) Louisiana

Temporarily Implanted Nitinol Device (iTind) for Benign
Prostatic Hyperplasia

Policy # 00825
Original Effective Date: 05/01/2023
Current Effective Date:  03/11/2024

Applies to all products administered or underwritten by Blue Cross and Blue Shield of Louisiana and its subsidiary,
HMO Louisiana, Inc. (collectively referred to as the “Company”), unless otherwise provided in the applicable contract.
Medical technology is constantly evolving, and we reserve the right to review and update Medical Policy periodically.

Note: Prostatic Urethral Lift is addressed separately in medical policy 00480.

Note: Transurethral Water Vapor Thermal Therapy and Transurethral Water Jet Ablation
(Aquablation) for Benign Prostatic Hypertrophy is addressed separately in medical policy 00684.

Services Are Considered Investigational

Coverage is not available for investigational medical treatments or procedures, drugs, devices or
biological products.

Based on review of available data, the Company considers the use of a temporarily implanted nitinol
device (eg, iTind) as a treatment of lower urinary tract symptoms due to benign prostatic hyperplasia
to be investigational.*

Background/Overview

Benign Prostatic Hyperplasia

Benign prostatic hyperplasia (BPH) is a common disorder among older individuals that results from
hyperplastic nodules in the periurethral or transitional zone of the prostate. The clinical
manifestations of BPH include increased urinary frequency, nocturia, urgency or hesitancy to
urinate, and a weak stream when urinating. The urinary tract symptoms often progress with
worsening hypertrophy and may lead to acute urinary retention, incontinence, renal insufficiency,
and/or urinary tract infection. Benign prostatic hyperplasia prevalence increases with age and is
present in more than 80% of individuals age 70 to 79 years.

Two scores are widely used to evaluate BPH-related symptoms: the American Urological
Association Symptom Index (AUASI) and the International Prostate Symptom Score (IPSS). The
AUASI is a self-administered 7-item questionnaire assessing the severity of various urinary
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symptoms. Total AUASI scores range from 0 to 35, with overall severity categorized as mild (<7),
moderate (8-19), or severe (20-35). The IPSS incorporates questions from the AUASI and a quality
of life question or a "Bother score."

Benign prostatic hyperplasia does not necessarily require treatment. The decision on whether to treat
BPH is based on an assessment of the impact of symptoms on quality of life along with the potential
side effects of treatment. For patients with moderate-to-severe symptoms (eg, an AUASI score of
>8), bothersome symptoms, or both, a discussion about medical therapy is reasonable. Benign
prostatic hyperplasia should generally be treated medically first. Available medical therapies for
BPH-related lower urinary tract dysfunction include a-adrenergic blockers (eg, alfuzosin, doxazosin,
tamsulosin, terazosin, silodosin), Sa-reductase inhibitors (eg, finasteride, dutasteride), combination
a-adrenergic blockers and Sa-reductase inhibitors, anti-muscarinic agents (eg, darifenacin,
solifenacin, oxybutynin), and phosphodiesterase-5 inhibitors (eg, tadalafil). In a meta-analysis of
both indirect comparisons from placebo-controlled studies (n=6333) and direct comparative studies
(n=507), Djavan et al (1999) found that the IPSS improved by 30% to 40% and the Qmax score
(mean peak urinary flow rate) improved by 16% to 25% in individuals assigned to a-adrenergic
blockers. Combination therapy using an a-adrenergic blocker and Sa-reductase inhibitor has been
shown to be more effective for improving IPSS than either treatment alone, with median scores
improving by more than 40% over 1 year and by more than 45% over 4 years.

Patients who do not have sufficient response to medical therapy, or who are experiencing significant
side effects with medical therapy, may be referred for surgical or ablative therapies. The American
Urological Association (AUA) recommends surgical intervention for patients who have "renal
insufficiency secondary to BPH, refractory urinary retention secondary to BPH, recurrent urinary
tract infections (UTIs), recurrent bladder stones or gross hematuria due to BPH, and/or with lower
urinary tract symptoms (LUTS) attributed to BPH refractory to and/or unwilling to use other
therapies." Transurethral resection of the prostate (TURP) is generally considered the reference
standard for comparisons of BPH procedures. In the perioperative period, TURP is associated with
risks of any operative procedure (eg, anesthesia risks, blood loss). Although short-term mortality
risks are generally low, a large prospective study with 10,654 patients by Reich et al (2008) reported
the following short-term complications: "failure to void (5.8%), surgical revision (5.6%), significant
urinary tract infection (3.6%), bleeding requiring transfusions (2.9%), and transurethral resection
syndrome (1.4%)."” Incidental carcinoma of the prostate was diagnosed by histologic examination
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in 9.8% of patients. In the longer term, TURP is associated with an increased risk of sexual
dysfunction and incontinence.

The use of the iTind temporarily implanted nitinol device has been investigated as a minimally
invasive treatment for lower urinary tract symptoms associated with BPH. With the use of a rigid
cytoscope, the device is temporarily implanted into the obstructed prostatic urethra where 3 double
intertwined nitinol struts configured in a tulip shape gradually expand. The resulting circumferential
force facilitates tissue reshaping via ischemic necrosis of the mucosa, resulting in urethral expansion
and prostatic incisions that function as longitudinal channels to improve urine outflow. The implant
Is typically removed after 5 to 7 days of treatment. A distal nylon wire facilitates device retrieval
which may be approached using a share to pull the device into either a cytoscope sheath or an open-
ended silicone catheter (20-22 Fr). The first-generation TIND device had one extra strut and a
pointed tip covered by a soft plastic material.

FDA or Other Governmental Regulatory Approval

U.S. Food and Drug Administration (FDA)

In April 2019, the iTind System (Olympus; previously, Medi-Tate Ltd., Hadera, Israel) was granted
a de novo 510(k) classification by the U.S. Food and Drug Administration (FDA) (DEN190020;
product code: QKA). The new classification applies to this device and substantially equivalent
devices of this generic type (eg, K210138). The iTind System is intended for the treatment of
symptoms due to urinary outflow obstruction secondary to benign prostatic hyperplasia (BPH) in
men age 50 and older.

Rationale/Source

This medical policy was developed through consideration of peer-reviewed medical literature
generally recognized by the relevant medical community, U.S. Food and Drug Administration
approval status, nationally accepted standards of medical practice and accepted standards of medical
practice in this community, technology evaluation centers, reference to federal regulations, other
plan medical policies, and accredited national guidelines.

Description
Benign prostatic hyperplasia (BPH) is a common condition in older individuals that can lead to
increased urinary frequency, an urgency to urinate, a hesitancy to urinate, nocturia, and a weak
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stream when urinating. Temporarily implanted nitinol devices have been proposed as a minimally
invasive alternative to transurethral resection of the prostate (TURP), considered the traditional
standard treatment for symptomatic benign prostatic hyperplasia. The device is temporarily
implanted into the obstructed prostatic urethra to facilitate tissue reshaping and improve urine
outflow. The implant is typically removed after 5 to 7 days of treatment.

Summary of Evidence

For individuals who have benign prostatic hyperplasia (BPH) with lower urinary tract symptoms
who receive a temporarily implanted nitinol device (eg, iTind), the evidence includes a meta-
analysis, 1 randomized controlled trial (RCT), and 2 single-arm, multicenter, international
prospective studies. Relevant outcomes are symptoms, functional outcomes, health status measures,
quality of life, and treatment-related morbidity. One network meta-analysis compared the safety and
efficacy of various minimally-invasive treatments for lower urinary tract symptoms associated with
BPH, finding that iTind may result in worse urologic symptoms scores compared to TURP at short-
term follow-up. One RCT compared the iTind device with a sham procedure and reported an
improvement of at least 3 points on the IPSS scale at 3 months in 78.6% versus 60% of participants,
respectively (p=.029). However, corresponding changes in overall IPSS, IPSS QoL, Qmax, SHIM,
and IIEF scores were not significantly different between groups. One single-arm study reported
significant improvements in symptoms and functional outcomes through 3 years. A subsequent
single-arm study enrolling men desiring to preserve ejaculatory function reported no significant
change in the SHIM total score and a statistically significant improvement on the MSHQ-EjD
questionnaire at 6 months. No studies have directly compared iTind to established alternatives;
however, an RCT comparing iTind with the UroL.ift prostratic urethral lift procedure is currently
ongoing. The evidence is insufficient to determine that the technology results in an improvement in
the net health outcome.

Supplemental Information

Practice Guidelines and Position Statements

Guidelines or position statements will be considered for inclusion in 'Supplemental Information’ if
they were issued by, or jointly by, a US professional society, an international society with US
representation, or National Institute for Health and Care Excellence (NICE). Priority will be given
to guidelines that are informed by a systematic review, include strength of evidence ratings, and
include a description of management of conflict of interest.
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American Urological Association

In 2021, the American Urological Association (AUA) published guidelines on the surgical
evaluation and treatment of lower urinary tract symptoms (LUTS) attributed to benign prostatic
hyperplasia (BPH). These guidelines do not address the use of temporarily implanted nitinol devices.

National Institute for Health and Care Excellence

In 2022, the National Institute for Health and Care Excellence (NICE) issued an interventional
procedures guidance on prostatic urethral temporary implant insertion for lower urinary tract
symptoms caused by BPH. The recommendation noted that the evidence on the use of these devices
is limited in quantity and quality. Therefore, the procedure should only be used with special
arrangements for clinical governance, consent, and audit or research.

U.S. Preventive Services Task Force Recommendations
Not applicable.

Medicare National Coverage
There is no national coverage determination. In the absence of a national coverage determination,
coverage decisions are left to the discretion of local Medicare carriers.

Ongoing and Unpublished Clinical Trials
Some currently unpublished trials that might influence this review are listed in Table 1.

Table 1. Summary of Key Trials

Planned Completion

NCT No. Trial Name Enrollment | Date

Ongoing

One-arm, Multi-center, International
Prospective Study to Assess the Efficacy of
Medi-tate Temporary Implantable Nitinol 149 Apr 2025
Device (iTind) in Subjects With (ongoing)
Symptomatic Benign Prostatic
Hyperplasia (BPH) (MT-06)

NCT03395522%
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NCT04757116% | Nitinol Device (iTind) Compared to the 250

A Post-Market, Prospective, Randomized,
Controlled, Multicenter International Study to

Assess the Safety of the Temporarily Implanted Dec 2025

UroLift® System in Subjects With (recruiting)

Symptomatic Benign Prostatic
Hyperplasia (BPH) (MT-08)

Unpublished
A Multi-center, International Prospective Terminated
Follow up Study to Assess the Safety and
a -
NCT04579913 Efficacy of the iTind Procedure After Three to 17 (l%)o VID

Five Years of Follow Up

NCT: national clinical trial.
& Denotes industry-sponsored or cosponsored trial.
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02/02/2023 Medical Policy Committee review

02/08/2023 Medical Policy Implementation Committee approval. New policy.

02/01/2024 Medical Policy Committee review

02/14/2024 Medical Policy Implementation Committee approval. Coverage eligibility
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Next Scheduled Review Date: 02/2025
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Coding

The five character codes included in the Blue Cross Blue Shield of Louisiana Medical Policy
Coverage Guidelines are obtained from Current Procedural Terminology (CPT®)?, copyright 2023
by the American Medical Association (AMA). CPT is developed by the AMA as a listing of
descriptive terms and five character identifying codes and modifiers for reporting medical services
and procedures performed by physician.

The responsibility for the content of Blue Cross Blue Shield of Louisiana Medical Policy Coverage
Guidelines is with Blue Cross and Blue Shield of Louisiana and no endorsement by the AMA is
intended or should be implied. The AMA disclaims responsibility for any consequences or liability
attributable or related to any use, nonuse or interpretation of information contained in Blue Cross
Blue Shield of Louisiana Medical Policy Coverage Guidelines. Fee schedules, relative value units,
conversion factors and/or related components are not assigned by the AMA, are not part of CPT,
and the AMA is not recommending their use. The AMA does not directly or indirectly practice
medicine or dispense medical services. The AMA assumes no liability for data contained or not
contained herein. Any use of CPT outside of Blue Cross Blue Shield of Louisiana Medical Policy
Coverage Guidelines should refer to the most current Current Procedural Terminology which
contains the complete and most current listing of CPT codes and descriptive terms. Applicable
FARS/DFARS apply.

CPT is a registered trademark of the American Medical Association.

Codes used to identify services associated with this policy may include (but may not be limited to)
the following:

Code Type Code

CPT No codes
HCPCS C9769
ICD-10 Diagnosis | N40.0, N40.1

*Investigational — A medical treatment, procedure, drug, device, or biological product is
Investigational if the effectiveness has not been clearly tested and it has not been incorporated into

©2024 Blue Cross and Blue Shield of Louisiana

Blue Cross and Blue Shield of Louisiana is an independent licensee of the Blue Cross and Blue Shield Association and incorporated
as Louisiana Health Service & Indemnity Company.

No part of this publication may be reproduced, stored in a retrieval system, or transmitted, in any form or by any means, electronic,
mechanical, photocopying, or otherwise, without permission from Blue Cross and Blue Shield of Louisiana.

Page 9 of 10



) Louisiana

Temporarily Implanted Nitinol Device (iTind) for Benign Prostatic Hyperplasia

Policy # 00825
Original Effective Date: 05/01/2023
Current Effective Date:  03/11/2024

standard medical practice. Any determination we make that a medical treatment, procedure, drug,
device, or biological product is Investigational will be based on a consideration of the following:
A. Whether the medical treatment, procedure, drug, device, or biological product can be
lawfully marketed without approval of the U.S. Food and Drug Administration (FDA) and
whether such approval has been granted at the time the medical treatment, procedure, drug,
device, or biological product is sought to be furnished; or
B. Whether the medical treatment, procedure, drug, device, or biological product requires
further studies or clinical trials to determine its maximum tolerated dose, toxicity, safety,
effectiveness, or effectiveness as compared with the standard means of treatment or
diagnosis, must improve health outcomes, according to the consensus of opinion among
experts as shown by reliable evidence, including:
1. Consultation with technology evaluation center(s);
2. Credible scientific evidence published in peer-reviewed medical literature generally
recognized by the relevant medical community; or
3. Reference to federal regulations.

1 Indicated trademarks are the registered trademarks of their respective owners.

NOTICE: If the Patient’s health insurance contract contains language that differs from the
BCBSLA Medical Policy definition noted above, the definition in the health insurance contract will
be relied upon for specific coverage determinations.

NOTICE: Medical Policies are scientific based opinions, provided solely for coverage and
informational purposes. Medical Policies should not be construed to suggest that the Company
recommends, advocates, requires, encourages, or discourages any particular treatment, procedure,
or service, or any particular course of treatment, procedure, or service.

NOTICE: Federal and State law, as well as contract language, including definitions and specific
contract provisions/exclusions, take precedence over Medical Policy and must be considered first in
determining eligibility for coverage.
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