MEDICAL POLICY
POLICY TITLE

SUBCUTANEOUS HORMONE PELLET IMPLANTS

POLICY NUMBER

2.345

Original Issue Date (Created):

4/1/2017

Most Recent Review Date (Revised): 8/13/2020
Effective Date:
POLICY
RATIONALE
DISCLAIMER
POLICY HISTORY

11/1/20
PRODUCT VARIATIONS
DEFINITIONS
CODING INFORMATION

DESCRIPTION/BACKGROUND
BENEFIT VARIATIONS
REFERENCES

I. POLICY
Subcutaneous estradiol pellets are considered investigational, as there is insufficient evidence to
support a conclusion concerning the health outcomes or benefits associated with this procedure.
Subcutaneous implantable testosterone pellets (Testopel pellets) may be considered medically
necessary for any of the following indications:


Delayed male puberty; or



Hypogonadotropic hypogonadism (congenital or acquired) with low serum testosterone*:
idiopathic gonadotropin or luteinizing hormone-releasing hormone (LHRH) deficiency or
pituitary-hypothalamic injury from tumors, trauma, or radiation; or



Primary hypogonadism (congenital or acquired) (androgens) with low serum
testosterone*: testicular failure due to conditions such as cryptorchidism, bilateral torsion,
orchitis, vanishing testis syndrome, orchiectomy (also called orchidectomy); or



Female to male gender reassignment

Other uses of implantable testosterone pellets are considered investigational including, but not
limited to, their use in the treatment of sexual dysfunction in both men (e.g., erectile dysfunction)
and women (e.g., decreased libido), hypogonadism due to aging, pain management in women,
post-menopausal symptoms, depression and for the enhancement of athletic performance.
*Androgen deficiency is indicated by either 2 consecutive low total (free plus protein-bound)
fasting serum testosterone levels (below the testing laboratory's normal reference range or
below 300 ng/dL), or for persons with low normal total fasting serum testosterone levels (above
300 ng/dL but below 400 ng/dL), 2 consecutive low free or bioavailable fasting serum
testosterone levels (below the testing laboratory's normal reference range or less than 225
picomoles per liter (pmol/L) (6 ng/dL) if reference ranges are not available). Two consecutive
fasting total serum testosterone levels are required to determine medical necessity of testosterone
replacement, or 2 consecutive free or bioavailable fasting serum testosterone levels if total
testosterone is in the low normal range. Two morning samples drawn between 7:00 a.m. and
10:00 a.m. obtained on different days are required. (One fasting total serum testosterone level is
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sufficient for persons with severe deficiency (less than 150 ng/dL). Testosterone levels should
not be measured during acute or subacute illness.
Cross-reference:
MP 1.144 Gender Reassignment Surgery for Gender Dysphoria
MP 2.016 Erectile Dysfunction

II. PRODUCT VARIATIONS

TOP

This policy is only applicable to certain programs and products administered by Capital
BlueCross please see additional information below, and subject to benefit variations as discussed
in Section VI below.
FEP PPO: Refer to FEP Medical Policy Manual MP-5.30.33, Testosterone Injection Implant.
The FEP Medical Policy Manual can be found at: https://www.fepblue.org/benefitplans/medical-policies-and-utilization-management-guidelines/medical-policies

III. DESCRIPTION/BACKGROUND

TOP

Hormone therapy can be delivered subcutaneously by implantation of the drug in pellet form in
the lower abdomen or buttocks. The procedure is done in a physician's office with the use of a
local anesthetic and a small incision for insertion. The release of the drug continues over a 3-6
month period, eliminating individual compliance with dosing schedules. Since the drug bypasses
the gastrointestinal system and most liver metabolism, bioavailability can be increased.
Sustained release can mimic endogenous production achieving therapeutic blood levels.
Menopause occurs when the ovaries no longer produce estrogen, causing the reproductive
system to shut down and female is free of menses for 1 year. The normal aging process is the
usual reason for menopause. However, the loss of estrogen production may also be due to the
surgical removal of the ovaries or as a result of treatment with chemotherapy.
According to the American Association of Clinical Endocrinologists (AACE, 2002), men with
decreased testosterone levels may experience a higher incidence of osteoporosis, sexual
dysfunction, fatigue, cardiovascular disease and disturbances in mood. While implantable
estradiol pellets have been suggested as treatment for symptoms of menopause, there are no
United States Food and Drug Administration (FDA)-approved, commercially available
formulations of implantable estradiol pellets available in the United States. These formulations
of estradiol have been shown to produce unpredictable and fluctuating serum concentrations of
estrogen. The FDA's Fertility and Maternal Health Drugs Advisory Committee unanimously
agreed to terminate compassionate investigative new drug (IND) programs for estrogen pellets as
a last-resort treatment of menopausal disorder. The Committee noted “the risk of bleeding and
infection, the lack of information on release rates, difficulty in reversibility of the drug, increased
feasibility of over-dosage of the drug, and increased risk of non-compliance with safety measures
[such as] the addition of progestin.”

Page 2

MEDICAL POLICY
POLICY TITLE

SUBCUTANEOUS HORMONE PELLET IMPLANTS

POLICY NUMBER

2.345

Testosterone is an endogenous androgen. Androgens are responsible for normal growth and
development of male sex organs. Testosterone is involved in the growth and maturation of the
prostate, seminal vesicles, penis, and scrotum; development of male hair distribution (e.g., beard,
pubic, chest and axillary hair); laryngeal enlargement, vocal cord thickening, and alterations in
body musculature and fat distribution. Low serum testosterone concentrations due to inadequate
secretion of testosterone is associated with male hypogonadism. Symptoms include decreased
sexual desire with or without impotence, fatigue, and mood disturbances.
Implantable testosterone pellets may be indicated as second-line testosterone replacement
therapy for males. Testosterone implants (Testopel Pellets) are commercially available in the
United States. Testopel (testosterone) is indicated for replacement therapy in males for
conditions associated with a deficiency or absence of endogenous testosterone.
Androgens are primarily indicated in males as replacement therapy when congenital or acquired
endogenous androgen absence or deficiency is associated with primary or secondary
hypogonadism. Primary hypogonadism includes conditions such as: testicular failure due to
cryptorchidism, bilateral torsion, orchitis, or vanishing testis syndrome; inborn errors in
testosterone biosynthesis; or bilateral orchidectomy. Hypogonadotropic hypogonadism
(secondary hypogonadism conditions include gonadotropin-releasing hormone (GnRH)
deficiency or pituitary-hypothalamic injury as a result of surgery, tumors, trauma, or radiation,
and are the most common forms of hypogonadism seen in older adults.

IV. RATIONALE

TOP

Testosterone is available as Testopel in 77mg pellets (75mg testosterone) for subcutaneous
implantation. If testosterone implants are to be used for treatment of androgen deficiency due to
primary or secondary hypogonadism, the usual adult dosage is 150 to 450 mg subcutaneously
every 3 to 4 months, or, in some cases, as long as 6 months. Dosage adjustment is needed to
accomodate individual clinical requirements for such life changes as induction of puberty,
development of secondary sexual characteristics, impotence due to testicular failure, or infertility
due to oligospermia.
For treatment of delayed male puberty, a 6-month or shorter course of androgen is indicated for
induction of puberty in patients with familial delayed puberty, a condition characterized by
spontaneous, non-pathologic, late-onset puberty, if the patient does not respond to psychological
treatment. If subcutaneous testosterone implants are to be used, the usual dosage is in the lower
range of that listed above. Low-doses are used initially and increased gradually as puberty
progresses.
Testosterone is FDA-approved as replacement therapy only for men who have low testosterone
levels due to disorders of the testicles, pituitary gland, or brain that cause hypogonadism (FDA,
2015). However, the FDA has become aware that testosterone is being used extensively in
attempts to relieve symptoms in men who have low testosterone for no apparent reason other
than aging. The benefits and safety of this use have not been established (FDA, 2015).
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The FDA advises that health care professionals should prescribe testosterone therapy only for
men with low testosterone levels caused by certain medical conditions and confirmed by
laboratory tests (FDA, 2015). Health care professionals should make patients aware of the
possible increased cardiovascular risk when deciding whether to start or continue a patient on
testosterone therapy. Patients using testosterone should seek medical attention immediately if
symptoms of a heart attack or stroke are present, such as chest pain, shortness of breath or
trouble breathing, weakness in one part or one side of the body, or slurred speech.
The FDA is requiring that the manufacturers of all approved prescription testosterone products
change their labeling to clarify the approved uses of these medications (FDA, 2015). The FDA is
also requiring these manufacturers to add information to the labeling about a possible increased
risk of heart attacks and strokes in patients taking testosterone. The FDA cautions that
prescription testosterone products are approved only for men who have low testosterone levels
caused by certain medical conditions. The benefit and safety of these medications have not been
established for the treatment of low testosterone levels due to aging, even if a man’s symptoms
seem related to low testosterone (FDA, 2015).
Based on the available evidence from studies and expert input from an FDA Advisory
Committee meeting, the FDA has concluded that there is a possible increased cardiovascular risk
associated with testosterone use (FDA, 2015). These studies included aging men treated with
testosterone. Some studies reported an increased risk of heart attack, stroke, or death associated
with testosterone treatment, while others did not (FDA, 2015).
Pellet implantation is much less flexible for dosage adjustment than is oral administration,
intramuscular injections of oil solutions, or aqueous suspensions and, therefore, great care should
be used when estimating the amount of testosterone needed.
The number of pellets to be implanted depends upon the minimal daily requirements of
testosterone propionate determined by a gradual reduction of the amount administered
parenterally. The usual dosage is as follows: implant two 75mg pellets for each 25mg
testosterone propionate required weekly. Thus when a patient requires injections of 75mg per
week, it is usually necessary to implant 450mg (6 pellets). With injections of 50mg per week,
implantation of 300mg (4 pellets) may suffice for approximately three months. With lower
requirements by injection, correspondingly lower amounts may be implanted. It has been found
that approximately one‐third of the material is absorbed in the first month, one fourth in the
second month, and one sixth in the third month. Adequate effect of the pellets ordinarily
continues for three to four months, sometimes as long as six months.
Filho et al (2007) retrospectively reviewed the medical records of 258 post-menopausal patients
using estradiol and testosterone implants as combined hormone therapy to evaluate the effects of
testosterone on the endometrium after 2 years of continuous use. Endometrial thickness was
measured by ultrasonography. Histology was performed on samples of thickened endometria
obtained during hysteroscopy with biopsy. In the 44 patients in whom endometrial thickening
was greater than 5 mm at the end of the second year of implant use, the most frequent finding at
hysteroscopy was polypoid lesion in 61.3 % of cases, followed by normal uterine cavity in 31.8
% of cases and submucous myoma in 6.8 %. Histology of the endometrial samples confirmed
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endometrial polyp in 38.6 % of cases, a histologically normal endometrium in 31.8 % of cases,
simple endometrial hyperplasia in 20.4 % of cases, and myoma and atrophic endometrium in 4.5
%. It is possible that testosterone may exert its anti-proliferative effects on the endometrium but
not on polyps in an action similar to that exerted by combined estrogen/progestin therapies. A
greater incidence of simple, low-grade endometrial hyperplasia was found in this study
compared with studies using continuous estrogen/progestin regimens. The use of progestins as
the ideal endometrial protection should therefore be re-considered.
Fennell and colleagues (2010) compared the 2 long-acting depot testosterone (T) products -subdermal T implants (TI) and injectable T undecanoate (TU) -- for maintenance of testosterone
replacement therapy (TRT). Men with organic androgen deficiency (n = 38) undergoing regular
TRT were recruited for a 2-period, randomized sequence, cross-over clinical trial without
intervening wash-out period of TRT maintenance. For both depot T products, their
pharmacokinetics and pharmacodynamics were evaluated using a range of androgen sensitive
clinical, laboratory and quality of life measures as well as preference for ongoing treatment after
experience of both products. The 2 depot T products had distinct pharmacokinetics and were not
bioequivalent. However, there were no consistent clinical differences in a comprehensive range
of pharmacodynamic measures reflecting androgen effects on biochemistry and hematology,
muscle mass and strength, and quality of life, mood and sexual function. The majority (91 %) of
subjects chose TU over TI at study completion. The authors concluded that despite significant
pharmacokinetic differences, the 2 depot T products are clinically interchangeable allowing for
choice dependent on patient and physician delivery preference in practice; but most patients
preferred the injectable over the implantable form.
Reis and Abdo (2014) stated that with advancing age, there is an increase in the complaints of a
lack of a libido in women and erectile dysfunction in men. The effectiveness of
phosphodiesterase type 5 inhibitors (PDE5i), together with their minimal side effects and ease of
administration, revolutionized the treatment of erectile dysfunction. For women, testosterone
administration is the principal treatment for hypoactive sexual desire disorder. These
investigators evaluated the use of androgens in the treatment of a lack of libido in women,
comparing 2 periods, i.e., before and after the advent of the PDE5i. These researchers also
analyzed the risks and benefits of androgen administration. They searched the Latin-American
and Caribbean Health Sciences Literature, Cochrane Library, Excerpta Medica, Scientific
Electronic Library Online, and Medline (PubMed) databases using the search terms disfunção
sexual feminina/female sexual dysfunction, desejo sexual hipoativo/female hypoactive sexual
desire disorder, testosterona/testosterone, terapia androgênica em mulheres/androgen therapy in
women, and sexualidade/sexuality as well as combinations thereof. They selected articles
written in English, Portuguese, or Spanish. The authors concluded that after the advent of
PDE5i, there was a significant increase in the number of studies aimed at evaluating the use of
testosterone in women with hypoactive sexual desire disorder. However, they stated that the
risks and benefits of testosterone administration have yet to be clarified.
Corona et al (2014) noted that the role of testosterone supplementation (TS) as a treatment for
male sexual dysfunction remains questionable. These researchers attempted a meta-analysis on
the effect of TS on male sexual function and its synergism with the use of PDE5i. An extensive
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Medline, Embase, and Cochrane search was performed. All randomized controlled trials (RCTs)
comparing the effect of TS versus placebo or the effect of TS as add on to PDE5is on sexual
function were included. Data extraction was performed independently by 2 of the authors, and
conflicts resolved by the third investigator. Out of 1,702 retrieved articles, 41 were included in
the study. In particular, 29 compared TS versus placebo, whereas 12 trials evaluated the effect
of TS as add on to PDE5is. Testosterone supplementation is able to significantly ameliorate
erectile function and to improve other aspects of male sexual response in hypogonadal patients.
However, the presence of possible publication bias was detected. After applying "trim and fill"
method, the positive effect of TS on erectile function and libido components retained
significance only in RCTs partially or completely supported by pharmaceutical companies
(confidence interval [CI]: 0.04 to 0.53 and 0.12 to 0.52, respectively). In addition, these
researchers reported that TS could be associated with an improvement in PDE5i outcome. These
results were not confirmed in placebo-controlled studies. The majority of studies, however,
included mixed eugonadal/hypogonadal subjects, thus imparting uncertainty to the statistical
analyses. The authors concluded that TS plays positive effects on male sexual function in
hypogonadal subjects. The role of TS is uncertain in men who are not clearly hypogonadal. The
apparent difference between industry-supported and independent studies could depend on trial
design more than on publication bias. They stated that new RCTs exploring the effect of TS in
selected cases of PDE5i failure that persistently retain low testosterone levels are advisable.
Fui et al (2014) stated that with increasing modernization and urbanization of Asia, much of the
future focus of the obesity epidemic will be in the Asian region. Low testosterone levels are
frequently encountered in obese men who do not otherwise have a recognizable hypothalamicpituitary-testicular (HPT) axis pathology. Moderate obesity predominantly decreases total
testosterone due to insulin resistance-associated reductions in sex hormone binding globulin.
More severe obesity is additionally associated with reductions in free testosterone levels due to
suppression of the HPT axis. Low testosterone by itself leads to increasing adiposity, creating a
self-perpetuating cycle of metabolic complications. Obesity-associated hypotestosteronemia is a
functional, non-permanent state, which can be reversible, but this requires substantial weight
loss. While TRT can lead to moderate reductions in fat mass, obesity by itself, in the absence of
symptomatic androgen deficiency, is not an established indication for TRT. The authors
concluded that TRT may lead to a worsening of untreated sleep apnea and compromise fertility.
PRACTICE GUIDELINES AND POSITION STATEMENTS
U.S. Preventive Services Task Force Recommendations
Estrogen plus progestin and estrogen alone decreased risk for fractures but increased risk for
stroke, thromboembolic events, gallbladder disease, and urinary incontinence. Estrogen plus
progestin increased risk for breast cancer and probable dementia, whereas estrogen alone
decreased risk for breast cancer.
Medicare National Coverage
There is no national coverage determination (NCD). In the absence of an NCD, coverage
decisions are left to the discretion of local Medicare carriers.
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V. DEFINITIONS

TOP

ANDROGEN: A general term for any male sex hormone.
ENDOGENOUS: Developing or originating within the body.
HYPOGONADISM: An inadequate gonadal function, marked by deficiencies in the secretion of
gonadal hormones and spermatogenesis.
MENOPAUSE: Cessation of menstruation in the female.
ORCHIECTOMY: Excision of one or both testes, done when a testis is seriously injured or
diseased (as in testicular cancer).
SUBCUTANEOUS: Under the skin.

VI. BENEFIT VARIATIONS

TOP

The existence of this medical policy does not mean that this service is a covered benefit under
the member's health benefit plan. Benefit determinations should be based in all cases on the
applicable health benefit plan language. Medical policies do not constitute a description of
benefits. A member’s health benefit plan governs which services are covered, which are
excluded, which are subject to benefit limits and which require preauthorization. There are
different benefit plan designs in each product administered by Capital BlueCross. Members and
providers should consult the member’s health benefit plan for information or contact Capital
BlueCross for benefit information.

VII. DISCLAIMER

TOP

Capital BlueCross’s medical policies are developed to assist in administering a member’s
benefits, do not constitute medical advice and are subject to change. Treating providers are
solely responsible for medical advice and treatment of members. Members should discuss any
medical policy related to their coverage or condition with their provider and consult their benefit
information to determine if the service is covered. If there is a discrepancy between this medical
policy and a member’s benefit information, the benefit information will govern. If a provider or a
member has a question concerning the application of this medical policy to a specific member’s
plan of benefits, please contact Capital BlueCross’ Provider Services or Member Services.
Capital BlueCross considers the information contained in this medical policy to be proprietary
and it may only be disseminated as permitted by law.

VIII. CODING INFORMATION

TOP

Note: This list of codes may not be all-inclusive, and codes are subject to change at any time. The
identification of a code in this section does not denote coverage as coverage is determined by the
terms of member benefit information. In addition, not all covered services are eligible for separate
reimbursement.
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Subcutaneous estradiol pellets are considered investigational; therefore, not covered:
CPT Codes®
11980
Current Procedural Terminology (CPT) copyrighted by American Medical Association. All Rights Reserved.

HCPCS
Code
J3490

Description
Unclassified Drugs

Subcutaneous implantable testosterone pellets (Testopel pellets) are covered when
medically necessary:
CPT Codes®
11980
Current Procedural Terminology (CPT) copyrighted by American Medical Association. All Rights Reserved.

ICD-10-CM
Diagnosis
Description
Codes
Hypopituitarism [hypothalamic hypogonadism] [not covered for androgen deficiency due to
E23.0
aging or idiopathic hypogonadism not due to disorders of the testicles, pituitary gland or
brain]
Testicular hypofunction [primary] [not covered for androgen deficiency due to aging or
E29.1
idiopathic hypogonadism not due to disorders of the testicles, pituitary gland or brain]
E30.0
Delayed puberty [congenital or acquired endogenous androgen absence or deficiency]
E89.5
Postprocedural testicular hypofunction
F64.0
Transsexualism
Z87.890
Personal history of sex reassignment
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X. POLICY HISTORY
MP 2.345
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CAC 11/29/16 New Policy. Subcutaneous estradiol pellets are considered
investigational, as there is insufficient evidence to support a conclusion
concerning the health outcomes or benefits associated with this procedure.
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Subcutaneous implantable testosterone pellets (Testopel pellets) are
considered medically necessary for listed indications.
5/1/17 Administrative update. Added cross-references.
7/1/17 Administrative update. Clarified coding for covered testosterone
pellets and non-covered estradiol pellets.
12/19/17 Consensus review. Reference section updated.
11/1/18 Consensus review. Rationale and references reviewed. Consensus
coding review completed 1/11/19.
4/1/19 Administrative update. Coding reviewed and updated. S0189
removed from policy since managed by Prime for commercial and not a
valid code for Medicare.
09/30/19 Consensus review. No changes to policy statements.
8/13/2020 Consensus review. No change to policy statement. Rationale
and References updated. FEP policy site updated.
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