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Physicians / Healthcare Professionals

This Summary of Safety and Clinical Performance (SSCP) is intended to provide public access to an
updated summary of the main aspects of the safety and clinical performance of the EndozZip™.

The SSCP is not intended to replace the Instructions for Use as the main document to ensure the
safe use of the device, nor is it intended to provide therapeutic suggestions to intended users or
patients. The following information is intended for users/healthcare professionals.

Following this information there is a summary intended for patients.

Manufacturer’s reference number for the SSCP: DMS Item: 11192/ Reference #: RG00013
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1 Device identification and general information

Product or trade
name
Manufacturer’s
name and address
SRN

Basic UDI-DI

Medical device
nomenclature
description

Class of device

EndoZip™

Nitinotes LTD

5 Hashed St., P.O.Box 3158 Cesearea, 3079815, Israel

IL-MF-000047851

72900198710EndoZipME

The EndoZip system is designed to allow the creation of multiple internal gastric
segmentations in the stomach using an endoscopic approach. The system allows the
forming of wall-to-wall longitudinal attachments of the anterior and posterior
stomach walls, creating multiple strictures within.

EndoZip delivery system: lla

EndoZip Suture and clips: llb

EndoZip accessories: class Is, |

EMDN code: G020599

Year when the first 2025

certificate (CE) was

issued covering the

device

Authorized MDSS GmbH

representative Schiffgraben 41 Hannover 30175 Germany
SRN DE-AR-000005430

Notified body TUV SUD Product Service GmbH

Address RidlerstraRRe 65, 80339, Miinchen, Germany
NB Number 0123

2 Intended use of the device

2.1 Intended purpose

EndoZip™ System is intended to be used by trained gastroenterologists or surgeons that perform
bariatric procedures to facilitate weight loss by reducing stomach volume through endoscopic
sleeve gastroplasty in adult patients with obesity with BMI 30 - 40 kg/m? who have not been able
to lose weight, or maintain weight loss, through more conservative measures.

2.2 Indication(s) and target population(s)

The system is indicated for use in adults who have not been able to lose weight, or maintain
weight loss, through more conservative measures.

The system is indicated for obese adult individuals with a Body Mass Index (BMI) of 30 — 40 kg/m?
in conjunction with diet and exercise.

2.3 Contraindications and/or limitations

Contraindications include those specific to use of an endoscopic suturing system, and any
endoscopic procedure, which may include, but not limited to, the following:
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This system is not for use where endoscopic techniques are contraindicated.

This system is not for use with malignant tissue.

Large hiatal hernia.

Potential bleeding gastric lesions (e.g. ulcers; erosive gastritis; varices; or vascular

malformations).

e Affective disorders not under medical supervision or refractory to medical therapy and all
eating disorders (e.g. anorexia nervosa; binge eating disorder; specified feeding and eating
disorders; avoidant restrictive food intake; rumination).

e Women who are pregnant and/or breast feeding.

e Patients under 18 years of age. Coagulopathy and antiplatelet/anticoagulant therapy that

cannot be corrected.

3 Device description

The EndoZip™ system is designed to allow the creation of multiple internal gastric segmentations
in the stomach using an endoscopic approach. The system allows the forming of wall-to-wall
longitudinal attachments of the anterior and posterior stomach walls, creating multiple strictures
within in a minimally invasive procedure.

The EndoZip™ system consists of single use components including the EndoZip™ device,
containing the implants, that controls the procedure and the accessories that aid the procedure.
In addition, it consists of a reusable electrical power supply.

The EndoZip™ implantable components are made of biocompatible non absorbable materials
widely used as surgical sutures. The device and its accessories are supplied sterile (EtO
sterilization) and have a shelf life of 12 months from the date of sterilization. The EndozZip™
system is available in only a single version with no variants. No secondary or alternative primary
uses exist for the device.

The EndoZip™ system does not contain medicinal substances, human or animal origin, substances
absorbed or dispersed in the body, CMR/endo-perturbators, nor materials that could induce
sensitization or allergic reaction.

EndoZip™ Implantable component

The EndoZip implant component comprises 2 clips, distal and proximal clips, and a suture
wire in between them.

EndoZip™ Device (The delivery system)

The EndozZip™ device is a disposable device that allows the physician the navigation and
implantation of the suture. It comprises of three main components: Bougie, Insertion
Tube and Handle as depicted in the below.
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The EndoZip delivery system
3.1 Previous generations

This EndoZip™ is the first model introduced into the market. The company developed several
research and development models before finalizing the optimal design.

3.2 Description of any accessories

EndoZip Accessories components that are used during the EndoZip procedures, include: OverTube
sealing adaptor, clamps and an endoscope holder.

Additionally, EndoZip Power Supply, that supplies the power to the system, is used during the
procedure.

3.3 Description of any other devices and products which are intended to be used in
combination with the device

EndoZip™ is intended to be used together with a small-diameter endoscope and a standard off-
the-shelf vacuum pump.

4 Risks and warnings
4.1 Residual risks and undesirable effects

Risk associated with the device remaining after risk control measures have been identified by the
company and listed in the IFU. Undesirable side-effect and /or potential adverse events (AEs)
associated with the use of the device were included in the IFU as well. These are summarized
below.

e Patient discomfort (e.g. nausea, vomiting, bloating, cramps, diarrhea, constipation, etc.)

e Extended procedure

e Minor tissue trauma that can be managed with prescription drugs and/or mild intervention
(e.g., dehydration, cutaneous bleeding, laceration, esophagitis, gastritis, etc.)
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Equipment damage to endoscope

Patient infection / Biologic reaction

Moderate tissue trauma that requires therapy other than an operation (e.g., ulcer, Gl
bleeding, GERD, severe vomiting, etc.)

Severe tissue trauma that requires operation (e.g., perforation, obstruction, unscheduled
implant removal due to severe pain or other symptoms, etc.)

User electric shock/injury hazard/fire

Extended procedure, expected to occur occasionally and in the intraoperative period.

Failed procedure, expected to occur seldom and in the intraoperative period.

User infection / Biologic reaction, expected to occur seldom and in the post operative period
(up to 3 days)

Risks associated with nhoncompliance with IFU directions:

The device contacts the floor / contaminated surface during the unpacking process that may
lead to Contamination

Damage of the device during shipping and storage, that may lead to Contamination

User did not effectively clean the device (with disinfectant), that may lead to Contamination
User not fully inserted the endoscope (didn’t reach to the device end — the Tip) that may lead
to impaired visibility during device insertion.

The user finds it difficult to navigate or maneuver through the patient’s Gastric cavity.

The user finds it difficult to position the device in the designated location.

The user is unable to identify the previously produced suture.

The user couldn’t position the system and the endoscope in the right orientation.

The user didn’t shift the proximal articulating knob to its “Free” position, therefore the Bougie
proximal side is bended.

The user did not release the vacuum level, therefore the stomach is collapsed over the Bougie.
The inner surface of vacuum tube or the CO; tube (ex. The tube’s tip), touched the floor or
any other surface (that can be dirty) between suturing procedures.

We have detailed below safety information obtained from the company clinical studies

Device
(S[:-t\e\Eric/eDD Event / el Additional details
Deficiency) procedure outcome
related
Severe Gl )
bleeding During suture number 4 of the procedure, a
SAE, DD Probable Resolved technical failure of insufficient proximal clip closer,
Procedure led to an active bleeding. The event was resolved
with DD within 72 hours with no clinical sequelae.
Severe After completion of suture number 5, the physician
Gastric didn’t pull wire A to release the corset wire prior to
SAE, DD drilling Possible Resolved system retrieval, as required, and described in the
IFU and tried to retrieve the EndoZip system while it
Procedure was still attached to the patient. As a result of the
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SAE / DD
(Device
Deficiency)

Event

Device/

procedure
related

Clinical
outcome

Additional details

with DD

force exerted by the physician in the attempt to
remove the system, a part of the Bougie broke, also
a gastric perforation was suspected near the 5th
suture zone. The patient was referred to urgent
surgery (exploratory laparotomy) for gastric
perforation repair and for the removal of the
foreign body (i.e., plastic fragment from the
Bougie). The patient was hospitalized for a week
and discharged on after improvement.

SAE, DD

needle stuck,
in tissue

Casual

Resolved

The needle did not penetrate through the tissue
smoothly and could not be retrieved, per the IFU
instructions, from the stomach. The needle was
retrieved endoscopically, and the patient received
Antibiotics to prevent any infection. Resolved
without clinical sequelae. Resolved within the same
day.

AE, DD

Mild gastritis
(Due to DD)

Procedure
with DD

Casual

Resolved

AE occurred due to a device technical failure— the
physician was not able to retract the system after a
successful suturing + PCT actions. (Per investigation,
a double knot went into the wire A/corset channel,
and thus was not able to go through it completely,
not allowing the corset to release itself from the
suturing wire).

The patient received a preventing antibiotic for 2

weeks and was discharged on the same day off the
EndoZip procedure.

SAE

Dysphagia

Possible

Resolved

patient reported swallowing difficulties (i.e.,
dysphagia), as this event is part of a clinical study it
was decided to manage the patient conservatively,
and the patient stayed in the hospital for additional
observation. Patient discharged 2 days post
procedure.

SAE

Gl Bleeding

Casual

Resolved

patient reported on Melena 5 days post EndoZip
procedure, and was hospitalized On May 23, 2023,
at 19:16pm. On May 24, 2023, at 11:38 am patient
had Upper Gl endoscopy to identify and stop the
source of the bleeding. During the Endoscopy a
small ulcer (up to 6 mm), was found next to the
proximal suture, bleeding slightly in touch, the
patient was treated with hemostatic powder and
PPI. No pathologies were found in the Esophagus,
and the sutures were intact in the stomach. The
patient stays in the hospital for observation for an
additional 1 day and was discharged on May 25 at
09:42 am, when feeling well
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SAE / DD
(Device
Deficiency)

Device/

Event procedure

related

Clinical
outcome

Additional details

SAE

Hematemesis | Casual

Resolved

During the EndoZip procedure (On June 5, 23),
bleeding was identified, the Pl wash the blood and it
seemed the bleeding was stopped. During the
recovery, two hours post the EndoZip procedure,
the patient had an episode of hematemesis and
underwent Upper Gl endoscopy to identify and stop
the source of the bleeding. During the Endoscopy
the source of the bleeding was found next to the
suture area, the patient was treated with
assembling of 1 clip and fibrin glue injection of 2 mL.
No pathologies were found in the Esophagus and
the sutures were intact in the stomach. The patient
stays in the hospital for observation for an
additional 1 day and was discharged on June 7,2023

at 12:52 pm, when feeling well.

4.2

Warnings and precautions

The EndoZip System should only be used according to the instructions and operating
conditions described in this manual. Failure to do so could result in compromised safety,
equipment malfunction or instrument damage.

The EndoZip System should only be used under the supervision of a licensed physician. Do
not use for any purpose other than the intended application.

The EndoZip System is to be used only by licensed medical personnel.

Each EndoZip System single use is provided EtO (Ethylene Oxide) sterile and is intended for
single patient and single suture use. Do not sterilize, clean or re-use the device. Discard all
used devices properly after use.

Confirm that the EndoZip System package is not damaged and not expired. If damage to the
sterile barrier or the device is noted and / or expired, DO NOT USE the device. Retain the
package with the contents and notify your Nitinotes representative.

Confirm that the other devices used with the EndoZip System function properly and that
these other devices will not adversely affect the operation or safety of this equipment. If any
component of the endoscopic system is not functioning properly, the procedure should not
be performed.

Verify compatibility of endoscopic instruments and accessories and ensure performance is
not compromised. Use of accessories, transducers and cables other than those specified or
provided by Nitinotes Ltd. could result in increased electromagnetic emissions or decreased
electromagnetic immunity of this equipment and result in improper operation.

The EndoZip System should only be used with cleared or approved medical devices.

Use of this equipment adjacent to or stacked with other equipment should be avoided
because it could result in improper operation. If such use is necessary, this equipment and
the other equipment should be observed to verify that they are operating normally.
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4.3

4.4

The EndoZip device must only be connected to the EndoZip power supply.

If the EndoZip device does not function properly — replace the device, do not attempt to
repair the EndoZip device.

If the power supply does not function properly — replace the power supply, do not attempt
to repair the power supply.

Check and confirm that all cords or cables are connected correctly and securely.

If the system does not function properly, turn it off, and follow the instructions noted in
section “Troubleshooting”.

The EndoZip System should never be stored in areas where it could get wet or be exposed
to high temperature, humidity, direct sunlight, dust, salt, which could adversely affect the
equipment

The power supply should be maintained in a clean condition during storage and be ready for
subsequent use.

After use, this product may be a potential biohazard. Dispose of the EndoZip single use
component and its packaging in accordance with administrative and / or local, state and
federal laws and regulations.

Portable RF communications equipment (including peripherals such as antenna cables and
external antennas) should be used no closer than 30 cm (12 inches) to any part of the
EndoZip system, including cables specified by the manufacturer. Otherwise, degradation of
the performance of this equipment could result.

Avoid using the device when adjacent to other electrical equipment (i.e., other than the
endoscope and other auxiliary equipment specified in the EndoZip System’s directions for
use).

EndoZip system needs special precautions regarding EMC and needs to be installed and put
into service according to the specific instructions for maintaining basic safety and essential
performance regarding electromagnetic disturbances.

ESG follow up care

Following ESG, patients should begin with a clear liquid diet for several days, gradually
progressing to a full liquid diet (at least 60 grams of protein per day), then to a soft diet, and
finally a full low-fat diet, with each phase lasting approximately 2-3 weeks. This gradual
progression helps patients adapt to their new gastric anatomy and develop healthy eating
behaviors.

Hydration is crucial, and patients should be encouraged to drink adequate water daily to
prevent dehydration. Overeating should be avoided, as it may cause bloating and discomfort.
Maintaining a balanced diet and regular physical activity is essential for long-term success.

Most weight loss occurs within the first six months. To support this process, at least two follow-
up visits (virtual or in-person) with a clinician or dietitian are recommended. If satiety decreases
or weight regain occurs, patients should consult their physician for further guidance.

Other relevant aspects of safety, including a summary of any field safety
corrective action (FSCA including FSN) if applicable

One field safety corrective actions have been taken by the device manufacturer to date.
As a precautionary measure, the EndoZip system were returned from the logistics center
following the observed technical failure. Although the events did not result in patient
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harm, the company decided to implement corrective improvements prior to any further

commercial use.

5 Summary of clinical evaluation and relevant information on post-

market

5.1 Summary of clinical data related to equivalent device, if applicable

NA

5.2 Summary of clinical data from conducted investigations of the device before the

CE-marking

To date the company has completed 3 clinical trials, the principal study, the European

study with 45 subjects and 12 months FU. Prior to this the company conducted a First in

Man- FIM, 11 subjects with 6 months FU. An additional EU study is now recruiting, data is

not yet available to be presented in this SSCP. The following table provide comprehensive

information regarding the mentioned above studies:

Table 1 European Study

Identity of the
investigation/study:

Evaluation of EndoZip™ System (AS) in Obese Patients who failed to
reduce weight with non-surgical weight-loss methods.

Clinical study to evaluate the safety and the outcomes of the
EndoZip system with respect to obese patients’ weight loss in 12
months in 45 patients.

CIV ID/ Single Performed under MDR.
identification number: Protocol number: CLO00032
Country Spain, Italy & Israel.

Identity of the device
including any model
number/version

EndoZip System (Model DF0O).

Intended use of the device
in the investigation

EndozZip™ System is intended to be used by trained
gastroenterologists or surgeons that perform bariatric procedures
to facilitate weight loss by reducing stomach volume through
endoscopic sleeve gastroplasty in adult patients with obesity with
BMI 30 - 40 kg/m? who have not been able to lose weight, or
maintain weight loss, through more conservative measures.

Objectives of the study The objective of this study is to evaluate the safety and
effectiveness of the EndoZip system procedure, coupled with
lifestyle modifications, for weight reduction in obese patients with
BMI of 30-40 kg/m?>.

Study design: A multicenter, prospective, single-arm, open-label, controlled

clinical trial

Primary Endpoint(s)

e Mean percent of total body weight loss (%TBWL) after 12
months.

2 The clinical module in EUDAMED is currently not available.
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Percentage of patients with a reduction in %TBWL of at least
5% at 12 months.

Safety characterization (incidence of adverse events and
serious adverse events with relation to study treatment.

Secondary Endpoints

Percent of excessive weight loss (%EWL) over 6 and 12
months.

Reduction of weight and waist circumference over 6 and 12
months.

Impact of EndoZip procedure on gastric motility at 6 months.
Changes in Weight-related Quality of Life (IWQOL)
Questionnaire scores at 6 and 12 months

Time analysis including procedure duration, anaesthesia
duration, patient recovery duration

Change in comorbid conditions over 12 months evaluated by:
a. Blood pressure b. Glucose, HbAlc c. Lipid levels (Total
Cholesterol, LDL-C, HDL-C, and triglycerides) d. Sleep Apnea
Usability evaluation and physician’s satisfaction based on a
questionnaire

Inclusion/exclusion criteria
for subject selection

Inclusion Criteria

Age 21-70

BMI > 30 and <40 kg/m?2.

Willingness to comply with the substantial behavioural
modifications program as required by the procedure.
Patients with history of failure with non-surgical weight-loss
methods.

Willingness to follow protocol requirements, including signed
informed consent, routine follow-up schedule, completing
laboratory tests, completing IWQOL questionnaire and
completing the medically supervised diet and behaviour
modification program.

Residing within a reasonable distance from the investigator's
office and able to travel to the investigator to complete all
routine follow- up visits.

Ability to give informed consent.

Women of childbearing potential (i.e., not post-menopausal or
surgically sterilized) must agree to use adequate birth control
methods.

Exclusion Criteria

Prior surgery of any kind on the gastrointestinal tract (except
uncomplicated cholecystectomy or appendectomy).

Patients with history of small bowel or colonic obstruction,
and/or adhesive peritonitis and/or abdominal adhesions.
Patients with any inflammatory disease

Patients with history of cancer in the gastrointestinal tract.
Potential upper gastrointestinal bleeding conditions such as a
history of angioectasias.

A known gastric mass or gastric polyps > 1 cm in size.
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Patients with TG >500 or LDL >190

A known hiatal hernia > 4cm of axial displacement of the z-line
above the diaphragm or severe or intractable gastro-
esophageal reflux symptoms while on maximal medical
therapy.

A structural abnormality in the esophagus or pharynx such as a
stricture or diverticulum that could impede passage of the
endoscope.

Patient with motility disorders of the Gl tract or intractable
constipation

Patients with known coagulation disorder (INR >1.5) or on
anticoagulation therapy.

Type 1 diabetes or Type 2 diabetes with a HgbAlc >8 in 6
weeks prior the procedure or use of any medication for
diabetes other than metformin. Patients with any serious
health condition unrelated to their weight that would increase
the risk of endoscopy

Patients with chronic abdominal pain

Patients with hepatic insufficiency or cirrhosis

Patients that used an intragastric device for weight loss within
2 years prior to this study.

Patients with psychological health questionnaire-9 (PHQ-9)
score of 10 or higher.

Patients receiving daily prescribed treatment with high dose
aspirin (> 100mg daily), anti-inflammatory agents,
anticoagulants or other gastric irritants.

Patients with history or current abuse of drugs or alcohol
Patients who are unable or unwilling to take prescribed proton
pump inhibitor medication

egg, milk, or wheat allergy (unable to go through the GEBT)
Patients who are pregnant or breast-feeding.

Patients who are taking medications that cause weight loss
Patients with Severe cardiopulmonary disease or other serious
organic disease which might include known history of coronary
artery disease, Myocardial infarction within the past 12
months, poorly-controlled hypertension, required use of
NSAIDs

Patients taking medications on specified hourly intervals that
may be affected by changes to gastric emptying, such as anti-
seizure or anti arrhythmic medications

Patients who are taking corticosteroids, immunosuppressants,
and narcotics

Symptomatic congestive heart failure, cardiac arrhythmia or
unstable coronary artery disease.

Pre-existing respiratory disease such as chronic obstructive
pulmonary disease (severe COPD), pneumonia or cancer.
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e Diagnosis of autoimmune connective tissue disorder (e.g.
lupus, HIV, erythematous, scleroderma) or
immunocompromised.

e Specific diagnosed genetic disorder such as Prader Willi
syndrome (motility disorder)

e Eating disorders including night eating syndrome (NES),
bulimia, binge eating disorder, or compulsive overeating

e Known history of endocrine disorders affecting weight such as
uncontrolled hypothyroidism.

Number of enrolled
subjects, including if
applicable in different
treatment arms

45 subjects enrolled®.

Study population: main
baseline characteristics of
each study group,
including gender and age
of enrolled subjects

Male and Female with obesity, BMI of 30-40 kg/m2, between the
ages of 21 and 70 who failed to reduce weight with non-surgical
weight-loss methods

Summary of study
methods

Patients in this study were instructed to be on a liquid diet and fast
a day prior the procedure. Eligibility Criteria, demographics, ,
medical history, obesity History, physical examination, vital signs
(blood pressure and heart rate - supine, pulse, body temperature,
respiratory rate (RR) and SpO2), body weight, height and waist
circumference, laboratory evaluations (Hematology, CBC with
differential, PTT, PT and INR, Comprehensive Metabolic Panel
(Kidney and liver functions — blood glucose, HbAlc, Urinalysis, TSH,
fasting lipid panel), motility evaluation by Gastric Emptying Breath
Test (GEBT), influence of weight on Quality of Life (IWQOL)
questionnaire, psychological health questionnaire-9 (PHQ-9) was
gathered. In addition patients with diagnosed Sleep Apnea will be
tested using WatchPAT 200

Patients were arrived to in person visits 7 days, 1, 2, 6 and 12
months after the procedure and remote FU in months 3, 5, 7,9, and
11 after the procedure. In the follow up visits, changes in the
patients’ well-being, blood tests outcomes, compliance with the
diet instructions and weight were recorded. At 6 months after the
procedure, presence and location of the stitches by means of
endoscopy, and quality of life were recorded.

3 Two (2) subject out of the 45 were intended to treat (sutures failed to be applied at the end of the

procedure)
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Summary of results:

e The adjusted %TBWL (adjusted for baseline weight, site and
visit) at 12 months was 13.21% with 95% Cl: 10.11%-16.31%.

e The adjusted rate of participants with %TBWL>5% (adjusted for
baseline weight, site and visit) was 76.6% with 95% Cl: 60.2%-
87.7%

e The adjusted %EWL at 12 months was 51.4% % [95% Cl: 38.0%-
64.8%; P-value<.0001]

e The %waist loss also demonstrated significant results at 12
months with mean %reduction of 12.3% [95% Cl: 9.7%-14.9%;
P-value<.0001].

Overall, it was found the device to be safe and effective.

Any limitations of the
study, such as high loss to
follow-up, or potential
confounding factors that
may question the results.

NA

Any device deficiency and
any device replacements

2 Serious adverse events (SAEs) classified as related to the EndoZip
device. 2/45 subjects (4.4%). These include Gl bleeding and Gastric

related to safety and/or
performance during the

study.

drilling. Both were resolved.

3 additional non serious adverse events with a degree of causality
to the study device. 3/45 subjects (6.7%). These include anemia,
abdominal pain and gastritis. Due to device malfunction (technical
failure— the physician was not able to retract the system after a
successful suturing + PCT actions.)

Table 2 First-In-Man (FIM) Study

Identity of the First-in-man (FIM) safety and performance feasibility study
investigation/study: | Performed under MDR.

CIV ID/ Single Protocol number CLP-01 #

identification

number:

Country Spain

Identity of the EndoZip System (model: 1°* manual prototype)

device including

any model

number/version

Intended use of the
device in the
investigation

EndoZip™ System is intended to be used by trained gastroenterologists or
surgeons that perform bariatric procedures to facilitate weight loss by
reducing stomach volume through endoscopic sleeve gastroplasty in adult
patients with obesity with BMI 30 - 40 kg/m? who have not been able to
lose weight, or maintain weight loss, through more conservative measures.

Objectives of the

Safety and Preliminary Performance: Aimed to provide initial clinical

4 The clinical module in EUDAMED is currently not available.
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study assessment of safety and effectiveness of the EndoZip in the treatment of
obesity.
Study design: Open label, single arm, single site, open label study.

Primary Endpoint

The Primary outcome was to assess the technical feasibility and safety.

Secondary Endpoint

The Secondary outcome was to determine %total body weight loss (TBWL)
and %excess weight loss (EWL) at 6 months.

Inclusion/exclusion
criteria for subject
selection

Inclusion criteria
1. Subject, male or female, is age 18 to 60 years of age.

2. Subject must be able to understand and be willing to sign an informed
consent form.

3. Subject must be willing and able to participate in all aspects of the study
and agree to comply with all study requirements for the duration of the
study. This includes availability of reliable transportation and sufficient
time to attend all follow-up visits.

4. Subject has a BMI of 30-40 kg/m?

5. Have had no significant weight change (5% of total body weight) during
6 months prior to enrollment

6. Subject must be fully ambulatory, without chronic reliance on walking
aids such as crutches, walkers or a wheelchair.

7. Subject must be of sufficient and stable medical and mental health, as
evaluated by the Principal Investigator.

8. Subject must have a primary care physician that will manage the subject
for any co-morbid conditions throughout the study.

9. Subject must have failed standard obesity therapy of diet, exercise,
behavior modification, and pharmacologic agents either alone or in
combination.

10. Subject agrees not to have any additional weight loss interventional
procedures, such as mammoplasty or abdominal lipoplasty or liposuction,
or take any over the counter or prescription weight loss medication for the
entire study participation duration

11. Type |l Diabetes patients who are treated with oral glucose lowering
agent and are stable are acceptable.

Exclusion criteria

1. Subject has had previous bariatric, gastric or esophageal surgery;
intestinal obstruction; portal gastropathy; gastrointestinal tumors;
esophageal or gastric varices, or gastroparesis.
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2. Subject has history of/or signs and/or symptoms of gastro-duodenal
ulcer disease.

3. Uncontrolled diabetes or change in diabetes medication and/or dosage
in the 3 months prior to enrolment

4. Uncontrolled hypertension
5. Subject with heart failure, NYHA grade 2 and above.

6. Subject has pre-existing respiratory disease, such as chronic obstructive
pulmonary disease (COPD), pneumonia or cancer.

7. Subject has significant esophageal disease including Zenker's
diverticulum, severe gastro-esophageal reflux disease (GERD), stricture,
Barrett's esophagus, esophageal cancer, esophageal diverticulum,
dysphagia, achalasia, or symptoms of dysmotility, which is not controlled
with medication.

8. Subject has renal and/or hepatic insufficiency/disease (creatinine above
1.5 mg/dL)

9. Subject has thyroid disease, which is not controlled with medication.

10. Subject is diagnosed with ostocorticular pain, pre-neoplastic lesions or
coagulation conditions that may prevent him/her from undergoing a
surgical procedure.

11. Subject has a history of intestinal strictures or adhesions and/or any
condition that could preclude passage of endoluminal instruments.

12. Female subject who is pregnant (i.e., has a positive urine or blood
pregnancy test prior to device use), is suspected to be pregnant, is lactating
or is of childbearing potential but refuses to use adequate contraception
during the study.

13. Subject is diagnosed with a coagulation disorder.
14. Subjects undergoing chronic steroid therapy.
15. Subjects undergoing immunosuppressive therapy.

16. Subjects who cannot discontinue either prescription or over the
counter weight loss medications for at least 30 days prior to the procedure
as well as during the trial period.

17. Subjects who have known hiatal hernias greater than 5 cm.

18. Subjects who have poorly controlled psychiatric disease including but
not limited to manic-depressive disorder, schizophrenia, borderline
personality disorder, depression or suicidal tendencies.
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19. Subject has active Crohn's disease or Colitis.

20. Subject currently uses or has a history of illicit drug(s) or abuses alcohol
(defined as regular or daily consumption of more than 4 alcoholic drinks
per day).

21. Subject has participated in a clinical study with an investigational new
drug, biological, or therapeutic device within 6 months prior to enrollment
in this study, and does not agree to abstain from participation in other
clinical trials of any kind during this study and their participation may
interfere with the current study.

22. Subject has any condition that, at the discretion of the investigator,
would preclude participation in the study.

23. Unstable diabetes patients who are treated with insulin.

Number of enrolled
subjects, including
if applicable in
different treatment
arms

13° Subjects enrolled and treated.

Study population:
main baseline
characteristics of
each study group,
including gender
and age of enrolled
subjects

Adult male and female obese subjects (BMI between 30-40 kg/m?2), who
have failed standard obesity therapy of diet, exercise, behavior
modification, and pharmacologic agents either alone, or in combination.

Summary of study
methods

Patients were followed up 7-10 days, 6 weeks, 3 and 6 months after the
procedure. Including also presence and location of the stitches by means
of endoscopy at 6 Months FU.

Summary of results:

The procedures were technically successful (100%) in all patients.

At 6-month follow-up, the mean + SD TBWL, %TBWL, and %EWL were 17.8
+ 6.7 kg, 16.2 £ 6.0%, and 54.3 + 28.4%, respectively (p < 0.001).

EndoZip procedure demonstrated significant (p<0.001) weight loss
reduction and circumference reduction after 6 months of follow up.

No immediate complications occurred’, and all were discharged in 24 h.

Any limitations of
the study, such as
high loss to follow-
up, or potential
confounding factors
that may question
the results.

The study includes a limited number of patients and serves as a proof of
concept for the automated EndoZip System, which was subsequently
developed.

> Two (2) subjects out of the 13 were lost to FU and were excluded from the effectiveness analysis.
Safety analysis includes all the patients that were enrolled to the study.
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Any device There were no adverse events related to the Device and /or procedure.

deficiency and any
device
replacements
related to safety
and/or
performance during
the study.

53

FIM Extension Study

An FIM extension study (protocol number CLP-02) was conducted in Spain at the same
single site as CLP-01, following the identical protocol from CLP-01, except for an extended
follow-up period of 12 months instead of 6 months. Two subjects were enrolled. This FIM
safety and performance feasibility study, aimed to provide initial clinical assessment of
safety and effectiveness of the EndoZip in the treatment of obesity. This EndoZip
configuration for this study, same as in the FIM-01, was fully mechanical with no motor
unit and no software embedded. During the second EndoZip procedure, a technical issue
occurred in which the needle did not penetrate the tissue smoothly and could not be
retrieved from the stomach as outlined in the IFU instructions. The needle was
successfully retrieved endoscopically, and the patient was administered antibiotics to
prevent infection. The event was resolved without clinical sequelae on the same day. This
event led to a redesign of the device configuration. The improved configuration was
rigorously tested in pre-clinical studies and successfully implemented in the European
study (CLO0003), as described above.

Summary of clinical data from literature review

Currently 2 publications are available concerning EndoZip device:

7
0.0

Gontrand Lopez-Nava & Ravishankar Asokkumar (2020). Safety and Feasibility of a Novel
Endoscopic Suturing Device (EndoZip™) for Treatment of Obesity: First-in-Human Study.
Obesity Surgery Journal [OBES SURG (2020) 30:1696—-1703].

Ivo Boskoski, Gontrand Lopez-Nava, Steven E. Shamah et al. (2024). Automatic endoscopic
gastroplasty for the treatment of obesity: results from a prospective multicenter study.
Gastrointestinal Endoscopy [https://doi.org/10.1016/j.gie.2024.09.026].

There are currently no available results from the post-market clinical follow-up investigation.
No clinical data from medical device registries is currently available.

5.4 An overall summary of the clinical performance and safety

EndoZip™ System is an automatic, operator-friendly ESD that allows the operator to create

multiple internal gastric segmentation in the stomach by using an endoscopic approach. The

System generates an endoluminal gastroplasty that restricts the stomach volume and impairs its

motility. The endoluminal approach reduces the potential for leaks and therefore significantly
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minimized the consequence risk. In addition, this procedure is reversible with short recovery
duration, and thus may be applied to a much wider patient population, by gastroenterologists as
well as surgeons.

Throughout the clinical trials process, the device’s configuration was optimized and has shifted
from fully mechanical with no motor unit and no software embedded (FIM, FIM extension) and
evolved into the updated device model which has a redesign of the Bougie portion and additional
improvements included software.

European study was aimed to evaluate the safety and the outcomes of the EndoZip system with
respect to obese patients’ weight loss in 12 months. 45 subjects were enrolled into this study. 2
Subjects out of the 45 had no sutures left at the end of the procedure (one due to device
malfunction and the other due to a SAE requiring the sutures removal).

The weight loss results achieved at 12- months were promising and met the ASGE/ASMBS
minimum threshold of 25% EWL with <5% serious adverse events at 12.

In this study the adjusted %TBWL (adjusted for baseline weight, site and visit) at 12 months was
13.21% with 95% Cl: 10.11%-16.31%, and the adjusted rate of participants with %TBWL>5%
(adjusted for baseline weight, site and visit) was 76.6% with 95% Cl: 60.2%-87.7%. In addition,
patient’s waist circumference decreased by 12%, and the ALT and HBA1C decreased by 7.28 +
18.7 IU/L and 0.280.28 + 0.51% at 12 months. Moreover, according to the operators, the system
was easy to use to complete the gastroplasty procedure, with an average total procedure time of
30.8+ 15.8 minutes.

Only 2 Serious adverse events with some degree of causality to the device occurred in 2 subjects
out of 45 subjects enrolled, representing 4.4% (Gl bleeding and Gastric drilling). 3 additional non
serious adverse events with a degree of causality to the study device (3/45 subjects) occurred.
These include anemia, abdominal pain, and gastritis.

Nitinotes has recently completed a multicenter, prospective, single -arm, open -label, controlled
clinical study in Institute for Clinical and Experimental Medicine (IKEM), Prague, Czech Republic,
and Fondazione Policlinico Universitario Agostino Gemelli IRCCS (CERTT), Rome, Italy, using the
EndoZip System.

The poolability of data across centers could not be established, due to data heterogeneity,
therefore analyses were performed on a per - site basis.

The primary analysis regarding the %TBWL (using ANCOVA mixed model which included the
baseline weight and the visit as covariates), demonstrated adjusted mean reduction of 12.3%
(95%Cl: 10.2% - 14.5%) for center 003 and 10.0% (95%Cl: 7.6% -12.3%) for center 005 at 6 months
follow -up. At 12 - months follow -up, once again center 003 had higher results with adjusted
mean of 11.4% (95%Cl: 9.1% - 13.6%) as compared to center 005 which had adjusted mean of
8.0% (95%Cl: 5.6% -10.3%). Overall, there are no significant differences between the centers (95%
Cls overlapped). Significant decrease in other measures (BMI change, waist circumference etc.)
were demonstrated as well in both centers. Steatosis change from the baseline was statistically
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different at 6 months and at 12 months in both centers. Fibrosis change from baseline was not
found to be statistically different. The mean IWQOL score at 12 months increased from baseline
in more than 12 points in both centers, representing meaningful improvement in patient quality

of life condition.

Two SAEs (4.8% per Patient; 1.13% per procedure) of a bleeding episode required endoscopic
intervention were reported as SAE and classified as Grade llb (Clavien -Dindo grade). Both events

were device/procedure -related, anticipated, resolved within 2 days without sequelae.

The clinical evidence presented by the manufacturer demonstrates that the EndoZip clinical

performance and safety is in accordance to intended use.

Table 3 Clinical Benefit Claims

Clinical benefit claim

Clinical outcome parameters with
threshold values

The EndoZip System is expected to lead to
weight loss in adults with BMI of 30-40
kg/m?2.

Clinical outcome parameters:

- Average %TBWL after 12-months post-
procedure.

Threshold values: at least 5%.

- Responder rate at 12-months post-
procedure.
Threshold values: At least 50% of

treated patients achieve at least 5%

TBWL at 12 months.

The EndoZip System is expected to positively
impact health conditions associated with
obesity-related comorbidities, as measured
by HbAlc in patients diagnosed with pre-
Type Il Diabetes (T2D) and T2D,
hypertension characteristics (such as SBP).

and

Clinical outcome parameters:

- HbAlc levels after 12 months in
patients who are diagnosed with pre-
T2D and T2D.

Threshold values: Reduction of at least
0.5% in HbA1lc between baseline and at
12-months post-ESG.

- SBP levels after 12-months.
Threshold values: Reduction of at least 5
mmHg in SBP between baseline and at
12-months post-ESG.
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Benefit-risk assessment:

Based on the EU study results (N=43), the EndoZip™ procedure induced a mean %TBWL of 13.21%
and %EWL of 51.4% at 12 months. The results observed are similar to the earlier reports on the
EndoZip™ device at 6 months and the weight loss outcomes from the MERIT trial (considered to
be state-of-the-art in the field) evaluating the Apollo ESG (Former overstitch) device. The
randomized study showed a %TBWL of 13.6% at 52 weeks. Our results are aligned with the RCT
and other published results on endoscopic gastroplasty®’2. In our study, 76.6% of the subjects
achieved more than 5% weight loss, which is significant and meets the efficacy requirements. Our
patients showed improvement in waist circumference (WC), ALT levels, and HBA1c at 12 months.
We observed the WC decreased by 12%, and the ALT and HBA1C decreased by 7.28 + 18.7 IU/L
and 0.280.28 + 0.51% at 12 months. Most enrolled patients did not have many associated obesity-
related comorbidities, as the study was designed as a pilot to assess initial efficacy and safety.
However, even within this cohort, the weight loss has shown changes in comorbidities similar to
published studies® . As a follow-up, a dedicated study evaluating the role of Endozip™ in managing
obesity-related comorbidity is completed (Clinicaltrials.gov, NCT04773795). We observed adverse
events in 11% of the patients, and serious adverse events occurred in 4.4% of cases. Most adverse
events were managed conservatively except one needing surgery. In the MERIT RCT (considered
to be state-of-the-art in the field), rate of SAE per the FDA definition was 7.3% (11/150; 95% Cl:
3.7-12.7%), when only 3 (2%) met the criteria of grade 3 (requiring surgical, endoscopic,
orradiological intervention) or higher on the Clavien-Dindo classification scale. The rate of SAE
reported in our study is aligned with the FDA definition; only 1 event (2%) is considered SAE per
the Clavien-Dindo classification.

The results observed from the Endozip™ device are similar to other gastroplasty procedures.
Most patients were discharged in 24 hours and did not require long term medications.

The critical factors determining complications during the endoscopic gastroplasty procedure are
the long procedure time and the technical skills required to perform endoscopic gastroplasty.

6 Lopez-Nava G, Asokkumar R, Bautista-Castafio | et al. Endoscopic sleeve gastroplasty, laparoscopic sleeve
gastrectomy, and laparoscopic greater curve plication: do they differ at 2 years? Endoscopy. 2021; 53: 235-
243

7 Huberty V, Boskoski |, Bove V, Van Ouytsel P, Costamagna G, Barthet MA, Deviéere J. Endoscopic sutured
gastroplasty in addition to lifestyle modification: short-term efficacy in a controlled randomised trial. Gut.
2020:gutjnl-2020-322026

8 Asokkumar R, Lim CH, Tan AS et al. Safety and early efficacy of endoscopic sleeve gastroplasty (ESG) for
obesity in a multi-ethnic Asian population in Singapore. JGH Open. 2021; 5: 1351-1356

% Fehervari M, Fadel MG, Alghazawi LOK et al. Medium-Term Weight Loss and Remission of Comorbidities
Following Endoscopic Sleeve Gastroplasty: a Systematic Review and Meta-analysis. Obes Surg. 2023; 33: 3527-
3538.
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Patients with obesity are prone to develop intraoperative and postprocedural complications from
prolonged anesthesial®. We showed that the median time with the Endozip™ procedure was 30.8
+ 15.8 minutes (range, 20.3—32.4). As the device is automated with less operator dependency, the
endoscopists could quickly become familiar with the device. The procedure time decreased
significantly after the first two cases, from an average of 50 to 28 minutes for the remaining cases.
Most endoscopists reported in the self-administered questionnaire after each procedure that the
device was user-friendly and easy to use for achieving gastric segmentation and reducing gastric

volume.
5.5 Ongoing or planned post-market clinical follow-up

Three post-marketing clinical studies are planned to further evaluate the safety and effectiveness of the
EndoZip System. These studies aim to provide valuable clinical data to support the system's ongoing use
and adoption. A detailed summary of their objectives and study designs is presented below.

Table 4 Evaluation of health improvement in obese patients with obesity-related comorbidities followed by

EndoZip procedure

Study Design The study is planned as a multicenter, prospective, single-arm, open-
label, clinical trial.

Study Objective To evaluate the effectiveness and the potential health improvement
associated with weight loss in obese patients (BMI of 30-42 kg/m?)
with T2D and/or Hypertension following EndoZip procedure and

Primary Endpoints The effectiveness of the EndoZip system will be assessed by the

following co-primary endpoints:

1. Mean percent of total body weight loss (%TBWL) after 12
months.

2. Percentage of patients with a reduction in %TBWL of at least
10% at 12 months.

3. Reduction of HbAlc and/or HOMA-IR index and/or change in
T2D treatment after 12 months (e.g., reduction of medication
dosage)

4. Change in Hypertension after 12 months (e.g., blood pressure
reduction and /or reduction of anti-hypertensive medication

Secondary Endpoints | The following secondary endpoints will be evaluated:

1. Percent of excessive weight loss (%EWL) over 6 and 12 months.

2. Reduction of BMI and waist circumference over 6 and 12
months.

3. Changes in Weight-related Quality of Life (IWQOL)
Questionnaire scores at 6 and 12 months

10 seyni-Boureima R, Zhang Z, Antoine MMLI et al. A review on the anesthetic management of obese patients
undergoing surgery. BMC Anesthesiol. 2022; 22: 98.
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4. Time analysis including procedure duration, anesthesia
duration, time to recovery, and time to discharge.
Usability evaluation and physician’s satisfaction based on a
questionnaire.

Study Location

Europe

Patient Population

Obese adults’ subjects with a BMI of 30-42 kg/m? diaghosed with
obesity-related comorbidities, who failed to reduce weight with non-
surgical weight-loss methods.

1. At least 50% of the population included in the study diagnosed
with Type 2 diabetes (T2D), and with HbAlc <9 at least 6
months prior to study enrollment, excluding Insulin-dependent.

2. Atleast 50% of the population included in the study diagnosed
with hypertension, treating with 2 or more antihypertensive
medications and are well control at least 6 months prior to
study enrollment.

Status

Completed

Summary of results:

e  %TBWL demonstrated adjusted mean reduction of 12.3% (95%Cl:
10.2% - 14.5%) for center 003 and 10.0% (95%Cl: 7.6% -12.3%) for
center 005 at 6 months follow -up.

e At 12 - months follow -up, center 003 had adjusted mean of 11.4%
(95%Cl: 9.1% - 13.6%) and center 005 had adjusted mean of 8.0%
(95%Cl: 5.6% -10.3%).

e Significant decrease in other measures (BMI change, waist
circumference etc.) were demonstrated in both centers.

e Steatosis change from the baseline was statistically different at 6

months and at 12 months in both centers.

Overall, it was found the device to be safe and effective for Obese
patients with related comorbidities that experienced meaningful
improvement in their quality of life condition at 12 months after the
EndoZip procedure.

Any limitations of the
study, such as high loss
to follow-up, or
potential confounding
factors that may
question the results.

The poolability of data across centers could not be established, due to
data heterogeneity, therefore analyses were performed on a per - site
basis.

Any device deficiency

Two SAEs (1.13% per procedure) of a bleeding episode required
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and any device
replacements related to
safety and/or
performance during the
study.

endoscopic intervention were reported as SAE and classified as Grade lllb
(Clavien -Dindo grade). Both were d resolved within 2 days without
sequelae.

Table 5 A Comparative Study of the Efficacy and Safety of the EndoZip System versus Apollo ESG, followed by
behavioral modifications, in obese patients who have not achieved weight reduction through non-surgical

methods
Study Design The study is planned as a randomized, multicenter, prospective, two-
arms, blinded, clinical trial.
Study Objective To evaluate the safety and effectiveness of the EndoZip system

procedure, compared to the Apollo ESG, both followed by lifestyle
modifications, in achieving weight reduction in obese patients with

Primary Endpoint

The effectiveness of the Endozip system will be assessed by the
following co- primary endpoints:
1. Mean percent of total body weight loss (%TBWL) after 12
months in Group A patients versus Group B.
Percentage of patients in Group A with a reduction in %TBWL
of at least 5% at 12 months.

Secondary Endpoints

The following secondary endpoints will be evaluated in both study
arms:
1. Mean percent of total body weight loss (%TBWL) after 6
months in Group A patients versus Group B.
2. Percentage of patients in Group A with a reduction in %TBWL
of at least 5% at 6 months.
3. Percentage of patients in Group A with a reduction in %TBWL
of at least 10% at 6 and 12 months.
4. Percent of excessive weight loss (%EWL) after 6 and 12 months
in Group A versus Group B.
5. Change in Waist circumference after 6 and 12 months from
baseline in Group A versus Group B.
6. Changes in Weight-related Quality of Life (IWQOL)
Questionnaire scores at 6 and 12 months
7. Physicians’ satisfaction based on a questionnaire

Exploratory Endpoints

e Change in comorbid conditions after 6 and 12 months from
baseline in Group A and in Group B evaluated by:
o Blood pressure
o Glucose, insulin, HbAlc
o Lipid levels (LDL-C, HDL-C, and triglycerides)
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Study Location

Europe and US

# of Patients

Up to 184 patients

Patient Population

Male and Female obese patients with BMI of 30-40 kg/m? between the
ages of 21 and 65 who failed to reduce weight with non-surgical weight-
loss methods

o Atleast 50% of the patients with weight-related comorbidities such

as hypertension and / or Type Il diabetes mellitus (T2DM).

Anticipated Completion

Q3 2027

Table 6 Real-world evidence (rwe)

Study Design

The study is planned as a prospective, observational registry.

Study Objective

Primary Objective: Evaluate the long-term safety and performance
of EndoZip System in routine clinical practice.
Secondary Objectives: Assess specific outcomes, device usage

Primary Endpoint

Performance Analysis:

. The %TBWL at each visit will be calculated as
100*(Weight(BL) -Weight(Visit))/ Weight(BL), where weight is
measured in kilograms. %TBWL will be summarized with descriptive
statistics at each follow-up visit.

. The %TBWL median, mean and standard deviation and
percent of subjects with greater than 5% TBWL will be summarized.
. Change in comorbid conditions will be evaluated and will be

summarized with descriptive statistics.

Secondary Endpoints

. The procedures’ set-up time and duration time spent will be
summarized with descriptive statistics.
. The number of sutures per patient will be summarized with

descriptive statistics.

Study Location

Europe: Italy, Spain and Germany

Patient Population

Per EndoZip System indication including male and female obese
patients with BMI of 30-40 kg/m>.

Anticipated Completion

Start date: Q3 2025
End date: Q3 2033
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6 Possible therapeutic alternatives

The first-line treatment is based on diet regimens and modifications of lifestyle habits to increase
physical activities. In order to obtain valid results, patients’ compliance is essential due to the
long-lasting challenging process required. However, these options are frequently insufficient to
achieve adequate weight loss, and associated treatments are necessary. Pharmacotherapy with
medications mainly promoting satiety can be associated with dietary measures, but their efficacy
is limited, and their various side effects limit long-term use.

Therefore, bariatric surgery has gained relevance in the field. Different types of bariatric surgery
have been developed over the years, among which Roux-en-Y gastric bypass (RYGB) and Sleeve
gastrectomy (SG) are the most frequently performed. Different from medical and dietary
approaches, bariatric surgery allows significant results in terms of weight loss, up to 25-30% from
basal weight, even during the long-term period. The efficacy and safety of bariatric surgery are
currently consolidated by many publications. As far as the safety profile is concerned, a meta-
analysis showed an early (<30 days) major adverse events rate of 0—1.6% with a mortality rate of
0-0.6%, although perioperative mortality has dramatically improved since the early 2000s.

The endoscopic approach is a promising alternative modality for the treatment of obesity given
its low financial burden and ease of accessibility requiring no incision. Of the endoscopic methods
and techniques (including space-occupying devices such as intragastric balloons), restrictive
procedures (such as endoscopic gastroplasty) malabsorption, and aspiration therapy; restrictive
procedures have been proven to be the most effective method for weight loss at 12 months.

Endoscopic sleeve gastroplasty (ESG), a type of restrictive procedure, it is a minimally invasive
technique that reduces the size of the gastric reservoir by using a full-thickness endoscopic
suturing device, such as Apollo ESG. The anterior and posterior walls of the stomach are stitched
together to achieve a tubular structure, similar to the structure achieved by LSG. A recent
systematic review concludes that ESG is consider as a minimally invasive bariatric therapy that is
reproducible among centers worldwide with effective weight loss outcomes and a favorable
safety profile.

7 Suggested profile and training for users
Intended Users

e The EndoZip Systems is intended to be used by trained gastroenterologists or surgeons that
perform bariatric procedures.
e The EndoZip procedure set up will be performed by Technicians or Registered Nurses.

Required Training

Two distinct training programs have been tailored to the EndoZip users:
gastroenterologists/surgeons and technicians/registered nurses. Each program is structured to
encompass the following components:
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**» Thorough review of relevant sections within the Instructions for Use (IFU).

+» Watching an informative in-service video.

«+ Participation in hands-on demonstrations using a dummy device on a standard stomach
model. Users shall simulate usage, tailored to their respective roles, a twice (2 cycles) prior to
employing the EndoZip System within a clinical operation setting.

No user training updates are required for the continued safe operation of the device.

8 Reference to any HARMONIZED standards and CS applied

The following international standards harmonized under the MDR 2017/745 are applied in full to

the device:

Subject

Standard / Directive

Title

EU Regulation

EU Medical Device Regulations
(MDR) 2017/745

Medical Device Regulations.

Biocompatibility

SO 10993-1:2025

Biological evaluation of medical devices -
Part 1: Evaluation and testing within a risk
management process

SO 10993-3:2014

Biological evaluation of medical devices -
Part 3: Tests for genotoxicity,
carcinogenicity and reproductive toxicity

SO 10993-5:2009

Biological evaluation of medical devices
— Part 5: Tests for in vitro cytotoxicity

ISO 10993-6:2016

Biological evaluation of medical devices -
Part 6: Tests for local effects after
implantation

EN 1SO 10993-10:2021

Biological evaluation of medical devices
— Part 10: Tests for skin sensitization

ISO
10993-11:2017

Biological evaluation of medical devices —
part 11: Tests for systemic toxicity

EN1SO 10993-12:2021/Amd 2025

Biological evaluation of medical devices
— Part 12: Sample preparation and
reference materials

Biological evaluation of medical devices

EN IS0 10993-17:2023/Amd — Part 17: Toxicological risk assessment
1:2025 . . .

of medical device constituents
EN ISO 10993-18:2020/AMD | Biological evaluation of medical devices
1:2023 — Part 18: Chemical characterization of
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Subject

Standard / Directive

Title

medical device materials within a risk
management process /Amendment 1:
Determination of the uncertainty factor

EN 1SO 10993-23:2021

Biological evaluation of medical devices -
Part 23: Tests for irritation

ISO/TR 10993-33:2015

Biological evaluation of medical devices
— Part 33: Guidance on tests to evaluate
genotoxicity — Supplement to ISO 10993-
3

ISO/TS 21726:2019

Biological evaluation of medical devices
— Application of the threshold of
toxicological concern (TTC) for assessing
biocompatibility of medical device
constituents

U.S. Pharmacopeia 881

Bond Strength

U.S. Pharmacopeia 871

Bond Strength

ISO/TR 24971:2020

Guidance on the application of ISO 14971

Corrosion

SO 11130:2017

Corrosion of metals and alloys - Alternate
immersion test in salt solution

SO 10555-1:2023

Intravascular catheters - Sterile and
single-use catheters - Part 1: General
requirements.

Usability

IEC 62366-1:2015/Amd 1:2020

Medical devices - Application of usability
engineering to  medical devices.
Amendment 1

Sterilization

EN 556-1:2024

Sterilization of medical devices -
Requirements for medical devices to be
designated  "STERILE" - Part 1:
Requirements for terminally sterilized
medical devices

ISO 11135:2014/Amd 1:2018
EN 1SO 11135:2014/A1:2019

Sterilization of health-care products -
Ethylene oxide - Requirements for the
development, validation and routine
control of a sterilization process for
medical devices. Amendment 1: Revision
of Annex E, Single batch release

EN I1SO 11737-1:2018/Amd
1:2021

Sterilization of medical devices -
Microbiological methods - Part 1:
Determination of a population of
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Subject

Standard / Directive

Title

microorganisms on products.

Amendment 1

SO 11737-3: 2023

Sterilization of health care products —
Microbiological methods Part 3: Bacterial
endotoxin testing

ISO 10993-7:2008/AMD:2019

Biological evaluation of medical devices -
- Part 7: Ethylene oxide sterilization
residuals. Amendment 1: Applicability of
allowable limits for neonates and infants

ASTM F2096-11 (2019)

Standard Test Method for Detecting
Gross Leaks in Packaging by Internal
Pressurization (Bubble Test)

ASTM F1886/F1886M-16 (2025)

Standard Test Method for Determining
Integrity of Seals for Flexible Packaging by
Visual Inspection

Electrical Safety

IEC 60601-
1:2005+AMD1:2012+AMD2:2020
Ccsv

Medical electrical equipment - Part 1:
General requirements for basic safety
and essential performance.

IEC 60601-1-
8:2006+AMD1:2012+AMD2:2020

Medical Electrical Equipment - Part 1-8:
General Requirements for Basic Safety
And Essential Performance - Collateral
Standard: General Requirements, Tests
And Guidance For Alarm Systems In
Medical Electrical Equipment And
Medical Electrical Systems

IEC 60601-1-6: 2010/Amd
1:2013, Amd 2: 2020

Medical Electrical Equipment — Part 1-6:
General Requirements for Basic Safety
and Essential Performance — Colleterial
Standard: Usability.

IEC 60601-1-8:
2006+A1:2012+A2:2020-CSV

Medical Electrical Equipment - Part 1-8:
General Requirements for Basic Safety
And Essential Performance - Collateral
Standard: General Requirements, Tests
And Guidance For Alarm Systems In
Medical Electrical Equipment And
Medical Electrical Systems.

EMC

IEC 60601-1-2:2014+AMD1:2020

Medical electrical equipment - Part 1-2:
General requirements for basic safety
and essential performance - Collateral
Standard: Electromagnetic disturbances -
Requirements and tests
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Subject

Standard / Directive

Title

Software

IEC 62304:2006+AMD1:2015

Medical Device Software - Software Life-
Cycle Processes

Guidance for Industry and FDA
Staff: 2025

Computer Software Assurance for
Production and Quality System Software.

The “Computer Software Assurance for
Production and Quality System
Software” guidance supersedes Section
6: Validation of Automated Process
Equipment and Quality System Software
of this guidance.

The remaining sections of this “General
Principles of Software Validation”
guidance continue to reflect FDA's
current thinking on this topic

Guidance for Industry and FDA
Staff: 2023

FINAL: Content of Premarket Submissions
for Device Software Functions
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9 Revision history

SSCP revision | Date issued Change Revision validated by the Notified Body
number description
E* 02 Nov 2025 First Issue Yes
Validation language: English
O No (only applicable for class
Ila or some llb implantable
devices (MDR, Article 52 (4)
2nd paragraph) for which the
SSCP is not yet validated by
the NB)
F* 01 Feb 2026 1. Update the Yes
document with Validation language: English
the completion of | No
CL00010 study.
2. Update list of
standards
G* 02 Feb 2026 Circulate for Yes
approval Validation language: English
O No

«» The document has been validated under Revision C.

A summary of the safety and clinical performance of the device, intended for patients, is given

below.
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Summary of Safety and Clinical Performance
Document revision: G1
Date issued: 02 Feb 2026

Patients

This Summary of Safety and Clinical Performance (SSCP) is intended to provide public access to an
updated summary of the main aspects of the safety and clinical performance of the device. The
information presented below is intended for patients or lay persons. A more extensive summary
of its safety and clinical performance prepared for healthcare professionals is found in the first
part of this document. The SSCP is not intended to give general advice on the treatment of a
medical condition.

Please contact your healthcare professional in case you have questions about your medical
condition or about the use of the device in your situation. This SSCP is not intended to replace an
Implant card or the Instructions For Use to provide information on the safe use of the device.

Manufacturer’s reference number for the SSCP: DMS Item: 11192/ Reference #: RG00013

11 please note, the designated notified bode has reviewed the EndoZip SSCP English version Rev C
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10 Device identification and general information

Product or trade
name

EndoZip™

Manufacturer’s Nitinotes LTD
name and address 5 Haeshel St., P.O.Box 3158 Cesearea, 3079815, Israel
Basic UDI-DI 72900198710EndoZipME

Year when the first
certificate (CE) was
issued covering the
device

2025

11
11.1
11.2

11.3

11.4

Intended use of the device
Intended purpose

EndoZip™ System is intended to be used by trained gastroenterologists or surgeons
that perform bariatric procedures to facilitate weight loss by reducing stomach volume
through endoscopic sleeve gastroplasty in adult patients with obesity with BMI 30 - 40
kg/m? who have not been able to lose weight, or maintain weight loss, through more
conservative measures.

Indication(s) and target population(s)

The system is indicated for use in adults who have not been able to lose weight, or keep their
weight loss, using other methods.

The system is indicated for adults with obesity, who have a Body Mass Index (BMI) between 30
and 40 kg/m?, and should be used together with diet and exercise.

Contraindications and/or limitations

The system should not be used for people who cannot safely have an endoscopic suturing
procedure or any other endoscopic procedure. This may include, but is not limited to, the
following:

This system is not for use where endoscopic techniques are contraindicated.

This system is not for use with malignant tissue.

Large hiatal hernia.

Potential bleeding gastric lesions (e.g. ulcers; erosive gastritis; varices; or vascular
malformations).

Affective disorders not under medical supervision or refractory to medical therapy and all eating
disorders (e.g. anorexia nervosa; binge eating disorder; specified feeding and eating disorders;
avoidant restrictive food intake; rumination).

Women who are pregnant and/or breast feeding.

Patients under 18 years of age.

Coagulopathy and antiplatelet/anticoagulant therapy that cannot be corrected.
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11.5 ESG Follow-up Care

Following ESG, patients should begin with a clear liquid diet for several days, gradually progressing
to a full liquid diet (at least 60 grams of protein per day), then to a soft diet, and finally a full low-fat
diet, with each phase lasting approximately 2-3 weeks. This gradual progression helps patients
adapt to their new gastric anatomy and develop healthy eating behaviors.

Hydration is crucial, and patients should be encouraged to drink adequate water daily to prevent
dehydration. Overeating should be avoided, as it may cause bloating and discomfort. Maintaining
a balanced diet and regular physical activity is essential for long-term success.

Most weight loss occurs within the first six months. To support this process, at least two follow-up
visits (virtual or in-person) with a clinician or dietitian are recommended. If satiety decreases or
weight regain occurs, patients should consult their physician for further guidance.

12 Device description

The EndoZip™ system is designed to create several internal sections in the stomach using an
endoscopic procedure (a method that doesn’t require large cuts). It connects the front and back
walls of the stomach to form multiple narrow areas in a minimally invasive way.

The EndoZip™ system includes single-use parts, like the EndoZip™ device that holds the implants
and controls the procedure, as well as accessories to help during the procedure. It also includes a
reusable electric power supply.

The implants in the EndoZip™ system are made of safe, long-lasting materials commonly used in
surgical sutures. The device and its accessories are sterile and have a shelf life of 12 months from
the date they were sterilized. The system is only available in one version, with no other models or
uses.

The EndoZip™ system does not contain any materials that can cause allergies or sensitivities.

13 Risks and warnings

Contact your healthcare professional if you believe that you are experiencing side effects related
to the device or its use or if you are concerned about risks. This document is not intended to
replace a consultation with your healthcare professional if needed.

13.1 How potential risks have been controlled or managed
Your surgeon has underwent a designated training on:

e How to use the EndoZip
e How to remove or reduce risk of problems

13.2 Remaining risks and undesirable effects

EndoZip risks have been reduced as far as possible. The benefit of the product exceeds the risk.
The risks that remain are listed below.

e Patient discomfort (e.g. nausea, vomiting, bloating, cramps, diarrhea, constipation, etc.)
e Extended procedure
e  Minor tissue trauma that can be managed with prescription drugs and/or mild intervention
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(e.g., dehydration, cutaneous bleeding, laceration, esophagitis, gastritis, etc.)

e Patient infection / Biologic reaction

e Moderate tissue trauma that requires therapy other than an operation (e.g., ulcer, Gl
bleeding, GERD, severe vomiting, etc.)

e Severe tissue trauma that requires operation (e.g., perforation, obstruction, unscheduled
implant removal due to severe pain or other symptoms, etc.)

e Failed procedure, expected to occur seldom and in the intraoperative period.

13.3 Warnings and precautions

e The EndoZip System should only be used under the supervision of a licensed
physician. Do not use for any purpose other than the intended application.
e The EndoZip System is to be used only by licensed medical personnel.

14 Summary of clinical evaluation and post-market clinical follow-up
14.1 Clinical background of the device / The clinical evidence for the CE-marking

The EndoZip™ System is an easy-to-use automatic device that lets doctors create sections inside
the stomach using an endoscopic procedure (a method that doesn’t require major surgery). It
reduces the stomach’s size and slows its movement. This approach lowers the chance of leaks and
makes the procedure much safer. The procedure is also reversible, has a short recovery time, and
can be used for a wider range of patients by both gastroenterologists and surgeons.

During clinical trials, the device was improved. It started as a fully mechanical system with no
motor or software in the earlier trials. The current version now has a better design with a motor
and is controlled by tested and reliable software.

A European study was conducted to test the safety and effectiveness of the EndoZip™ System in
facilitating obese patients lose weight over 12 months. A total of 45 patients joined the study. For
2 patients, no sutures remained at the end of the procedure—one due to a device malfunction
and the other because of a serious event that required the removal of the sutures.

The weight loss results after 12 months were promising, meeting the medical standards
(ASGE/ASMBS) for at least 25% excess weight loss (EWL) with fewer than 5% serious
complications. On average, patients lost 51.4% of their excess weight (adjusted for weight, site,
and visit), with a confidence range of 38.0% to 64.8%. Also, patients lost 13.21% of their total body
weight (adjusted for weight, site, and visit), with a confidence range of 10.11% to 16.31%. and,
76.6% of patients achieved a weight loss of at least 5% (adjusted for the same factors), with a
confidence range of 60.2% to 87.7%.

Other health improvements included a 12% reduction in waist size, a drop in ALT levels by 7.28 +
18.7 IU/L, and a decrease in HbAlc (a measure of blood sugar) by 0.28 + 0.51%.

An additional study was conducted to evaluate the effectiveness, and the potential health
improvement associated with weight loss in obese patients (BMI of 30-42 kg/m?2) with Type II
Diabetes and/or Hypertension that undergone EndoZip procedure followed by lifestyle
modifications. Overall, 42 participants were enrolled into the study, of them 37 (met the inclusion
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and exclusion criteria and entered the analyses. Of the 37 participants analyzed, 20 were from
center 003 and 17 were from center 005.

On average, after 12 months patients from center 003 lost 39.7% of their excess weight (adjusted
for weight, site, and visit), and patients from center 005 lost 26.6% of their excess weight, and
81.3% and 75% of patients achieved a weight loss of at least 5% (adjusted for the same factors),
in centers 003 and 005, respectively

The procedure was found effective in weight loss reduction, with about half of the patient’s
demonstrated improvement in their weight-loss related comorbidities (Type 2 Diabetes and/or
hypertension) at 12-months follow-up and meaningful improvementin patient quality of life.

Doctors also reported that the system was easy to use. The procedure took 20.3 - 41 minutes to
complete.

14.2 Safety

Three patients (3.5%) out of 87 enrolled in the European studies experienced serious bleeding
events requiring endoscopic intervention. All events were reported as SAEs and classified as Grade
llb, per the Clavien-Dindo classification. The events were device- or procedure-related,
anticipated, and resolved without sequelae.

The clinical evidence presented by the manufacturer demonstrates that the EndoZip clinical
performance and safety is in accordance with intended use.

15 Possible diagnostic or therapeutic alternatives

When considering alternative treatments, it is recommended to contact your healthcare
professional who can take into account your individual situation.

15.1 General description of therapeutic alternatives
Diet and Lifestyle

The primary treatment is based on diet regimens and modifications of lifestyle habits to increase
physical activities. The patients’ compliance is essential, in order to obtain valid results, due to the
long-lasting challenging process required.

Medication

Weight loss drugs work by decreasing appetite and/or increasing feelings of fullness, works by
interfering with absorption of fat. Several drugs are authorized in the EU and FDA approved as a
treatment for obesity e.g. Orlistat.

Surgical Intervention

Endoscopic Sleeve Gastroplasty is becoming by far the most effective and durable option for
obesity treatment. A suturing device is inserted down the throat and into the stomach where
sutures are used to make the stomach smaller. It is a promising alternative approach for the
treatment of obesity given its low financial burden and ease of accessibility requiring no incision.
This type of procedure has been proven to be the most effective method for weight loss at 12
months.
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16 Suggested training for users

Your healthcare professional has been trained on the EndoZip Procedure.
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