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Abbreviations and Definitions

AE: Adverse Event

BMI: Body Mass Index

KOS Cumiiative Analgesic Consumption 5¢ore)

CCI: Comprehensive complication index

CIP: Clinical Investigation Plan

COPD: Chronic Obstructive Pulmonary Disease
CRA: Clinical Research Associate

EC: Ethics Comittee

eCREF: electronical Case Report Form

ESE/NESE: electrosurgical and non-electrosurgical endoscopic instruments

HYROS-PRnP: HYbrid RObotic Surgery in Partial, Radical nephrectomy and
Prostatectomy

IRB: Institutional Review Board

ITT: Intention-to-treat

LoS: Length of Stay

MIS: Minimally Invasive Surgery

MIRS: Minimally Invasive Robotic Surgery
PI: Principal Investigator

PN: Partial Nephrectomy

PP: Per protocol

PRAE: Procedure-Related Adverse Event

P

) Y K A KA I VLI VI I,
S PG aTe R Aieen,

RN: Radical Nephrectomy
RP: Radical Prostatectomy
SAE: Serious Adverse Event
SAP: Statistical Analysis Plan
VAS: Visual Analog Scale
5/29


mireia.riera
Resaltado

mireia.riera
Resaltado

mireia.riera
Resaltado


DocuSign Envelope ID: 43DDC681-7730-4874-AE4A-14896BFF3D2E

HYROS-PRnP

1 PREFACE

PL-PRO1-119 A3 Statistical Analysis Plan

This statistical analysis plan (SAP) describes the intended statistical analyses to be
performed on data collected in the HYROS-PRnP study:

HYbrid RObotic Surgery in Partial, Radical nephrectomy and Prostatectomy
(HYROS-PRnP)

The following documents were reviewed in the preparation of this SAP:

e C(linical Investigation Plan (CIP) Version PL-PR01-076 A2, 15-May-2024

The analyses described within this document relate to the main analyses to assess the
medical devices under investigation in this study. If other analyses are performed, they will
be documented separately. The SAP is intended to be a document that stands alone from
the study protocol to which it will adhere in the main points of analysis. However, the SAP
can undergo revision outside of the protocol.
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Wilcoxon test as adequate) for the Bitrack System (as a
whole) and the ESE/NESE instruments separately.
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Background

Laparoscopy is a surgical technique that allows surgical procedures to be performed while
minimizing trauma to the body. These procedures require a small incision in the body,
which permits the introduction of a laparoscopic-camera system to assist surgeons in
performing the surgery'. Currently, new surgical tools are being developed to improve
the effectiveness of laparoscopy”.(BIFraCK Sy steiiis A eV assisted st 816 aed
&0 assist /i e acourate control ot ihe exclusive Bitrack System-Compatible range o
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In this document, the statistical analysis plan associated to a clinical investigation, named
HYbrid RObotic Surgery in Partial, Radical nephrectomy and Prostatectomy (HYROS-
PRnP), that will assess the safety and performance of the Bitrack System along with
ESE/NESE instruments and the Camera Adapter accessory in patients eligible for robotic
assisted laparoscopic nephrectomy and prostatectomy, is presented.

HYROS-PRnP is an open label, single-center, non-randomized clinical investigation with
a single arm. HYROS-PRnP is a confirmatory study having as objectives: (1) to evaluate
the performance of the Bitrack system and its corresponding ESE/NESE instruments and
the Camera Adapter accessory in patients with the clinical indication for a Radical
Nephrectomy (RN), Partial Nephrectomy (PN) or Radical Prostatectomy (RP) along with
lysis adhesions and lymphadenectomy when it applies and (2) to assess the safety of the
Bitrack System also of the ESE/NESE instruments. The hypothesis is that Bitrack System
with Camera Adapter coupled using the ESE/NESE instrument performs as intended by
the surgeon {petiormance scote/s¢ale 23 during the intervention without causing any
particular Serious Adverse Event (SAE) related to the use of medical devices under
investigation. A total of 15 patients will be included in the clinical investigation, selecting
those eligible for robotic assisted laparoscopic RN, PN or RP procedures and when it
applies for Lysis of adhesions during a PN, RN or Prostatectomy, to cut the adhesion and
gain access to the organ. During a Prostatectomy when it applies a Lymphadenectomy
could also be performed after the prostatectomy with the aim to surgically remove the
lymph nodes.Zheexpected duration ot thie subject’s participation’is 30/days post-procedure)

RSt AR ATee Anaications amaer ey alaation /and/ine e 5pe vHove trval is)
= - — -~ . - - 7 TN, X
Gurmonths OIS OF enrolnie S ot ot Follow

3 STUDY OBJECTIVE

The purpose of this clinical investigation is to evaluate the safety and performance of the
Bitrack System, its corresponding ESE and NESE instruments and the Camera Adapter
accessory in a minimally invasive robotic hybrid surgery patients with the indication of a
robot assisted laparoscopic Radical/simple nephrectomy (RN), Partial nephrectomy (PN)
or Radical Prostatectomy (RP) and also lysis adhesions and lymphadenectomy , as
applicable.

4 STUDY METHODS

4.1 Overall study design

HYROS-PRnP is an open label, single-center non-randomized confirmatory clinical
investigation with a single arm. A total of 15 patients between 18 and 90 years will be
included. The clinical investigation will be conducted at the Hospital Clinic de Barcelona
(Barcelona, Spain).

10/29
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4.2  Selection of study population

4.2.1

Inclusion criteria

Subjects who meet all the following criteria will be considered to be included in this clinical
investigation:

1.

2.

3.

4.2.2

Adult subjects between 18 and 90 years old who have provided written informed
consent before any clinical investigation-related procedure.

Subjects who have been scheduled for a laparoscopic Radical Nephrectomy, Partial
Nephrectomy or Radical Prostatectomy.

Ability and willingness to comply with all study requirements to be evaluated for
each study visit.

Exclusion criteria

Subjects who meet at least one of the following criteria will be excluded from this clinical
investigation:

1.

bk w

Al

10.
. Subjects with severe cardiopulmonary or coronary artery disease, bleeding

12.

13.
14.

Pregnant or breastfeeding women at the time of the surgery

Subjects with severe concomitant illness that, at PI's discretion, increases risk of
therapeutic interventions or that have been submitted to multiple prior surgeries.
Subjects admitted to the hospital due to an emergency situation.

Subjects with untreated active infection

Subject with known allergy to some of the device components (i.e., stainless steel,
etc.)

Subjects not suitable to undergo MIS/MIRS, according to medical criteria.
Subjects with a life expectancy inferior to 3 months

Subjects with a BMI > 40

Subjects with any contraindication for the use of the Bitrack System and the
ESE/NESE instruments, as specified in the Instructions For Use

Subjects with abuses of active substances or with uncontrolled psychiatric disorders

disorders or that have been submitted to multiple prior operations.

Subjects scheduled for surgeries intended to be in direct contact with the heart, the
central circulatory system or the central nervous system.

Inability to adhere to study-related procedures.

Subjects who participate in another trial which may affect the outcome data on this
study or the ability to complete the follow-up requirements.

4.3 Intervention

Radical nephrectomy, partial nephrectomy and radical prostatectomy with minimally
invasive robotic surgery using the Bitrack System along with the accessory Camera
Adapter and its corresponding ESE/NESE instruments. Under the scope of these three
procedures, lysis of adhesions or a lymphadenectomy (after a prostatectomy) can also be
performed during the surgical procedure when applicable.
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4.4 Study endpoints
4.4.1 Primary endpoint

The primary performance and safety endpoints of this clinical investigation are (1) the
performance of the Bitrack System to assist in the accurate control of its compatible
ESE/NESE instrument as assessed by the surgeon and (2) the occurrence of any particular
SAE related to the use of the medical devices under investigation.

For the performance evaluation, the surgeon will determine the adequacy of the Bitrack
System (in which already has been coupled camera adapter) using a 1 to 5 Likert scale. The
Surgeon Performance Scale Score has been designed to evaluate the performance of the
Bitrack System in each surgery as a whole procedure but also specifically for each
ESE/NESE instrument in all the steps defined for each surgery. The score ranges of the
Surgeon Performance Scale Score have been defined as:

; - ARG B R 6 it B R IRB B i 6 e a8 /6 ek
1. Failure: WAhe”Bilrack Systeny” o ESENNESE straments’” evaluated /do noy)

s A o S s G O T S AL S O s . s e A e oo 4 0y
pertorm the intended fanction with somie etfort and some repetition)

0L LA 140 U A A
@zﬁzzzzy;ﬁz}%fﬁ%ﬁ%ﬁw
R B4 A R e i A RO R B 7A@
5. Excellent’:(Wihe 7Bitrack Systeny o1 BSV/KESE i

This clinical investigation hypothesizes that the average performance score will be Z3)
defining this threshold as an acceptance criterion. In addition, these criteria will only be
accepted if the use of the Bitrack System (containing all auxiliary devices and accessories)
does not cause any particular SAE related to the use of the medical devices under
investigation to any of the patients included in the trial. The occurrence of SAEs will be
assessed during the procedure, at discharge, at 14 days follow-up and at 30 days follow-

up.

s/ Acceptab]

N
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4.5 Variables

4.5.1 Primary variables

- Surgeon Performance Scale Score (Likert scale from 1 to 5: 1-Failure/2-
Unaceptable/3-Satisfactory/ 4-Good / 5-Excellent)

- Occurrence of a Serious Adverse Event during the intervention related to the use of
the medical devices under investigation, when devices are all used according to the
respective Instructions for use.

The Surgeon Performance scale will be assessed by the surgeon, assessing the Bitrack
System with the Camera Adapter coupled in each surgery (1) as a whole procedure but
also, more specifically, (2) at the different surgical procedure steps, separately for each
ESE/NESE instrument used, within each intervention. The performance scale will be
assessed using the categories as described below.
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Therefore, the performance surgeon score (1 to 5) will be observed for each of the
three indications (RN, PN and RP) and also, when it applies, for the lysis of adhesions
and lymphadenectomy, then for each of the steps according to the indication, and then
for each of the ESE/NESE instruments used according to the step and intended

Instrument Intended purpose Score Comments
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To evaluate the performance of the Bitrack System, and also the ESE/NESE instruments
and Camera Adapter, in surgical interventions (PN,RN and RP) the scores measuring the
specific performance (as verification units from 1-failure to 5-excellent as assessed by the
surgeon) will be considered. The main performance hypothesis will be that verification
units will be for the Bitrack System during the intervention without causing any
particular device-related SAE, which will be considered to be the acceptance criteria.
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The inclusion of 15 subjects, leading to the measurement of the performance scores a total
of 150 times (assuming that 10 measurements will be undergone in each intervention, as
previously described), will be enough to ensure 90% of statistical power to assess the
acceptance criterial(yetification wnits = 3, 025 ¥§ HI=3), using for this purpose a one-
sided t-test with alpha=0.05 and Cohen’s d=0.25 (mu0=2.5, mul=3 and standard
deviation=2, i.e. d=(3-2.5)/2). The exact required sample size is 138.38 which will be
increased up to 150 to consider the potential attrition (11 additional measurements, 7.3%).
Analysis will be made on the PP population, as stated in the CIP. Indeed, patients in the PP
population correspond to those that have completed the surgical procedure with the Bitrack
System without any major protocol deviation.

S RANDOMIZATION

No randomization will be undergone in this clinical investigation. Patients satisfying the
inclusion criteria will be recruited on a first-patient-in basis.

6 SEQUENCE OF PLANNED ANALYSES

6.1 Interim analyses

No interim analyses are planned.
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6.2 Final statistical analysis and reporting

The analyses of the primary endpoints will be performed on the discharge of patient 15 (or
any number equivalent to last patient in).
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7 STATISTICAL ANALYSIS

7.1 Analysis software

All analyses will be performed using the software R V4.0.1 or later versions for the final
analyses.

7.2 General statistical considerations

Continuous variables will be summarized using descriptive statistics including mean and
standard deviation if normally distributed or median and interquartile range for skewed
distributions; minimum and maximum values, and quantiles will also be considered.
Categorical variables will be summarized using absolute frequencies and relative
percentages. Percentages given in these tables will be rounded, and therefore, may not
always sum to 100%. Percentages will be calculated using non-missing data as the
denominator. If applicable, the number of patients with missing information for a specific
variable will be displayed. All variables (primary endpoints, secondary endpoints and
exploratory variables) will be summarized using these univariate descriptive statistics.
Visual representations such as bar plots or histograms will be performed when adequate.

To assess the main performance of Bitrack System with the Camera Adapter coupled and
each ESE/NESE instrument, T-tests (and Wilcoxon test as adequate) will be undergone to
evaluate whether the performance is higher than3/iterms of verification units.(Héat maps)
showing e vaw data to visually assess whether the petformance is higher than 3 Using/a)

developed/) Chi-square
tests (and Binomial exact test as adequate) for one proportion will also be used to assess
the remaining performance but also the safety endpoints. 95% confidence intervals will
also be provided. In addition, generalized mixed linear models will also be used to adjust
for the within-individual variability, taking into account the nested structure of repeated
measures (steps within indication % laparoscopic instrument % function). Furthermore, this
statistical approach will also be used to assess the performance specifically for each
instrument, but also for any additional performance assessments (such as global score
assessed for each surgery or performance score assessed by each surgical procedure or step,
including lysis adhesions and lymphadenectomies). The occurrence of any SAEs, PRAEs
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and AEs will be reported with their absolute frequency. All analyses will be made using
the statistical program R, setting the threshold for significance at a=0.05.

7.3 Population under analysis

The following analysis sets are defined:

- The intention-to-treat population (ITT) will include all adult humans eligible for a
laparoscopic RN, PN or RP surgery using Bitrack System and its sterile endoscopic
ESE/NESE instruments medical devices, in whom treatment using the device under
investigation is attempted but not achieved.

- The per-protocol population (PP) will include all subjects who fulfil the inclusion criteria,
do not meet any exclusion criteria, have signed the informed consent form (ICF), and have
undergone a robotically assisted RN, PN or RP using Bitrack System medical device and
corresponding ESE/NESE instruments.

- Performance analysis set: all analyses for the primary and secondary efficacy endpoints
will be performed on the PP population. As a secondary analysis, this will be repeated in
the ITT population to support the primary results.

- Safety analysis set: analysis of the primary and secondary safety endpoints will be
performed on the ITT population. As a secondary analysis, this will be repeated in the PP
population to support the primary results.

Demographic and baseline characteristics will be summarized for PP and ITT populations.

7.4 Methods for missing data and outliers

As anticipated in the clinical investigation plan (CIP) , the amount of missing data will be
minimal in the present study and only expected for secondary variables. No imputation
methods will be used, and missing data will be only reported in terms of statistical
description.

Outliers will be queried during data collection and statistical analysis. Unless confirmed as
data entry errors, outliers will not be excluded from the analysis.

7.5 Deviations from CIP

Participants with a major clinical investigation plan deviation will be excluded from PP
analysis and only considered within ITT populations.

The Investigator should not deviate from the CIP for any reason except in cases of medical
emergencies when the deviation is necessary to protect the rights, safety and well-being of
the subject or eliminate an apparent immediate hazard to the subject. In that event, the
Investigator will notify Sponsor immediately by phone or in writing.
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7.6 Data transformations

No data transformations are planned.

7.7 Data Quality Assurance

All entries in the electronic case report form (eCRF) will be stored in a database. The
structure of the database is based on the division into sections and entry fields defined in
the eCRF. To improve and ensure data quality, data checks will be performed automatically
in the eCRF directly on electronic entry at the study site and manually by the monitory data
management team.

Plausible value ranges for numerical data entries and logical data and list entries will be
filled in the eCRF. The tests for consistency and completeness based on this will be
performed during entry in the eCRF. The validity of the recorded data will therefore be
ensured by the validations incorporated in the documentation system, which highlight
incorrect or implausible entries to the data entry responsible if corrections are necessary
after the data are saved, these will be documented in an audit trail.

A quality assurance audit/inspection of this study may be conducted by the study’s
designees or by the Institutional Review Board (IRB)s/Ethics Committee (EC)s or
regulatory authorities. The quality assurance auditor will have access to all medical
records, the investigator’s study-related files and correspondence, and the informed
consent documentation of this study.
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All tables, figures and data listings to be included in the report will be checked for
consistency, integrity and in accordance with standard procedures for analysis and
reporting.

7.8 Direct access to source data and documents

The investigator/institution will permit study-related monitoring, audits, IRB / EC review
and regulatory inspection, providing direct access to all related source data/documents.
Electronic medical records and all source documents, including progress notes and copies
of laboratory and medical test results must be available at all times for review by the clinical
study monitor, auditor and inspection by health authorities The clinical research associate
(CRA)/on-site monitor and auditor may review all eCRFs, and written informed consents
(if applicable).

7.9 Clinical variables collected

All clinical variables that will be collected (at baseline visit, in hospital and during follow-
up) are listed below:

1. Baseline visit variables:

e Intervention (RN/PN/RP) + Lysis adhesions and lymphadenectomy
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2. Procedure (in hospital) variables:

Blood loss (ml)

Need for blood transfusion (Y/N)
Warm ischemic time (mm:ss) Only for Partial Nephrectomy

Total Operative Laparoscopy procedure time (mm:ss)

Performance global score

Global score assessing the performance of the Bitrack system (including camera
adapter accessory) (1 to 5), corresponding to the average of the following 10
variables:
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e Occurrence of Adverse Events (Y/N)
e Occurrence of Serious Adverse Events (Y/N)
e Occurrence of Serious Adverse Events related to devices under investigation (Y/N)

3. Discharge (in hospital) variables:

7
ORCS score(day ), a3y 2/and day 3))
Pain level (VAS scale from 0 to 10)
Comprehensive Complication Index, CCI (from 0 to 100)

Clavien-Dindo classification (I, II, II1a, I1Ib, Iva, Ivb or V)

Occurrence of Adverse Events (Y/N)

Occurrence of Serious Adverse Events (Y/N)

Occurrence of Serious Adverse Events related to devices under investigation (Y/N)

p=
&

4. Follow-up visit (14 days) variables:

D
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Pain level (VAS scale from 0 to 10)

Comprehensive Complication Index, CCI (from 0 to 100)

Clavien-Dindo classification (I, II, IIla, IIIb, Iva, Ivb or V)

Occurrence of Adverse Events (Y/N)

Occurrence of Serious Adverse Events (Y/N)

Occurrence of Serious Adverse Events related to the devices under investigation
(Y/N)

e o 0o 0o o o0 0 o

5. Follow-up visit (30 days) variables:
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e Occurrence of Adverse Events (Y/N)
e Occurrence of Serious Adverse Events (Y/N)
e Occurrence of Serious Adverse Events related to devices under investigation (Y/N)

7.10 Analysis of the primary endpoints

Performance score will be considered as a continuous variable, which will be summarized
by computing mean (and standard deviation), median (and interquartile range), and
minimum and maximum values (and quantiles). Performance scores will be described
globally, for the Bitrack System (including camera adapter) and for the ESE/NESE
instruments, but also specifically for each item assessed. I addition, several heatmaps)
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iswig e rasw At Il b produced i visially nspect fhie resilts obtained) Therefore,

722 7 777, 222002 A fostisss

the performance score will be visualized using a scale colour from red to green (red, orange,
yellow, light green and dark green corresponding to a performance score of 1 to 5,

respectively). ? 1t ko yisually HOTance is
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Toballs Bitrack Sy5 161 /e % The main
hypothesis, i.e. assessing if the performance score s highet gz will be initially

evaluated using a one-sample T-test (or Wilcoxon test as adequate) for the Bitrack System
(as a whole) and the ESE/NESE instruments separately. Furthermore, mixed linear models
accounting for the within-individual variability and nested repeated measures (steps within
indication X laparoscopic instrument x intended purpose) will also be performed to assess
the main hypothesis. Finally, statistical assessment will also be performed marginally for
each item or ESE/NESE instrument. The threshold for statistical significance will be set at
0=0.05, 95% confidence intervals will be produced, and statistical tests will be one-sided.

Occurrence of Serious Adverse Events related to the medical device during the surgical
intervention will be considered as a dichotomous variable. Frequency, using absolute and
relative values, will be used to describe it.
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77A3) Deviations from the Statistical Plan

In case of a deviation from the original statistical plan, the sponsor will be notified and a
description will be added in the final study report.

7.14 Safety analysis

Safety analyses for the primary safety endpoint will be performed on the ITT cohort, as
primary safety analysis, and on the PP cohort, as secondary safety analysis. Safety analyses
for the secondary safety endpoints will be performed as well on the ITT cohort, as primary
safety analysis, and on the PP cohort, as secondary safety analysis.

As specified in the CIP adverse event reporting will comply with worldwide standards and
guidelines on clinical investigation adverse event reporting. An adverse event (AE) will
be considered in case of any untoward medical occurrence, unintended disease or injury,
or untoward clinical signs (including abnormal laboratory findings) in subjects, users or
other persons, whether or not related to the medical device under investigation. A Serious
Adverse Avent (SAE) will be considered if, in addition, any of the following criteria are
met:

a) Death

b) Serious deterioration in the health of the subject, that either resulted in
1. a life-threatening illness or injury, or
2. a permanent impairment of a body structure or a body function, or

3. in-patient hospitalization or prolongation of existing hospitalization, or
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4. medical or surgical intervention to prevent life-threatening illness or injury or
permanent impairment to a body structure or a body function.

5. chronic disease

c) Fetal distress, fetal death or a congenital physical or mental impairment or birth
defect.

Any relationship between the occurrence of the AE or SAE and the medical device with be
determined by the investigator. Determination of whether there is a reasonable possibility
that an investigational product or device under investigation caused or contributed to an
AE or SAE is to be determined by the Investigator and recorded on the appropriate CRF
form. Determination should be based on an assessment of temporal relationships, evidence
of alternative aetiology, medical/biologic plausibility, and patient condition (pre-existing
condition).

Several tables will be produced to describe the occurrence of AEs, SAEs and their relation
will the medical device, described below.

7.14.1 Adverse event

Tables with the absolute frequency and percentage of adverse events (AEs) for all the
patients in the study will be presented, reporting specifically those observed during the
surgical procedure, at discharge or A4/30-day follow up visits) and whether they were
related to the medical device under investigation.

7.14.2 Serious adverse event

Tables with the absolute frequency and percentage of Serious Adverse Events (SAEs) for
all the patients in the study will be presented, reporting specifically those observed during
the surgical procedure, at discharge or A4/30-day follow-up ¥isits and whether they were
related to the medical device under investigation.

7.14.3 Deaths

If any, a by-subject list of deaths will be provided indicating the specific cause, time
(during surgery, before discharge or during follow-up) and any other variable of clinical
interest.
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