MEDICA MEDICAID PRIOR AUTHORIZATION PoLICY

PoLicy: Cialis® (tadalafil tablets — Eli Lilly)

OVERVIEW

Cialis, a selective inhibitor of cyclic guanosine monophosphate (cGMP)-specific phosphodiesterase type
5 (PDES5), is indicated for the treatment of erectile dysfunction (ED), the treatment of the signs and
symptoms of benign prostatic hyperplasia (BPH), and for the treatment of ED and the signs and
symptoms of BPH (ED/BPH).! If Cialis is used with finasteride to initiate BPH treatment, such use is
recommended for up to 26 weeks. This is because the incremental benefit of Cialis decreases from 4
weeks to 26 weeks, and the benefit beyond 26 weeks is unknown.

PoLICcY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Cialis. All approvals are provided
for the duration noted below.

Note: PDES5 inhibitors should not be administered, either regularly or intermittently, with concomitant
nitrate therapy. Patients will be informed of the consequences should they initiate nitrate therapy while
taking a PDES5 inhibitor.

Benefit information: Drugs used for the treatment of erectile dysfunction, regardless of the cause, are
excluded under the Minnesota Medicaid plan. Cialis when used for erectile dysfunction is not eligible for
coverage.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Cialis is recommended in those who meet one of the following criteria:

FDA-Approved Indications

1. Benign Prostatic Hyperplasia (BPH). Approve 2.5 mg or 5 mg tablets ONLY for up to maximum of
#30/30 day supply for 1 year if the patient meets ONE of the following criteria (A or B):
A) Patient has tried an oz-blocker (e.g., Cardura® XL [doxazosin extended-release tablets], terazosin
tablets/capsules, tamsulosin capsules, alfuzosin extended-release tablets); OR
B) Patient has tried a 5a-reductase inhibitor (e.g., finasteride, dutasteride).
Cialis 2.5mg and 5mg strength tablets are indicated for the treatment of the signs and symptoms of
BPH.!

Other Uses with Supportive Evidence

2. Raynaud’s Phenomenon. Approve for 1 year up to maximum of #30/30 day supply if the
patient meets ONE of the following criteria (A or B):

A) Patient has tried at least TWO of the following therapies: calcium channel blockers (e.g.,
amlodipine, felodipine, nifedipine), a-adrenergic blockers (e.g., prazosin), nitroglycerin, losartan,
fluoxetine, or angiotensin converting enzyme (ACE) inhibitors; OR
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B) Patient has tried one vasodilator (e.g., Flolan® [epoprostenol for injection], Edex® [alprostadil for
injection], Tracleer® [bosentan tablets]).

Limited information is available with the use of Cialis in Raynaud disease.®®

A small prospective, randomized, double-blind, placebo-controlled, crossover study evaluated Cialis
at a dose of 20 mg QD for 4 weeks compared with placebo in women with Raynaud disease
secondary to systemic scleroderma.® A total of 45 women enrolled in the trial, and 39 women
completed the study. Treatment with Cialis showed no statistically significant difference in RCS,
Raynaud frequency, or Raynaud duration compared with placebo.

A double-blind, placebo-controlled, fixed-dose, crossover study evaluated the efficacy of Cialis in
patients with scleroderma or mixed connective tissue disease (MCTD).® Patients experienced > four
Raynaud’s attacks per week in the 2 weeks before study inclusion, despite treatment with vasodilators
for > 3 months. Patients were randomized to receive either Cialis 20 mg or matching placebo every
other day for 6 weeks. All the patients were receiving calcium channel blockers; 18 patients were
also on other vasodilators. A total of 24 patients completed the study. Cialis significantly improved
the mean daily frequency and mean daily duration of Raynaud’s phenomenon as compared with
placebo and baseline, respectively. About 67% of the patients had > 25% improvement in the mean
daily duration of Raynaud’s phenomenon while receiving Cialis as compared with 25% of the
patients who had > 25% improvement during placebo therapy. Cialis healed existing digital lesions
and prevented development of new digital lesions. It also improved quality of life measures in
patients with resistant secondary Raynaud’s phenomenon.

A consensus document published by the systemic sclerosis experts notes that for secondary
Raynaud’s phenomenon (i.e., due to systemic sclerosis) calcium channel blockers were the
recommended first-line treatment in patients with mild (about 5 attacks/week) or more severe (about
25 attacks/week) attacks.’® Consensus was not obtained for further treatment; however 35% of the
surveyed experts’ recommended PDES5 inhibitors as second-line treatment for mild attacks and 45%
of experts would recommend Cialis for more severe attacks. A meta-analysis of six trials assessing
the efficacy of PDE5 inhibitors in secondary Raynaud’s phenomenon showed moderate clinical
benefit on Raynaud’s Condition Score (RCS), frequency, and duration of attacks.'! PDES5 inhibitors
reduced the frequency of attacks by ~0.5/day compared with placebo, which is comparable reduction
to calcium channel blockers (~0.6/day).
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Cialis has not been shown to be effective, or there are limited or preliminary data or potential safety
concerns that are not supportive of general approval for the following conditions.

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

2. Coverage for Erectile Dysfunction (ED) is not allowed for members in Minnesota Medicaid plans
because coverage of drugs for the treatment of erectile dysfunction is excluded from the benefit.

3. Prophylaxis After Radical Prostatectomy is only allowed for Commercial plans which allow for
erectile dysfunction coverage. Minnesota Medicaid plans excludes coverage of Cialis for erectile
or sexual dysfunction so coverage is not allowed for this indication.

REFERENCES

1. Cialis® tablets [prescribing information]. Indianapolis, IN: Eli Lilly; February 2018.

2. Shindel AW. 2009 update on phosphodiesterase type 5 inhibitor therapy part 1: Recent studies on routine dosing for penile
rehabilitation, lower urinary tract symptoms, and other indications (CME). J Sex Med. 2009;6:1794-1808.

3. Montorsi F, Brock G, Lee J, et al. Effect of nightly versus on-demand vardenafil on recovery of erectile function in men
following bilateral nerve-sparing radical prostatectomy. Eur Urol. 2008;54:924-931.

4. Magheli A, Burnett AL. Erectile dysfunction following prostatectomy: prevention and treatment. Nat. Rev. urol.
2009;6:415-427.

5. Padma-Nathan H. PDE-5 inhibitor therapy for erectile dysfunction secondary to nerve-sparing radical retropubic
prostatectomy. Rev Urol. 2005;7 Suppl 2:S33-38.

6. Levien TL. Phosphodiesterase inhibitors in Raynaud's phenomenon. Ann Pharmacother. 2006;40:1388-1393.

7. Rosato E, Letizia C, Proietti M, et al. Plasma adrenomedullin and endothelin-1 levels are reduced and Raynaud's
phenomenon improved by daily tadalafil administration in male patients with systemic sclerosis. J Biol Regul Homeost
Agents. 2009;23:23-29.

8. Schiopu E, Hsu VM, Impens AJ, et al. Randomized placebo-controlled crossover trial of tadalafil in Raynaud's
phenomenon secondary to systemic sclerosis. J Rheumatol. 2009;36(10):2264-2268.

9. Shenoy PD, Kumar S, Jha LK, et al. Efficacy of tadalafil in secondary Raynaud’s phenomenon resistant to vasodilator
therapy: a double-blind randomized cross-over trial. Rheumatology. 2010;49:2420-2428.

10. Walker KM, Pope J, on behalf of participating members of the Scleroderma Clinical Trials Consortium (SCTC) and
Canadian Scleroderma Research Group (CSRG). Treatment of systemic sclerosis complications: What to use when first-
line treatment fails — a consensus of systemic sclerosis experts. Semin Arthritis Rheum. 2012;42:42-55.

11. Roustit M, Blaise S, Allanore Y, et al. Phosphodiesterase-5 inhibitors for the treatment of secondary Raynaud’s
phenomenon: systematic review and meta-analysis of randomized trials. Ann Rheum Dis. 2013;72:1696-1699.

12. Aydogdu O, Gokce MI, Burgu B, et al. Tadalafil rehabilitation therapy preserves penile size after bilateral nerve sparing
radical retropubic prostatectomy. Int Braz J Urol. 2011;37:336-346.

13. Montorsi F, Brock G, Stolzenburg JU, Mulhall J, et al. Effects of tadalafil treatment on erectile function recovery following
bilateral nerve-sparing radical prostatectomy: a randomized placebo-controlled study (REACTT). Eur Urol. 2014;65:587-
596.

14. Mulhall JP, Brock G, Oelke M, et al. Effects of tadalafil once-daily or on-demand vs. placebo on return to baseline erectile
function after bilateral nerve-sparing radical prostatectomy — results from a randomized controlled trial (REACTT). J Sex
Med. 2016;13:679-683.

15. Hatzimouratidis K, Giuliano F, Moncada A, et al. Guidelines on male sexual dysfunction: erectile dysfunction, premature
ejaculation, penile curvature and priapism. © European Association of Urology 2018. Available at:
http://uroweb.org/guideline/male-sexual-dysfunction/. Accessed on August 14, 2018.

16. Adcirca tablets [package insert]. Indianapolis, IN: Eli Lilly (marketed by United Therapeutics); May, 2017.

17. Tay EL, Geok-Mui MK, Poh-Hoon MC, et al. Sustained benefit of tadalafil in patients with pulmonary arterial hypertension
with prior response to sildenafil: A case series of 12 patients. Int J Cardiol. 2008;125:416-417.

18. Palmieri EA, Affuso F, Fazio S, et al. Tadalafil in primary pulmonary arterial hypertension. Ann Intern Med.
2004;141:743-744.

19. Maggiorini M, Brunner-La Rocca HP, Peth S, et al. Both tadalafil and dexamethasone may reduce the incidence of high-
altitude pulmonary edema: a randomized trial. Ann Intern Med. 2006;145:497-506.

20. Leshem E, Caine Y, Rosenberg E, et al. Tadalafil and acetazolamide versus acetazolamide for the prevention of severe
high-altitude illness. J Travel Med. 2012;19:308-310.

21. Luks AM, Mcintosh SE, Grissom CK, et al. Wilderness Medical Society Consensus Guidelines for the Prevention and
Treatment of Acute Altitude Iliness: 2014 Update. Wilderness Environ Med. 2014;25:54-S14.

22. Bartsch P, Swenson ER. Acute high-altitude illnesses. N Engl J Med. 2013;368:2294-2302.

12/30/2019


http://uroweb.org/guideline/male-sexual-dysfunction/

OTHER REFERENCES UTILIZED
e Goundry B, Bell L, Langtree M, et al. Diagnosis and management of Raynaud’s phenomenon. BMJ. 2012;344:e289.

12/30/2019



