Dansac, Salts, other)

Change in Heylo size, evaluated end of test period. Question: “Change of Heylo size needed?”(Yes/no), if
yes, please provide the new size: 40 mm, 50 mm, 60 mm, 70 mm, 80 mm

Adverse events/device deficiencies

For Endpoint and assessment flowchart please see Appendix 4

5.4. Rationale for selection and measurement of endpoints

The primary and secondary endpoints have been chosen as they reflect expected benefits with use of Heylo. The
two endpoints consist of the emotional impact domain and participation in everyday and social activities domain,
and they are based on validated measurement tools. Evaluation of these quality of life domains as well as other
questions related to coping and control, impact on usual and social activities, feeling of security, getting along with
people, and life activities may together establish possible benefits of using Heylo compared to using Standard of
Care alone.



5.5. Baseline information and potential compromising factors
Baseline/demographics
e Gender (male/female)
Age (at time of enrolment (years)
Height (cm)
Weight (kg)
Year of stoma creation (YYYY)
Ostomy surgery within 3 months (yes/no)
Reason for creation of the stoma (Crohn’s disease/ulcerative colitis/ cancer/ Other)
Stoma Type (ileostomy/colostomy)
Temporary/permanent stoma
Shape of the stoma (round/oval/irregular)
Size of the stoma (widest diameter and height of stoma from skin)
Information about the current stoma product: Type (1P/2P), Kind (Flat, convex, concave), Brand (Colo-
plast, ConvaTec, Hollister, Dansac, Salts, other)
e Working status (working, restricted duties, sick leave, unemployed/retired, student)

5.6. Equipment/methods and timing for assessing the variables
Please see Appendix 4 and section 7.1 and 7.2 for information regarding timing of endpoint data capture and
section 11. for information on data collection.

5.7. Randomization procedure
All subjects that meet the inclusion and exclusion criteria will be randomized into one of two treatment sequences
at V1, with a cross-over after 8 weeks (Visit 2). Subjects with stoma surgery less than 3 months, will be stratified

according to time since surgery.

Treatment seguences:

Sequence A: Heylo™ + Standard of Care cross-over to Standard of Care

Sequence B: Standard of Care cross-over to Heylo™ + Standard of Care

When testing the Heylo™ it must be done together with subject’s usual ostomy product and in the Standard of
Care period subjects will only use their own product.

5.8. Blinding
No blinding will be used in this investigation, except for the statistician who will be blinded until Data Base Lock.

5.9. Total expected duration of the clinical investigation
The dates below are approximate, and no subjects will be enrolled before all required approvals have been ob-
tained. If changes are required, applicable EC will be notified. '

s First subject enrolled (10/2021).

s Last subject enrolled (06/2022).

¢ Last subject completed (10/2022).
e Final report (03/2023).

6. Clinical Investigation population
This clinical investigation will be conducted in Germany with up to 16 Coloplast Homecare nurses acting as study
nurses. In this clinical investigation there will not be an regular Site. The Pl who is responsible for conducting the



investigation will delegate study specific procedures to the study nurses, who will perform all study visits at the
subjects home.

The clinical investigation will be conducted in 144 subjects with ileostomy or colostomy with liquid/mushy output
(5-7 on the Bristol Scale).

The Principal Investigator will be overall responsible for the recruitment for the study and the Clinical manager in
Germany will be responsible for the daily contact with the study nurses and the monitoring of the clinical investi-
gation.

6.1. Eligibility criteria
To be included in the investigation, the subjects must comply with the criteria presented below.

6.1.1. Inclusion criteria
Table 1: Inclusion criteria

Inclusion criteria
To be included in the evaluation a subject must com-

Justification for inclusion criteria

ply with the following inclusion criteria:
1. Has given written consent to participate by signing
the Informed Consent Signature Form

2. Is at least 18 years of age and have full legal capac-
ity

3. Has an ileostomy or colostomy with consistent liq-
uid/mushy fecal output (5-7 Bristol scale®)
*See appendix 2

4, Is able to use one of the five test products (i.e. @40,
@50, #60, @70, 80 mm)

5. Has experienced leakage** under the baseplate at

least three times within the last fourteen days.
**| eakage defined as output seeping under the
baseplate” See Appendix 5, Figure 2-5

6. Has worry about leakage to “some degree, high de-
gree, or very high degree” (on a five-point Likert
scale: Very low degree/Not at all, Low degree, some
degree, High degree, very high degree)

7. Is willing to refrain from use of ostomy paste
8. Has a smartphone compatible for Heylo™ application
9. Is able to follow study procedures for 4 months (as-

_sessed by investigator or delegate)

6.1.2. Exclusion criteria
Table 2: Exclusion criteria

Exclusion criteria

A subject is not allowed to participate in case

To meet the Helsinki declaration

To meet the Helsinki declaration

The product is indicated for use with ileostomies and colos-
tomies with liquid fecal output

The technical design of the device requires use of one of the
five sizes
To ensure that the subjects have potential leakage which the

* sensor layer can react upon

To ensure only subjects that worry about leakage are in-
cluded

The use of ostomy paste may influence system performance
To dnswef the CRF d&estioné ﬁhd han&e tﬁé Heylo™ appli-

cations, the subjects must have smartphones
To ensure low dropout rate

Justification for exclusion criteria:

he/she:

1. Is participating in other clinical investigations or has
previously participated in this investigation

2. Is pregnant or breastfeeding

3. Has known hypersensitivity towards any of the

products used in the investigation

Other investigational guidelines/products may interfere with
the investigational endpoints

Even though the ingredients and the recipes have been ap-
proved for human beings, their effect on embryos, foetuses
and infants are unknown

it is not ethical to include persons that know they are allergic
to the products used in the investigation and it would also
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A subject is not allowed to participate in case
 mhie/she:t s kinaph Pewith L4 o 5 a8 ot L1

Jugtifi'c':ut'ion for exclusion criteria:
create bias, as these persons would give the product, they

are allergic to a more negative rating and most likely also

create an AE.

4, Is using/ has a pacemaker To protect the subjects from unnecessary harm, subjects

with pacemakers are excluded

6.1.3. Pregnancy and breastfeeding
As specified in exclusion criteria number 2. pregnancy and breastfeeding are not allowed in this clinical investiga-

tion. All female subjects with childbearing potential (they have had at least one period during the last 12
months), must at VO confirm that they are not pregnant or breastfeeding. They will also be informed that no
pregnancy is allowed during the investigation.

If the subject becomes pregnant during the Clinical investigation, it is important, that the subject informs the Prin-
cipal investigator or delegate immediately. The PI will then consider whether she should continue in the investi-
gation.

6.2. Recruitment and enrolment
Recruitment of potential subjects will begin once approval have been obtained from the Ethics Committee (EC).
It is estimated that the recruitment process will be completed within 8 months.

Table 3: Table showing an overview of the recruitment process.

Recruitment Coloplast Database
method
Potential subjects

First contact

Second contact | If potential subjects return the Reply Letter/reply to the email or have called the investigator as
first contact and are interested, the Principal Investigator or delegated will contact the subjects by
phone and give a short introduction to the investigation and go over the inclusion and exclusion
criteria.

If the subjects do not meet the inclusion criteria or meet the exclusion criteriq, this will be regis-

| tered at the Subject Screening Log.
Subject Information | If subjects are eligible and interested in participating, then written information about the investiga-
Form tion (subject information) will be sent to the subjects to ensure that they are given the opportunity
to read about the investigation before a possible informational visit, and for them to prepare any
possible questions they may have. The subject information provides information to subjects about
how to contact the Principal investigator or a delegated thereof, if they wish to learn more about
the study.
First visit If an eligible subject is interested in participating after the first contact, a visit will be arranged at
Information visit subject’s own home or remotely. When arranging the visit, it will be ensured that the subject has
received the Information Form prior to the visit. The subjects will receive both written and verbal
information about the possibility of bringing a companion to the informational visit and to any pos-
sible subsequent visits.
See section 16 for information to be given to the subjects, as well as the informed consent pro-
cess.
Enrolment and in- The subjects have the right to wait minimum 24 hours before deciding on participation. {/when
clusion visit (VO) the subject decides to participate, he/she will be asked to sign the relevant forms (see section 16).




i If a subject so desires, and it is certain that it is understood what the investigation entails, and the '
| relevant forms have been signed the subjects are considered enrolled in the investigation.

6.3. Subject withdrawal criteria

The subject is allowed to withdraw from the investigation at any time for whatever reason without any conse-
quences for their future treatment outside the clinical investigation. The Investigator may withdraw a subject from
the investigation at any time if they judge it to be the subject’s interest.

The investigator must withdraw a subject from the investigation due to:

¢ Major noncompliance with the CIP impacting the scientific integrity of the investigation.

o [f subject’s safety and wellbeing is compromised by further participation.

e Subjects lost to follow-up. At least three documented attempts will be made to verify subjects lost to follow-
up.

Withdrawn subjects will not be replaced by new subjects.

A subject who is withdrawn from the investigation, for any reason, will be encouraged to contact the investigator
if problems arise that the subject believes are related to the clinical investigation. Subjects who have not experi-
enced any adverse events will not be followed up. For subjects who experience adverse events, see section 18.5.

6.4. Point of enrolment
A subject is considered enrolled in the investigation when the written informed consent is obtained. The expected
duration for each subject is described in section 5.1

6.5. Subject ldentification and Confidentiality

Subjects will be identified on the electronic CRF (eCRF), and any other document transmitted to the sponsor by
the principal investigator or delegate, by a unique identification number.

Data entered on the eCRF are confidential and will only be available to the sponsor (including sponsor delegates),
members of data management teams, the statistician, data monitoring board members or clinical event committee
members if involved, members of the EC and if requested to regulatory authorities.

The principal investigator will maintain as part of the investigational file a list identifying all subjects entered into
the clinical investigation.

7. Procedures

7.1. Clinical investigation-related procedures

Inclusion Visit (VO), Week O:
e Introduction to the study and review of Subject information Form
Informed Consent Form signed
inclusion in study and allocation of subject number
Check of in- and exclusion criteria
Collect baseline information:
o Gender (male/female)
Age (at time of enrolment (years))
Height (cm)
Weight (kg)
Year of stoma creation (YYYY)
Ostomy surgery within 3 months (yes/no)
Reason for creation of the stoma (Crohn's disease/ulcerative colitis/Cancer/Other)
Stoma Type (ileostomy/colostomy)

O 0 0O 0O OO0 O0
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O 0 0O

o}

Temporary/permanent stoma

Shape of the stoma (round/oval/irregular)

Size of the stoma (widest diameter and height of stoma from skin)

Information about the current stoma product: Type (1P/2P), Kind (Flat, convex, concave},
Brand (Coloplast, ConvaTec, Hollister, Dansac, Salts, other)

Working status (working, restricted duties, sick leave, unemployed/retired, student)

¢ Insurance of subjects’ wellbeing
e Insurance of subjects’ compliance with the CIP

Baseline Visit (V1), Week 0:
e Randomization
e Instruct subject in installation of Heylo™ app {on subjects’ own smartphone), if relevant
e Instruct subject in completing todays questionnaires:

Emotional Impact (OLI)

Coping and in control (OLI)

Usual and Social activities (OLI)

WHODAS 2.0:

o

o}
o}
O

o]

= Understanding and communicating
Getting around

Self-care

Getting along with people

Life activities

= Participation in society

Feeling of security, see section 5.3 and Appendix 4.

e Assessment of:
Leakage outside baseplate, see section 5.3 and Appendix 4.

o

e According to the randomization, instruct subject in use of Heylo™ + Standard of Care or only Standard
of Care for the next 8 weeks
e Provide Investigational device - Heylo™ after measurement of Heylo size, if relevant according to ran-

domization

e Instruct and remind the subject to follow the study specific procedures between visits, and inform subject
to complete following questionnaires:

o]

O 0 0O

Emotional Impact (OLI) every 2™ week
Coping and in control (OLI) every 2™ week
Usual and Social activities (OLI) every 2™ week
Leakage outside baseplate every 2™ week
WHODAS- every 4" week

»  Understanding and communicating
Getting around
Self-care
Getting along with people
Life activities
Participation in society

e Review of AEs, ADEs, SAEs, SADEs, Device deficiencies and protocol deviations
Schedule follow up call 7 days +2 days after V1 to ensure compliance with the provided investigational
device and study procedures and Insurance of subject’s wellbeing.

e Schedule visit 2 in 8 weeks %3 days

Visit 2 (V2), Week 8:

e Insurance of subject’s wellbeing and follow-up on subject’s compliance with study specific procedures
(e.g. completing questionnaires and use of Investigational device + Standard of Care OR Standard of

Care only)

e Subject completing todays questionnaires:

o]

Emotional Impact (OLI)
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Visit 3 -

o Coping and in control (OLI)
o  Usual and Social activities (OLI)
o WHODAS2.0:
= Understanding and communicating
Getting around
Self-care
Getting along with people
Life activities
= Participation in society
o Feeling of security, see section 5.3 and Appendix 4

Assessment of:

Leakage outside baseplate, see section 5.3 and Appendix 4

o Change in current stoma product, see section 5.3 and Appendix 4

o Change in Heylo size, if relevant, see section 5.3 and Appendix 4

o Review of AEs, ADEs, SAEs, SADEs, Device deficiencies and protocol deviations

o]

Instruct subject in installation of Heylo™ app (on subjects’ own smartphone), if relevant
According to the randomization, instruct subject in use of Heylo™ + Standard of Care or only Standard
of Care for the next 8 weeks.
Provide Investigation device - Heylo™ after measurement of Heylo size, if relevant according to ran-
domization.
Instruct and remind the subject to follow the study specific procedures between visits, and inform subject
to complete following questionnaires:
o  Emotional Impact (OLI) every 2™ week

Coping and in control (OLI) every 2™ week
Usual and Social activities (OLI) every 2™ week
Leakage outside baseplate 2™ week
WHODAS- every 4™ week:

=  Understanding and communicating
Getting around
Self-care
Getting along with people
Life activities
Participation in society
Collect unused Heylo™ devices from subjects who have tested these in the first 8 weeks.
Collect used Heylo™ devices (only charger and transmitter), from subjects who have tested these in the
first 8 weeks
Schedule follow up call 7 days +2 days after V2 to ensure compliance with the provided investigational
device and study procedures and Insurance of subject’s wellbeing.
Schedule visit 3 in 8 weeks +3 days

C O 0 O

Termination Visit (V3), Week 16:
Insurance of subject’s wellbeing and follow-up on subject’s compliance with study specific procedures
(e.g., completing questionnaires and use of Investigational device + Standard of Care OR Standard of
Care only)
Subject completing todays questionnaires:

o  Emotional Impact (OLI)

o Coping and in control (OLI)

o Usual and Sociat activities (OLI)

o WHODAS 2.0:

=  Understanding and communicating

Getting around
Self-care
Getting along with people
Life activities

. Participation in society
o Feeling of security, see section 5.3 and Appendix 4
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e Assessment of:
o Leakage outside baseplate, see section 5.3 and Appendix 4
o Change in current stoma product, see section 5.3 and Appendix 4
o Change in Heylo size, if relevant, see section 5.3 and Appendix 4
o Review of AEs, ADEs, SAEs, SADEs, Device deficiencies and protocol deviations

e Collect unused Heylo™ devices from subject who have tested this in the last 8 weeks
Collect used Heylo™ devices (only charger and transmitter), from subjects who have tested these in the
last 8 weeks

¢ Termination and completion of the study

Follow-up call - Performed 7 days +2 days after visit 1 and visit 2:
e  Ensure compliance with the provided product and study procedures
e Insurance of subject’s wellbeing.

7.2. Flow-chart

Table 4: Chart showing the connection between visits and assessments.
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INCLUSION TEST VISIT AND FOLLOW-UP
| PERFORMED BY VISIT BASELINE VISIT VISIT TERMINA- CALL
' TION VISIT
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VISIT - VO V1 V2 NATION TERVISIT 1
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WEEK 1 AND
WEEK - WEEK O WEEK O WEEK 8 WEEK 16 WEEK 9
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Review of Subject information Investigator X T
Signed informed consent Form Investigator X
Inclusion and allocation of sub- 3
. Investigator X
ject number
Check of in- and exclusion crite- .
: Investigator X
ria
Collect Baseline information Investigator X
Insurance of subjects’ wellbeing | Investigator X X X X X
Insurance of subjects’ compliance i
with the CIP Investigator X X X X X
Randomization Investigator X
Instruction in installation of
Heylo™ app and instruction in ac- | Investigator/Subject X X
| cess to link with questionnaires - _ | — . B
Belflaulenh b s S = 1 ot Bel B NP =R oSSR
Emotional Impact (OLI) Subject X X X
Coping and in control {(OLI) Subject X X X
Usual and Social activities (OLI) Subject X X X
WHODAS 2.0 Subject X X X
Feeling of security Subject X X X
Leakage outside baseplate Subject X X X
Change in current stoma product | Investigator X X
Change in Heylo size Investigator X X
Remind subject to complete .
questionnaires between visits T2l i X
PROCEDURES | —
tnstruction in use of Heylo and
SoC, according to IFU (if relevant | Investigator X X
according to randomization)
Measure size and provide Heylo .
(according to Randomization) Investigator X X
Collect unused Heylo devices (if
relevant) and used charger and | Investigator X X
transmitter
Schedule follow up call 7 days +2 .
days after visit 1 and visit 2 Investigator : X
Schedule next visit Investigator X X
Assess AEs/ADES/SAEs/SADEs,
Device Deficiencies and protocol | Investigator X X X X
deviations
Complete eCRF Investigator X X X X X
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7.3. Case Report Forms
All assessments and observations throughout the investigation must be carefully recorded in an electronic CRF
(eCRF). Details about data capture can be found in section 11.1

7.4. Supplementary materials and equipment (if applicable)
Sponsor will provide the P, or delegate with supplementary materials for this investigation. Supplementary mate-
rials would be:

e Computer with access to CRFs

8. Risk - benefit analysis and ethical considerations

8.1. Risk-benefit analysis of the investigational device

A risk analysis according to ISO 14971 Application of risk management to medical devices has been conducted.
Risks have been proven minimized or eliminated through appropriate design control, confirmed by pre-clinical
bench, laboratory, and clinical testing.

All unacceptable risks related to the device have been mitigated as far as possible and have been deemed ac-
ceptable for the clinical study. The Heylo™ device is already CE marked.

8.2. Risk-benefit for subjects participating in the clinical investigation

The investigation is conducted in accordance with current law and applicable standards, see section 15. Statement
of Compliance. The rights, safety and well-being of human subjects shall prevail over the interest of science of
society.

Risks in this investigation are considered to be equal to the use of ostomy products already on the market. Risks
associated with the use of ostomy products are skin irritation and mechanical trauma. Please also see Adverse
events, adverse device effects and device deficiencies section 18.

There is no known interaction between the use of the investigational device and the medication participants can
take. Disadvantages of testing (trial engagement) may be the time spent on visits and responding to questions
regarding product change.

Possible benefits for the subjects in this investigation, are that subjects are notified if a leakage occur, which maybe
will be beneficial for the subjects in regard to the quality of life and maybe minimize the worry about leakage.

8.3. Risk Analysis for the conduct of the clinical investigation

A risk assessment of the clinical investigation will be conducted initially prior to the first subject enrolment and
periodically re-assessed based on any new risks identified through the process. This assessment will be completed
throughout the duration of the investigation, as defined by the study team. A risk-based monitoring strategy may
be implemented including on-site remote, and central monitoring. Details of the strategy are defined in the moni-
toring plan.

8.4. Delegation of responsibility

Before initiation of the clinical investigation, sponsor must be provided with Clinical investigation personnel signed
and dated curriculum vitae (not more than 2 years old) to verify their qualifications. Clinical investigation personnel
are those, who treat or evaluate subject data in the clinical investigation. Also, the sponsor will ensure that all
Clinical investigation personnel are trained in the investigation procedures, how to complete the eCRFs, procedure
for reporting an adverse event or serious adverse event (how, when, to whom), and who to contact in case of
emergency related to the investigational device.

9. Monitoring Plan
The sponsor is responsible for ensuring appropriate monitoring of the clinical investigation activities as described
below.

The monitor will be the primary contact for the Pl and the study nurses.
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Monitoring activities are mandatory as per good clinical practice, however the extend and depth of these activities
depend on the criticality of the clinical investigation, speed of enrolment, the experience of the Clinical investigation
personnel in carrying out clinical investigations and specific study designs.

For the purpose of this clinical investigation the below described monitoring procedures have been determined.

9.1.1. Site selection visit

Depending on the prospective clinical investigation sites experience with the specific investigational device, an on-
site qualification or site selection visit shall be performed during which the feasibility of the clinical investigation
requirements will be discussed and common agreement between sponsor and principal investigator shall be
reached. This visit may also be replaced by one or more phone calls if the principal investigator is known to the
sponsor.

9.1.2. Initiation visit

An initiation visit with full training on all aspects of the clinical investigation will be provided.

The initiation visit will be held as a physical meeting or remotely using Microsoft Teams, Skype or Face time and
the visit will be held as close to study start as possible.

9.1.3. Monitoring visits

The sponsor shall determine the extent and nature of monitoring appropriate for the clinical investigation based
on the risk assessment. The sponsor shall ensure, through oversight of the clinical investigation and timely adverse
event reporting, that unanticipated adverse device effects are identified and investigated rapidly so that, where
necessary, additional risk control measures can be implemented.

The dedicated monitor is to ensure adherence to the clinical investigation plan, the safety of the subjects, accurate
data recording on the e-CRFs and to monitor recruitment rates and adherence to follow-up schedules. During the
clinical investigation, monitors shall check that appropriate written informed consents have been obtained. The
principal investigator shall permit and assist the monitor to carry out verification of completed e-CRFs against data
in the source documents.

The principal investigator can delegate tasks to his collaborators, however the roles and responsibilities as time
period of involvement for each clinical investigation personnel must be documented on the Site Personnel signa-
ture and Delegation list as well as training received before getting involved with the clinical investigation must be
documented in the Clinical Investigation Training Log.

The monitor shall inform the sponsor about any problems relating to facilities, technical equipment, or medical
staff involved in the clinical investigation. The monitor shall also be responsible for notifying such deficiencies in
writing to the principal investigator and convene with the clinical investigation personnel appropriate and timely
corrective actions.

The sponsor, or delegate, will provide clinical monitoring, including review of eCRF with verification to the source
documentation, as defined below.

The monitor shall make written reports to the sponsor, including documentation of any deviations after each visit
and provide written follow up action items if any, to the principal investigator and/or clinical investigation personnel.

All data collected can be directly entered in the eCRF and the Smart Trial system will by edit checks ensure that
all fields are completed in the eCRF. Monitor will ensure by 100% monitoring, that all queries are timely resolved.

Source data verification will be performed to the extent it is possible. The Source Data Specification Form must be
completed at the initiation visit detailing the location of the source data for each data point. Where no source data
(besides the eCRF) is available the contents of the eCRF will be monitored.

The informed Consent Form and AE/ADE will be 100% monitored for timely completeness.

Only the investigator, delegated clinical investigation personnel and the sponsor representatives will have access
to all the eCRF’s.
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9.2. Source data verification

Source data is all information in original records, certified copies of original records of clinical findings, observations,
or other activities in the clinical investigation, necessary for the reconstruction and evaluation of the clinical inves-
tigation. This includes source data initially recorded in an electronic format.

All documents and data related to the clinical investigation handled by clinical investigation personnel, shall be
produced, and maintained in a way that assures reliability, integrity, control, and traceability, and shall be appro-
priately stored to provide a complete history.

The Principal Investigator shall assure the accuracy, attribution, completeness, legibility, and timeliness of the data
reported to the sponsor in the eCRFs and in all required reports. All printed copies of electronic source documents
shall be certified, as indicated by a dated signature by the clinical investigational personnel at the time the docu-
ment is printed. Special requirements should be applied to the capture, review, and retention of electronic source
data, to ensure reliability, quality, integrity, and traceability.

The data reported in the eCRFs shall be derived from source documents and be consistent with these source
documents, and any discrepancies shall be explained in writing. The eCRF can serve as the source document and
this must be documented on the Source Data Specification Form. The Source Data Specification Form must be
completed at the initiation visit detailing the location of the source data for each data point agreed upon by the
Principal investigator.

10. Statistical considerations

10.1. Statistical design, method, and analytical procedures

The primary objective will be evaluated by analysing the primary endpoint whereas the secondary objective will
be evaluated by analysing the secondary endpoint. The analyses of the exploratory endpoints will be used to
further evaluate and explore the primary and secondary objectives.

All baseline measurements, endpoints and assessments will be summarized by descriptive statistics and/or listed.
Endpoints and assessments will be summarized by product and time for evaluation, if relevant. Descriptive statistics
for continuous variables are presented with N, Mean, SD (standard deviation), Median, Min and Max, where N
denotes the number of subjects contributing with non-missing data. For discrete variables, descriptive statistics are
presented with N and percentage, where percentage is based on the total number of subjects/observations with
non-missing data.

All statistical analyses are made with SAS version 9.4 (SAS Institute Inc., Cary, NC)

10.1.1. Definition of analysis populations
Intention to Treat (ITT) and Safety populations will be defined at a formal data review meeting before database
lock. As a minimum, the data manager, the clinical manager, and the statistician will be involved in the classifica-
tion of subjects.

The ITT population (full analysis set) will be constituted by all randomised subjects with valid informed consent who
have been exposed to at least one product, with information on at least one endpoint.

The Safety population will constitute by subjects who have given informed consent.

All statistical analysis will be based upon the ITT population whereas adverse events and device deficiencies will
be assessed based on the safety population. Invalid individual data points may be omitted from analysis even
though the corresponding subject is part of the ITT population. Any exclusion of data points will be documented.

A formal per protocol (PP) population is not planned due to the explorative nature of the investigation. Considering

the data obtained it might be considered to make additional explorative analyses based on a subset of the ITT
population.
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10.1.2 Statistical analysis of the primary endpoint

The Emotional impact score (scale from 0-100) measured every 2" week will be analysed by a linear mixed model.
The model includes a fixed effect of product (standard of care, Heylo™), a fixed effect of time (2, 4,6 and 8 weeks),
a fixed interaction between product and time, a fixed period effect and a random effect of subject.

The difference between standard of care and Heylo™ at week 8 will be estimated and tested (the primary com-
parison). Other combinations of differences can be estimated, if relevant.

10.1.3. Statistical analysis of the secondary endpoint
Participation domain score (scale from 0-100) measured by WHODAS will be analysed by a similar model as the
primary endpoint except that the questions are only filled out after 4 and 8 weeks.

10.1.4. Statistical analysis of the exploratory endpoints
Impact on Usual and social activities score (scale from 0-100) and Impact on Coping ad Control score (scale from
0-100) will be analysed by the same model as for the primary endpoint.

The 3 domain scores based on the WHODAS questionnaires (scale from 0-100) will be analysed by a similar model
as the primary endpoint except that the questions are only filled out after 4 and 8 weeks.

Feeling of security evaluated at the end of each test period (5-point Likert scale) will be analysed by a generalized
linear mixed model, namely a proportional odds model. The model includes a fixed effect of product (standard of
care, Heylo™) and a random subject effect.

10.1.5. Adjustment for multiplicity
The results from the analyses of the primary and secondary endpoint will be adjusted for multiple testing by a
Bonferroni correction to keep a family-wise type 1 error of 5%. The Bonferroni correction for 2 endpoints corre-
spond to evaluate the difference between products as significant if the p-value is less than 0.025. For the analysis
of the exploratory endpoints no adjustment for multiple testing will be applied.

10.2. Sample size
The Emotional impact score (scale from 0-100) will be measured every 2" week and all measurements will be
part of the primary analysis whereas the primary comparison will be evaluated at the end of each test period.

The sample size calculation is based on a simplified model (paired 2-sided t-test). The result of the analysis will be
adjusted for multiple testing and therefore a test level of 0.025 will be applied in the sample size calculation. Based
on data from the previous CP308 investigation (PP population), it is assumed that the total standard deviation of
the primary endpoint is 20.6 and that the total variation 20.62 is divided so that the residual variation is 14.4°.

Based on the above assumptions 108 subjects should answer the questionnaires at the end of each test period
to ensure a power of 81%, if the true difference between the two treatments (with and without Heylo™) is 6

(minimal important difference is in the range of 5-10 according to the validation of the OLI score) [7]. To take a
potential drop-out (25%) into account it is recommended to include 144 subjects.

10.3. Level of significance and power
A two-sided significance level of 5% will be applied. For a description of the power see section 10.2 above.

10.4. Pass/fail criteria
The purpose of the investigation is fulfilled if a statistically significant improved mean difference in the primary or
secondary endpoint is obtained with the test product compared to Standard of Care.

10.5. Interim analysis

There is no planned interim analysis in this investigation.
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10.6. Statistical reason for termination of investigation
There will be no interim analysis and therefore no reason to terminate the investigation based on statistical con-
siderations.

10.7. Deviation(s) from statistical design, method, or analytical procedures
Any deviations from the statistical plan will be documented in the clinical investigation report.

11. Data management
11.1. Data collection and data management

11.1.1. Data Collection in the clinical investigation

Data management and the final statistical analyses of all measurements described in this protocol are carried out
by the Medical Affairs, Coloplast A/S.

Data will be collected through an electronic data capturing (EDC) system on electronic Case Report Form (eCRF),
internet-based case report form. This system will be used to record all subject information collected in the investi-
gation for secure data tracking and centralised data monitoring (“remote monitoring”) done by monitors, as de-
fined in the monitoring plan.

The EDC system used is | N | N I The system is designed to be compliant with the FDA require-
ments of 21 CFR part 11. It is a vatidated data management system allowing only qualified and trained personnel
to enter the system. The system has full audit trail and electronic signature.

The Principal Investigator or delegate will enter data in a part of the system referred to as the eCRF. The subjects
will receive a link to the system to enter their registrations in a part of the system referred to as the subject ques-
tionnaire.

The sponsor will be responsible for training the investigator or delegate, in completion of the eCRF.

Principal Investigator, or delegate will perform primary data collection directly into the eCRF or drawn from source-
document (medical records) reviews. The eCRF will be completed on a continuous basis starting from the point of
enrolling the subject to final follow up.

The eCRF will be completed by the investigator, or delegate, who have signed the Site Personnel Signature and
Delegation List and Clinical Investigation Training Log. It will be the responsibility of the Principal Investigator to
ensure that all measurements and observations are correctly noted in the eCRF.

All assessments and observations throughout the investigation for each subject must be carefully recorded in an
eCRF during the visit or immediately after. The eCRF makes it possible to enter data right away when they are
obtained. This is the preferred way of collecting data. In case this is not possible the data should be entered no
later than 7 days after the visit / procedure.

Adverse events should be registered following the timelines described in the Adverse Event section.

In the unforeseen situation, where clinical investigation personnel cannot establish connection to the EDC system
a paper CRF (pCRF) has been printed and supplied by sponsor.

The investigator will keep a separate list of the subjects’ ID numbers, names, and addressesina locked room/cab-
inet. Only data referred to in this clinical investigation plan will be recorded in the CRFs.
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11.1.2. Database Management, Queries and Quality Control

The data management system has restricted role-based access control. The principal investigator or delegate
must be trained in the system prior to getting access. The training must be completed before access to the inves-
tigation is granted. Only the principal investigator, or delegate, will be authorised to enter data in the eCRF.

The monitor, using his/her personal login information shall verify all critical data points against the source docu-
ments and issue electronic queries for the authorised clinical investigation personnel to respond, as defined in the
monitoring plan.

The principal investigator, using his/her personal login information shall sign each eCRF.

Automated, real time access to the data enable control on study compliance and safety assessments.

A critical quality control will be performed by the sponsor’s data management team and queries issued where
needed. Such queries will be reviewed by the monitor and must be resolved by the clinical investigation personnel.

At the end of the study a formal data review meeting will be performed before the database will be locked.

A full audit trail ensures, that each user's ( clinical investigation personnel, monitor, sponsor, data manager) access
to and actions in the system is tracked.

The Data Management Procedures are further described in the Data Management SOPs.

11.2. Remote monitoring

Remote monitoring is a remote evaluation carried out by sponsor personnel or representatives (e.g., data man-
agement personnel, statisticians, or clinical monitors) at a location other than where the Principal Investigator or
clinical investigation personnel is located. Remote monitoring processes can provide many of the capabilities of
monitoring as well as additional capabilities.

In addition to monitoring visits at the Principal Investigator or clinical investigation personnel’s location, remote
monitoring of the data entered in the eCRF system could be used to achieve the foliowing:

e Conduct activities such as: standard checks of range, consistency, and completeness of data and checks
for unusual distribution of data, such as too little variance)

e Special attention will be given in case of frequent data anomalies or errors, protocol deviations or exces-
sive dropouts.

e Augment monitoring at P! location by performing monitoring activities that can only be accomplished
using centralized processes (e.g., statistical analyses to identify data trends not easily detected)

e Monitor data quality through routine review of submitted data in real-time to identify missing datq, incon-
sistent data, data outliers, and potential protocol deviations that may be indicative of systemic and/or
significant errors in data collection and reporting

e Verify source data remotely, provided that both source data and CRFs can be accessed remotely

e Conduct aggregate statistical analyses of study data to identify subject data that are outliers relative to
others and to evaluate individual subject data for plausibility and completeness

e Conduct analyses of site characteristics, performance metrics (e.g., high screen failure rates, high fre-
quency of eligibility deviations, and delays in reporting data), and clinical data to identify early on corrective
actions needed for characteristics correlated with poor performance or noncompliance

11.3. Data retention

The Investigator file must be archived for a minimum period of 10 years after the final clinical investigation report
has been signed.
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12. Amendments to the Clinical Investigation Plan

No changes in the clinical investigation procedures shall be affected without mutual agreement between the prin-
cipal investigator and the sponsor. The agreement of the changes must be documented by signing the correspond-
ing clinical investigation plan amendments and registered in the Change Log.

All significant changes require notification to the EC. Substantial changes may require approval from the EC prior
to implementation. (Example of significant change: Changes of inclusion criteria, end points or assessment meth-
ods)

13. Deviations from the Clinical Investigation Plan

Deviations to the Clinical Investigation Plan occurs when the activities during the clinical investigation do not com-
ply with the EC approved investigation plan.

A minor deviation is defined as those that don't increase risk or decrease benefit or don't have a significant effect
on the subject’s rights, safety, or welfare; and/or on the integrity of the data. If a deviation increases risk or de-
creases benefit and/or; has a significant effect on the subject’s rights, safety, or welfare and/or has a significant
effect on the integrity of the data it is defined as a major deviation and the investigator must inform the monitor
immediately, and the Monitor will report and inform the Clinical Manager or designee immediately.

The investigator is not allowed to deviate from the Clinical Investigation Plan unless, under emergency circum-
stances or to protect the rights, safety, and welfare of the subject(s).

For the purposes of this investigation, any variance from the protocol is considered a deviation and is to be re-
ported.

The Clinical investigation personnel will complete a deviation eCRF form for all data-related deviations and all
deviations that are not related to the data (for example, an untrained nurse performing study procedures) are
reported by the monitor in the Site Report — Periodic Monitoring and actions are addressed to the Investigator for
completion.

If any deviations to the investigation plan are detected during the monitoring visit, the Monitor shall ensure the site
reports all deviations in the eCRF or on the Deviation log in the Investigator File. Additionally, the monitor must
report any deviation noted during the visit in the Periodic Monitoring Report.

Monitor will align with data management in each investigation, how data management will be informed about all
deviations.

The following information about the deviation will be collected:

¢ Date the deviation took place.
e State what the deviation is related to.

e Does the deviation affect data integrity?

e Does the deviation affect the subject’s safety?
e Clear and concise description of the event.

e Corrective action taken.

14.Device Accountability

All access to the investigational devices (Heylo™) used in the clinical investigation is controlled by storage proce-
dures and device accountability logs as described below. The investigational devices must only be used in this
clinical investigation and only according to the CIP.

Sponsor keeps a device accountability log that states the physical location of all investigational devices.
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The Pl or an authorized designee keeps records documenting the receipt, use and return and disposal of the in-
vestigational devices, which includes:

e Date of receipt.

¢ Identification of each investigational device (batch no./serial no./unique code).

s The expire date, if applicable.

¢ The date(s) of use.

¢ Subject identification.

e The date on which the investigational device was returned/explanted from the subject, if applicable.
o The date of return unused, expired or malfunctioning investigational devices, if applicable.

15. Statement of compliance
The clinical investigation is conducted in accordance with:

e Ethical principles that have their origin in the Declaration of Helsinki, 1964, Last amended at the 59th WMA
General Assembly, Brazil, October 2013.

e MDD 93/42/EEC as amended by Directive 2007/47/EC (commonly known as the Medical Device Directive).
e MDR (EU) 2017/745

e SO 14155:2020 “Clinical Investigation of medical devices for human subjects — Good clinical practices”.
o Any applicable regional or national regulations will be specified in the country specific CIP.

15.1. Ethics committee and regulatory authorities

The Clinical investigation plan and/or other relevant documents are submitted to the appropriate EC. This clinical
investigation will not begin until the required approval from the EC have been obtained. Any amendment to the
protocol will be submitted to the same EC.

Sponsor will notify the relevant regulatory authority and EC concerned of the end of the clinical investigation.

15.2. Data protection

As part of the investigation Coloplast A/S, Holtedam 1, 3050 Humlebaek, Denmark (“Coloplast”) will collect and
process the personal information the subject provides for the investigation (“subject personal data”). This includes
identification and contact information (which may be anonymised depending on the nature of the investigation)
as well as information about product usage experience and your health. Coloplast will comply with the EU General
Data Protection Regulation (GDPR) and the Danish act on data protection ("databeskyttelsesloven”), including in
connection with transfer of data to third countries, cf. chapter V of GDPR, Coloplast will only process the subjects’
personal data:

1. To conduct the investigation and carry out related research based on subject consent (primary
use), cf. articles 6(1)(a) and 9(2)(a) of GDPR,

2. To comply with applicable legal obligations to e.g. ensure reliability and safety, cf. article 6(1)() in
conjunction with article 9(1)(i) of GDPR, and

3. If separate consent is given for secondary use of subject personal data, cf. articles 6(1){a) and
9(2)(a) of GDPR - carry out research outside the clinical protocol to improve Coloplast's products
and services, and for use in education.

Part of Coloplast's processing is carried out on third-party platforms (clinical trial databases) and certain third
parties are assisting Coloplast in the processing (e.g. the investigator). Such cases will imply a transfer of your
personal data to the third parties, but solely for the specified purposes and with the third parties acting on instruc-
tion from Coloplast. Data may be collected and processed across the Coloplast network, which may entail pro-
cessing of personal data outside the European Economic Area. In such cases, an adequate level of protection will
be ensured by the third parties being subject to the standard contractual clauses on data protection adopted by
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the EU or to an EU-approved certification mechanism on data protection. For further information about this please
the subject can always consult Coloplast's data protection officer (details below).

Subject personal data will be kept as long as required under applicable laws and regulations. The EU Medical
Device Regulation obligates Coloplast to keep the data for a period of at least ten years after the investigation is
completed, or, in the event that the device is subsequently placed on the market, at least ten years after the last
device has been placed on the market. Subject personal data will be deleted at the end of the mandatory retention
period.

If the subject has questions or queries regarding Coloplast's handling of personal information, the subject can al-
ways contact Coloplast's Data Protection Officer at | i NN Complaints related to
Coloplast’s handling of subject personal information may similarly be sent to the Data Protection Officer, and the
subject is also entitled to file a complaint with the relevant supervisory authority, which in the case of Denmark is
the Danish Data Protection Agency (www.datatilsynet.dk).

The subject can write to [ NN C oy time to request:

e Access to personal data

e Correction of errors in personal data or to erase personal data

e Limit what can be done with personal data

e To receive personal data in machine-readable format (data portability).

e Withdrawal of consents the subject has given Coloplast to process personal data

15.3. Indemnity
All subjects are fully covered by Coloplast A/S insurance throughout the investigation.

15.4. Financial conditions

Coloplast A/S will compensate the Principal investigator involved in the clinical investigation for his time and re-
sources spent on the investigation. All financial agreements with the Principal investigator involved in the clinical
investigation will be specified in the sponsor investigator agreement.

The expenses include the salary to the Principal Investigator, the cost of external clinical support, study supplies,
eCRF (Smart Trial), Investigator training meeting and travel expenses for nurses attending the Investigator meeting
and patient expenses (including travel expenses). The Principal Investigator and study nurses have no financial
interest in the investigation. The total budget for the investigation is [ M. covering 144 participants. The
expenses are paid on an ongoing basis.

Subjects will be paid for their participation in the study, and they will receive the payment via bank transfer. to

the amount will be [ per visit 1 to visit 3, and per follow-up call /after V1 and V2), in total [l
Il if the subject completes the investigation. Payment will be done after visit 3 unless subject terminates ear-
lier.

16.Informed consent process

Written informed consent is obtained from all subjects participating in the investigation after thorough written and
verbal information. The information is given by the investigator or his/her representative in the subjects’ native
non-technical language. Each subject will be fully informed about the aim of the investigation, procedures, poten-
tial risks, or inconveniences and/or expected benefits, all anticipated adverse device effects and then have a min-
imum of 24h before deciding on participation. The subjects will be informed that their participation is voluntary
and that they may leave the investigation at any time, without this having any influence on their further treatment.

The informed consent signature form includes personally dated signatures of the subject and the PI or his/her
representative responsible for conducting the informed consent process. A copy will be provided to the subject.
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If new information is to be given during the investigation, sponsor will inform the investigators, and the new infor-
mation is given to the subjects by the investigator. If new information becomes available that can significantly
affect a subject’s future health and medical care that information will be provided to the subject in written form.
CM is responsible for writing the information and providing the approved Subject Information and Consent Form
to investigators that will further provide it to the subjects. If applicable, all affected subjects shall be asked to con-
firm their continuing informed consent in writing.

This procedure also applies to informed consent obtained from a subject’s legal representative. The procedure
cannot waive the subjects’ legal rights.

17.Subject compensation

17.1. Compensation in case of injury

Product liability and No-Fault Clinical Investigation Insurance covering the duration of the clinical investigation are
in place, to enable compensation in the event of an injury to a participating subject, see section 15.3

17.2. Compensation for participating in the clinical investigation

Subjects will be compensated for their participating in the clinical investigation as described under Financial con-
ditions 15.4.

18. Adverse events, adverse device effects and device deficiencies

18.1. Adverse events
An adverse event is any untoward medical occurrence, unintended disease or injury, or untoward clinical signs

(including abnormal laboratory findings) in subjects, whether or not related to the investigational medical de-
vice(s) or the comparator(s), or the procedures involved. The adverse event shall be marked with the intensity .
mild, moderate or severe. This could include events such as headache or dizziness.

18.2. Adverse device effect

An adverse event, which is related to the use of the investigational medical device, is an adverse device effect, and
should be marked as unlikely related, possible related, probable related or with causal relationship on the adverse
event form.

The definition of an adverse device effect includes any event resulting from insufficiencies or inadequacies in the

instruction for use, deployment, implantation, installation and operation, or any malfunction of the medical device,
as well as any event resulting from use error or from intentional misuse of the device.

Table 5 lists anticipated adverse device effects that may occur.

Table 5: Anticipated adverse device effects and their likely incidence rates

ANTICIPATED ADE INCIDENCE RATE
| Peristomal skin irritation (incl. mechanical trauma) [ < 10% : i
| Allergic peristomal skin irritation (dermatitis) . | <1% .

Temporary redness upon removal of the base plate is not considered an adverse device effect, however an ab-
normal development in intensity or duration should be considered as such.
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18.3. Device deficiency

A device deficiency is the inadequacy of the investigational medical device or comparator with respect to its iden-
tity, quality, durability, reliability, usability, safety, or performance. This includes malfunctions, use errors and inad-
equacy in the information supplied by the manufacturer including labelling.

Example: Transmitter not able to charge.

18.4. Serious adverse events (SAE)
A serious adverse event is an adverse event that:

e Led to death,
e Led to a serious deterioration in the health of the subject, users or other persons as defined by one or more
of the following:
1) a life-threateningillness or injury, or
2) a permanent impairment of a body structure or a body function including chronic diseases, or
3) in-patient or prolonged hospitalization, or
4) medical or surgical intervention to prevent life-threatening illness or injury or permanent impairment
to a body structure or a body function.

e Led to foetal distress, foetal death, a congenital abnormality, or birth defect including physical or mental
impairment.

This includes device deficiencies that might have led to a serious adverse event if:
1) Suitable action had not been taken, or
2) Intervention had not been made, or
3) Circumstances had been less fortunate.

These are handled under the serious adverse event reporting.

Planned hospitalization for a pre-existing condition, or a procedure required by the CIP, without serious deteriora-
tion in health, is not considered a serious adverse event.

18.4.1. Serious adverse device effect (SADE)
A serious adverse device effect is an adverse device effect that has resulted in any of the consequences charac-
teristic of a serious adverse event.

18.4.2. Anticipated serious adverse device effect (ASADE)
Anticipated serious adverse device effect is any effect that by its nature, incidence, severity, or outcome has been
previously identified in the risk analysis report.

18.4.3. Unanticipated serious adverse device effect (USADE)
An unanticipated serious adverse device effect is a serious adverse device effect which by its nature, incidence,
severity, or outcome has not been identified in the current version of the risk analysis report.

18.5. Medical care of subjects

Principal investigator shall ensure that adequate medical care is provided, during and after participation in the
clinical investigation, to a subject experiencing an adverse event. All ongoing ADEs, SAEs, SADEs and DDs that
could have led to a SAE at subject termination will be followed according to the Risk Benefit analysis (see 8.2)
and will be followed until a resolution is addressed for a period of 2 months after subject termination. An ongoing
adverse event at subject termination visit is documented as the current status for the adverse event and will not
be followed up.

The subjects shall be informed of any new significant findings occurring during the clinical investigation,

including the need for additional medical care that can be required, and of the nature and
possible cause of any adverse events experienced.
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Principal investigator or delegate shall provide the subject with the necessary instructions on proper use, han-
dling,
storage and return of the investigational device when it is used or operated by the subject.

18.6. Reporting and timelines

18.7. Investigator’s reporting responsibilities

Pl must assess all (S)AE s that occurs during the investigation.

All serious adverse events and serious adverse device effects must be reported to sponsor within 24
hours of the Clinical investigation personnel becoming aware of the event.

A device deficiency that could have led to a serious adverse event but did not because suitable action
was taken, intervention had been made or because of fortunate circumstances should be reported to
sponsor within 24 hours of the clinical investigation personnel becoming aware of the event.

New findings and/or updates in relation to already reported serious events should also be reported to
sponsor within 24 hours of the clinical investigation personnel becoming aware of the event.

Device deficiencies and all adverse device effects related to CE marked Coloplast investigational product
and/or comparator must be reported to sponsor within 24 hours of becoming aware of the event.

When reporting the SAE, the relationship to the test material shall be described whether the event is
considered

Not related, the event has no temporal relationship with the use of the test material or the

o procedures.
Unlikely related, the relationship with the use of the test material seems not relevant and/or the event
can be reasonably explained by another cause, but additional information may be obtained.
Possible related, the relationship with the use of the test material is weak but cannot be ruled out com-
pletely. Alternative causes are also possible (e.g. an underlying or concurrent illness/ clinical condition
or/and an effect of another device, drug, or treatment). Cases where relatedness cannot be assessed, or
no information has been obtained should also be classified as possible.
Probable related, the relationship with the use of the test material seems relevant and/or the event
cannot reasonably be explained by another cause, but additional information may be obtained.
Definitely related/Causal relationship, the event has a temporal relationship with the test materiat
use/application or procedures.

and the intensity of the event should be considered, as such:

e Mild, the intensity of the event is mild with no further action or intervention
Moderate, the intensity of the event will lead to an action or intervention to solve the event

e Severe, the intensity of the event will lead to follow up on the action or intervention, as the effect of
the action or intervention may not decrease the symptoms.

All above events must be reported by use of the relevant adverse event/serious adverse event/device deficiency

form.

Please report to:
Coloplast A/S
Holtedom 1-3
3050 Humlebaek
Denmark
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18.8. Sponsors reporting responsibilities
It is the responsibility of sponsor to ensure that the following are reported to national regulatory authorities imme-
diately, but no later than 7 calendar days following the date of awareness by sponsor.

e All serious adverse events.
o All serious device effects.

o All device deficiencies that could have led to serious adverse events but did not because suitable action was
taken, intervention had been made or because of fortunate circumstances.

¢ New findings and/or updates in relation to already reported events.

If the serious adverse event results in imminent risk of death, serious injury, or serious iliness that requires prompt
remedial action for other subjects, users or other persons or a new finding to such a serious adverse event, sponsor
must immediately but no later than 2 calendar days after awareness by sponsor report the event to national
regulatory authorities.

It is the responsibility of sponsor to inform the investigator in writing within 10 working days if device deficiencies,
adverse events, adverse device effects, near-incidents, serious adverse events, serious adverse device effects or
unanticipated serious adverse device effects lead to corrective actions (e.g. change of IFU).

18.9. Data Safety and Monitoring Board (DSMB)

The review of all safety data will be conducted on an ongoing basis to identify any potential safety issues. If needed,
the coordinating investigator can call for a Data Safety and Monitoring Board meeting with relevant members, to
discuss potential safety issues and further recommendations, if relevant.

Based on the safety data review, the coordinating investigator along with the DSMB may recommend that the
sponsor modifies, temporarily suspends, or terminates the clinical investigation.

Correspondence, decisions, and recommendations regarding safety in the Clinical Investigation from the Data
Safety and Monitoring Board must be documented in meeting minutes and saved electronically in the Sponsor
File.

All final decisions, however, regarding clinical investigation modifications, remain with the Sponsor.

19. Suspension or premature termination of the clinical investigation
Sponsor may suspend or prematurely terminate the entire clinical investigation for documented significant rea-
sons.

If a suspicion of an unacceptable risk to subjects develops during the clinical investigation, sponsor will suspend the
investigation while the risk is assessed. Sponsor will terminate the investigation if an unacceptable risk is confirmed.
Sponsor will ensure that the premature termination will be justified in writing and will promptly inform the regula-
tory authorities and relevant EC(s). If monitoring or auditing of the clinical investigation identifies serious or re-
peated deviations, sponsor will suspend or terminate the conduct of the investigation. The sponsor or investigator
will inform the regulatory authority as appropriate and notify the EC about the termination.

If suspension or termination of the clinical investigation occurs, the investigator(s) will promptly inform the enrolled

subjects. Sponsor will provide resources to fulfil the obligations from the CIP for follow-up on the subjects, as nec-
essary.
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20.Clinical investigation report

At completion of the investigation sponsor is responsible for writing the clinical investigation report. The report is
retained on file. The report contains a critical evaluation of all data, which have been collected during the investi-
gation. The report describes the methodology and design and a data analysis, including statistical preparation and
conclusion.

Sponsor and Principal investigator must sign the final version of the clinical investigation report or an affidavit,
indicating their agreement with the contents. If no coordinating investigator is appointed, then the signatures of
the principal investigator(s) should be obtained.

The clinical investigation report must be submitted to EC.

21.Publication policy

Publication policy is specified in Sponsor Investigator Agreement.

21.1. General

The investigation will be registered on a public accessible database, e.g. www.ClinicalTrial.gov, before recruitment
of the first subject. The results of the investigation, positive as well as negative, may be communicated by abstracts,
posters, or oral presentations provided that opportunity is given for sponsor to discuss the contents and any con-
clusions drawn, before the abstract, paper or visual presentations are finalised. In all cases the subject’s identity
will remain confidential.

Sponsor will undertake to comment on the draft documents within 30 working days of receipt, but the final decision
on the contents and format of the publication from the conclusions drawn, will remain with the authors.

No preliminary results will be published.
Data from the investigation is considered confidential until it is published according to the conditions of this CIP.
Sponsor may publish single subject case stories at any time during and after the investigation.

Sponsor reserves the right to use the data (published and unpublished) for reimbursement or regulatory purposes.

22. Suspension/termination of the clinical investigation
Sponsor will withdraw from sponsorship of the clinical investigation if
- major non-adherence to the clinical investigation plan is occurring
- itis anticipated that the subject recruitment will not be adequate to meet the investigation objectives at

least 75% of the subjects should be entered within the recruitment time.

In case sponsor withdraws, sponsorship for the subjects already recruited into the clinical investigation will con-
tinue.
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