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INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document
[Group Service Agreement, Evidence of Coverage, Cetrtificate of Coverage, Summary Plan Description (SPD) or similar plan document] may
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular

situation. Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for
treatment and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support
medical necessity and other coverage determinations.

National Formulary Medical Necessit

Drugs Affected
¢ Cialis® (tadalafil tablets — generic)

e Levitra® (vardenafil tablets — generic [brand discontinued])
e Staxyn® (vardenafil orally disintegrating tablets — generic [brand discontinued])
e Viagra® (sildenafil citrate tablets — generic)

This Drug Quantity Management program has been developed to promote the safe, effective, and economic use
of erectile dysfunction agents. If the Drug Quantity Management rule is not met for the requested medication at
the point of service, coverage will be determined by the Criteria below. All approvals are provided for 1 year in
duration, unless otherwise noted below.
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Drug Quantity Limits

Product

Strength/Dosage Form

Maximum Quantity per Rx

Cialis® (tadalafil tablets, generic)

2.5 mg tablets

30 tablets

5 mg tablets

6 tablets — OR — 8 tablets®

10 mg tablets

6 tablets — OR — 8 tablets®

20 mg tablets

6 tablets — OR — 8 tablets®

Levitra®
(vardenafil tablets, generic [brand
discontinued])

2.5 mg tablets

6 tablets — OR — 8 tablets®

5 mg tablets

6 tablets — OR — 8 tablets®

10 mg tablets

6 tablets — OR — 8 tablets®

20 mg tablets

6 tablets — OR — 8 tablets®

Staxyn®
(vardenafil orally disintegrating tablets,
generic [brand discontinued])

10 mg tablets

6 tablets — OR — 8 tablets®f

Viagra®
(sildenafil citrate tablets, generic)

25 mg tablets

6 tablets — OR — 8 tablets®

50 mg tablets

6 tablets — OR — 8 tablets®

100 mg tablets

6 tablets — OR — 8 tablets®

% Based on choice of client plan design. Eight tablets will supply enough for eight doses and six tablets will supply enough
drug for six doses. If additional medication is needed, the individual would need to pay an additional co-pay or meet one of
the override criteria below; B Staxyn (vardenafil orally disintegrating tablets, generic) is supplied in blister packs containing 4
tablets each, so dispensing sixe tablets would require a partial blister pack to be dispensed.

Criteria
Cigna covers quantities as medically necessary when the following criteria are met:

Tadalafil 2.5 mg tablets (Cialis, generic)
No overrides recommended.

Tadalafil 5 mq tablets (Cialis, generic)

1. If the individual is treating erectile dysfunction and has been taking tadalafil 2.5 mg once daily and is
increasing the dose to 5 mg once daily, without regard to timing of sexual activity, approve 30 tablets per
dispensing.

2. If the individual has a diagnosis of benign prostatic hyperplasia (BPH) with or without erectile dysfunction,
approve 60 tablets per dispensing.

3. Ifthe individual is using tadalafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 30 tablets per dispensing.

4. If the individual has a diagnosis of Raynaud’s phenomenon, approve 60 tablets per dispensing.

5. If the individual is using tadalafil for prevention or treatment of high-altitude pulmonary edema (HAPE),
approve a one-time override for up to 120 tablets.

6. If the individual has a diagnosis of pulmonary arterial hypertension (PAH), approve up to 60 tablets per
dispensing.

Tadalafil 10 mq tablets (Cialis, generic)
1. If the individual has a diagnosis of benign prostatic hyperplasia (BPH) with or without erectile dysfunction,
approve 30 tablets per dispensing.

2. If the individual is using tadalafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 13 tablets per dispensing.

3. If the individual has a diagnosis of Raynaud’s phenomenon, approve 30 tablets per dispensing.
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If the individual is using tadalafil for prevention or treatment of high-altitude pulmonary edema (HAPE),
approve a one-time override for up to 60 tablets.

If the individual has a diagnosis of pulmonary arterial hypertension (PAH), approve up to 30 tablets per
dispensing.

Tadalafil 20 mg tablets (Cialis, generic)

1.

If the individual has a diagnosis of benign prostatic hyperplasia (BPH) with or without erectile dysfunction,
approve 30 tablets per dispensing.

If the individual is using tadalafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 13 tablets per dispensing.

If the individual has a diagnosis of Raynaud’s phenomenon, approve 15 tablets per dispensing.

If the individual is using tadalafil for prevention or treatment of high-altitude pulmonary edema (HAPE),
approve a one-time override for up to 30 tablets.

Vardenafil 2.5 mg, 5 mg, 20 mg tablets (Levitra, generic)

1.

If the individual is using vardenafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 30 tablets per dispensing.

Vardenafil 10 mg tablets (Levitra, generic) and Vardenafil 10 mg orally-disintegrating tablets (Staxyn, generic)

1.

3.

If the individual has a diagnosis of benign prostatic hyperplasia (BPH) with or without erectile dysfunction,
approve up to 60 tablets per dispensing.

If the individual is using vardenafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 30 tablets per dispensing.

If the individual has a diagnosis of Raynaud’s phenomenon, approve up to 60 tablets per dispensing.

Sildenafil 50 mg tablets (Viagra, generic)

1.

If the individual has a diagnosis of benign prostatic hyperplasia (BPH) with or without erectile dysfunction,
approve up to 30 tablets per dispensing.

If the individual is using sildenafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 30 tablets per dispensing.

If the individual has a diagnosis of Raynaud’s phenomenon, approve up to 90 tablets per dispensing.

If the individual is using sildenafil for prevention or treatment of high-altitude pulmonary edema (HAPE),
approve a one-time override for up to 90 tablets.

If the individual has a diagnosis of pulmonary arterial hypertension (PAH), approve up to 150 tablets per
dispensing.

Sildenafil 25 mg and 100 mg tablets (Viagra, generic)

1. If the individual has a diagnosis of benign prostatic hyperplasia (BPH) with or without erectile dysfunction,
approve up to 30 tablets per dispensing.

2. Ifthe individual is using sildenafil for prevention or treatment of erectile dysfunction after radical
prostatectomy, approve 30 tablets per dispensing.

3. If the individual has a diagnosis of Raynaud’s phenomenon, approve up to 90 tablets per dispensing.
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4. If the individual has a diagnosis of pulmonary arterial hypertension (PAH), approve up to 150 tablets per
dispensing.

Conditions Not Covered

Any other exception is considered not medically necessary.

Background

Overview

Tadalafil (Cialis, generic), vardenafil tablets (Levitra, generic), vardenafil orally disintegrating tablets (Staxyn,
generic), and sildenafil (Viagra, generic) are oral phosphodiesterase type 5 (PDEs) inhibitors, which are all
indicated for the treatment of erectile dysfunction (ED)."* Tadalafil is also indicated for the treatment of the signs
and symptoms of benign prostatic hyperplasia (BPH) and BPH/ED.? If tadalafil is used with finasteride to initiate
BPH treatment, it is recommended to limit therapy at 26 weeks. This is because the incremental benefit of
tadalafil decreases from 4 weeks to 26 weeks and the benefit beyond 26 weeks is unknown. Of note, Stendra®
(avanafil tablets) is another PDEs inhibitor that is subject to Per Rx quantity limitations.5 Additionally, Caverject®
and Caverject Impulse® dual chamber system (alprostadil injection), Edex® (alprostadil injection), and Muse®
(alprostadil urethral suppository) are other ED agents that are also subject to Per Rx quantity limitations. However,
there are no overrides to these quantity limits and therefore, they are not included in this policy.

Dosing/Availability

Table 1. Recommended Dosing of the ED Agents.'#

tablets, generic
[brand
discontinued])

e Staxyn is not recommended for use in patients with moderate or
severe hepatic impairment, patients on renal dialysis, or patients who
are taking moderate to strong CYP3A4 inhibitors.

e .Levitra and Staxyn are not interchangeable.

Brand (generic) Recommended Dose Availability
Cialis® ¢ As needed ED dosing, the recommended starting dose is 10 mg; may | 2.5 mg, 5 mg, 10
(tadalafil tablets, be increased to 20 mg or decreased to 5 mg. Maximum | mg, and 20 mg
generic) recommended frequency is once per day. tablets
e QD ED dosing, the recommended starting dose is 2.5 mg QD and can
be increased to 5 mg QD.
e BPH or ED/BPH, the recommended dose is 5 mg QD. When used
with finasteride for BPH, the combined use is limited for up to 26
weeks.
e Dose reductions/less frequent dosing may be needed for certain
patients based on renal function, hepatic function, or to manage drug
interactions.
Levitra® e Starting dose is 10 mg taken approximately 60 minutes prior to sexual | 2.5 mg, 5 mg, 10
(vardenafil tablets, activity, as needed. mg, and 20 mg
generic [brand e Dose may be increased to 20 mg or decreased to 5 mg. Maximum | tablets
discontinued]) frequency is once per day for ED.
¢ A starting dose of 5 mg is recommended in patients = 65 years of age
and in patients with moderate hepatic impairment. Maximum starting
dose in patients with moderate hepatic impairment is 10 mg.
e Dose reductions/less frequent dosing may be needed for certain
patients to manage drug interactions.
¢ Levitra and Staxyn are not interchangeable.
Table 1 (continued). Recommended Dosing of the Erectile Dysfunction Agents.'-
Brand (generic) Recommended Dose Availability
Staxyn® ¢ Starting dose is 10 mg taken approximately 60 minutes prior to sexual | 10 mg orally
(vardenafil orally activity, as needed. disintegrating
disintegrating o Maximum frequency is once per day for ED. tablets

Page 4 of 7

Cigna National Formulary Coverage Policy: DQM Per Rx Erectile Dysfunction Agents




Viagra® e Recommended starting dose is 50 mg taken approximately 60 | 25 mg, 50 mg, and

(sildenafil citrate minutes prior to sexual activity, as needed. It may be taken anywhere | 100 mg tablets

tablets, generic) from 30 minutes to 4 hours before sexual activity.

e The dose may be increased to 100 mg or decreased to 25 mg based
on efficacy and tolerability.

e The maximum recommended frequency is once per day.

ED - Erectile dysfunction; QD — Once daily; BPH — Benign prostatic hyperplasia; CYP — Cytochrome P450.

Off-label Dosing

Benign Prostatic Hyperplasia

The 2.5 mg and 5 mg strengths of tadalafil are FDA-approved for daily use in treating benign prostatic
hyperplasia (BPH).2 Several studies have also demonstrated the effects of daily tadalafil 10 mg or 20 mg on
lower urinary tract symptoms (LUTS) due to BPH.® Additionally, vardenafil 10 mg twice daily (BID) has been
studied for the treatment of LUTS due to BPH.” Daily sildenafil has been effective in men with LUTS due to BPH
plus erectile dysfunction as well.%°

Prevention and Treatment of Erectile Dysfunction following Radical Prostatectomy

PDE:s inhibitors, primarily sildenafil, vardenafil, and tadalafil, are used for the management of erectile dysfunction
following radical prostatectomy.'®'" Daily and on demand use have been studied and both have been found
effective. For tadalafil, the most common dose is 5 mg once daily (QD). However, the 10 mg and 20 mg
strengths have also been studied administered three days per week.'>'® Daily dosing with vardenafil or sildenafil
has been found to be beneficial as well.!"17-1®

Raynaud’s Phenomenon

Sildenafil, tadalafil, and vardenafil have also been used for the management of Raynaud’s Phenomenon in
patients who are unable to use calcium channel blockers.?>-?2 A dose of 20 mg of tadalafil administered every
other day (e.g., two to three times per week) has been used as has 10 mg QD dosing.?? Vardenafil at a dose of
10 mg BID has been shown to reduce the number of attacks per day in patients with Raynaud Phenomenon.
With sildenafil, a dose of 20 mg QD or BID is generally used initially, and then based on response and
tolerability, may be increased to 20 mg three times daily (TID) as needed. If lower doses are not effective, the
dose may be increased to 40 mg TID, if tolerated. Additionally, doses of 50 mg BID or TID have been reported
as well.

High-Altitude Pulmonary Edema

For prevention of high-altitude pulmonary edema (HAPE), the preferred pharmacologic option is nifedipine.3
However, PDEs inhibitors, sildenafil or tadalafil, may also be used for prevention of HAPE in patients who are not
candidates for nifedipine or for treatment of HAPE when descent is impossible or delayed. The recommended
prevention or treatment dose of tadalafil is 10 mg once every 12 hours for prevention of HAPE. For sildenafil,
the recommended dose is 50 mg once every 8 hours.

Pulmonary Arterial Hypertension

Adcirca® (tadalafil tablets, generic) contains the same active ingredient as Cialis (generic).?* Adcirca (generic) is
available as 20 mg tablets and is FDA-approved at a dose of 40 mg QD for the treatment of pulmonary arterial
hypertension (PAH) [WHO Group 1] to improve exercise ability. However, other doses of tadalafil, including 10
mg QD, have been studied.?®>?® Patients requiring doses of 20 mg or 40 mg of tadalafil for PAH should use
Adcirca (generic).

Revatio® (sildenafil tablets and oral suspension, generic) contains the same active ingredient as Viagra
(generic).?” Revatio is FDA-approved for the treatment of PAH (WHO Group 1) in adults to improve exercise
ability and delay clinical worsening. Revatio (generic) is available as 20 mg tablets and a 10 mg/mL oral
suspension. Viagra (generic) has been used for this diagnosis.?®?° Doses of Viagra (generic) that were used in
these reports ranged from 25 mg BID to 100 mg five times daily. Patients will have usually been started on
Revatio 20 mg TID.
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Type of Summary of Changes Approval Date
Revision
Annual o References to gender were removed throughout criteria. 04/18/2022
Revision ¢ Notes outlining scenarios in which coverage of additional quantities is not

recommended were removed throughout criteria.

o Overrides for a patient following radical prostatectomy were clarified from
“prophylaxis after radical prostatectomy (early penile rehabilitation)” to “for
prevention or treatment of erectile dysfunction following radical prostatectomy”.

“Cigna Companies” refers to operating subsidiaries of Cigna Corporation. All products and services are provided exclusively by or through

such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life Insurance Company, Evernorth
Behavioral Health, Inc., Cigna Health Management, Inc. and HMO or service company subsidiaries of Cigna Health Corporation. The Cigna
name, logo, and other Cigna marks are owned by Cigna Intellectual Property, Inc. © 2023 Cigna.
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