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Public Statement;

Periurethral bulking agents are substances that are injected periurethrally to increase
tissue bulk around the urethra as a treatment of stress incontinence. Improvement in
stress incontinence is achieved by increasing the tissue bulk and thereby increasing
resistance to the outflow of urine. ARBenefits covers injection of cross-linked collagen,
carbon-coated spheres, or copolymers for this indication. The injection of Teflon®,
autologous fat, or autologous ear chondrocytes is considered investigational and is not
covered.

Medical Policy Statement:

1) The use of cross-linked collagen, carbon-coated spheres, or copolymers is
considered medically necessary and is covered to treat stress urinary
incontinence in men and women.

2) The use of Teflon® or any other material is considered investigational and is not
covered.

Background:

Cross-linked collagen (e.g., Contigen) has been commercially available for many years,
but recently the use of carbon-coated beads (e.g., Durasphere) has received approval
by the U.S. Food and Drug Administration (FDA) as a periurethral bulking agent. The
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use of collagen is preceded by a skin test to rule out hypersensitivity. No such testing is
required when carbon-coated beads are used. The substances may be injected over a
course of several treatments until the desired effect is achieved. Since cross-linked
collagen is slowly absorbed over time, symptoms may recur, requiring retreatment. The
use of carbon-coated beads is thought to provide a more durable effect. Periurethral
bulking agents have been widely used for incontinence in women, and their FDA-
labeled indication is limited to their use in women. However, men have also been
treated, most commonly those with post-prostatectomy incontinence.

Polytetrafluoroethylene (Teflon®) is another implant material that has been investigated
but has not received FDA approval.

Periurethral bulking agents are recognized as treatment options for both men and
women with stress incontinence. The 1996 Clinical Practice Guidelines for Urinary
Continence in Adults, developed by the Agency for Health Care Policy and Research
(AHCPR) concluded that periurethral collagen is curative in 32% of men and 62% of
women. Success may be maximized in men by assessing outcome after 4 injections,
and by focusing treatment on those with milder degrees of incontinence. Carbon-coated
beads (Durasphere) are a recently FDA- approved alternative to cross-linked collagen.
They are designed to provide a more durable effect. A double-blind randomized study
comparing the Durasphere to Contigen was reported to the FDA as part of the FDA-
approval process. Atthe end of the 12-month study period, the 2 devices reported
equal effectiveness. There was also no difference in the number of treatments between
the 2 groups, although the trial length of 12 months might not have been long enough to
assess comparative durability. Results from this study were later published by Lightner
and colleagues in 2001. The copolymer implant (Uryx) received FDA approval based
on a study that randomized 237 women with stress urinary incontinence to undergo
periurethral bulking with Uryx or to a “currently marketed absorbable bulking agent.” The
effectiveness at 12 months was similar in the 2 groups. For example, 18.4% and 48.7%
of those receiving Uryx reported that they were either dry or had improved by 1 grade
respectively, compared to 16.5% and 53.2% in the control group. A repeat injection was
necessary in 75% of these patients to achieve satisfactory results.

Autologous fat and autologous ear chondrocytes are other materials that have been
used as bulking agents but have not demonstrated sustained effectiveness comparable
to cross-linked collagen or carbon-coated beads. Autologous substances do not require
FDA approval. In a randomized, double-blind clinical trial of 56 female patients
comparing periurethral injections of autologous fat (treatment group) to saline (placebo
group), Lee and colleagues found periurethral fat injections did not appear to be more
efficacious than placebo for treating stress incontinence. At 3 months, only 6 of 27
patients (22.2%) in the treatment group and 6 of 29 (20.7%) in the placebo group were
cured or improved. In addition, one death occurred as a result of a pulmonary fat
embolism.

In another clinical trial of 32 female patients, Bent and colleagues reported 50% of
patients remained dry for 12 months after receiving a single outpatient injection of
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harvested autologous auricular cartilage. While autologous substances have a
nonimmunogenic advantage, their use may be limited by resorption and fibrous
replacement along with local discomfort associated with harvesting procedures. Further
study of the use of autologous ear chondrocytes is also warranted.

An updated Cochrane review of 12 trials (5 added since the prior review) found that
greater symptomatic improvement was observed after surgery, but that this advantage
needed to be balanced against higher risks (Keegan et al, 2007). The authors
concluded that the moderate quality of the studies reviewed still provided an
unsatisfactory basis for practice, but “pending further evidence, injection therapy may
represent a useful option for short-term symptomatic relief amongst selected women
with co-morbidity that precludes anesthesia — two or three injections are likely to be
required to achieve a satisfactory result.” Another systematic review of various non-
surgical treatments concluded (on the basis of only 4 randomized trials) that the results
of injectable bulking agents were inconsistent (Shamilyan et al, 2008).

Calcium hydroxylapatite was found to have similar effects to collagen in an industry-
sponsored multicenter randomized trial involving 231 women with stress urinary
incontinence (Mayer et al, 2007). For the primary outcome measure, 83 patients treated
with calcium hydroxylapatite and 57 control patients treated with collagen showed an
improvement of one grade or more on the Stamey Urinary Incontinence Scale at 12-
month follow-up. Similar results were obtained by intent-to-treat analysis, with non-
inferiority of calcium hydroxylapatite to collagen for improvement of at least one Stamey
Grade and decrease in pad weight of 50% or more.

In 2007, Strasser et al reported results of autologous cell therapy in 63 women with
stress urinary incontinence in a randomized single-blind controlled trial. Using ultrasonic
guidance, autologous myoblasts were injected into the rhabosphincter, and fibroblasts
(in a collagen suspension) were injected into the submucosa (n=42). The control group
consisted of 21 women treated (on a single occasion) with endoscopically guided
collagen for coaptation of the urethral wall and compression of the urethral lumen.
Twelve-month follow-up showed that 90% of the patients in the experimental group
were continent and required no pads in comparison with 10% of patients in the control
group. The incontinence score decreased from a mean of 6 (totally incontinent) to O
(totally continent) following autologous cell therapy. There was no mean decrease in the
average incontinence score in the collagen group. The increase in thickness (from 2.0
to 3.4 mm) and contractility (from 0.5 to1.6 mm) of the rhabdosphincter was found to be
greater in the cell therapy group in comparison with patients treated with collagen alone
(2.3t0 2.3 mm and 0.7 to 0.7 mm, respectively). Thickness of the urethra was not
different between the groups. This is the first published study of autologous cell therapy;
additional study with longer follow-up is needed to permit conclusions concerning the
effect of this technology on health outcomes.
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Application to Products

This policy applies to ARBenefits. Consult ARBenefits Summary Plan Description
(SPD) for additional information.
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