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Elena Meeker, Pharm.D. candidate
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* Note: Progestins marked with an asterisk are not FDA-approved for use in the US.

Combined oral contraceptives (COCs) are thought to improve acne via several
mechanisms.1 In addition to decreasing free testosterone production by suppressing
luteinizing hormone, COCs are believed to decrease testosterone bioavailability by increas-
ing levels of sex hormone-binding globulin. Finally, COCs decrease conversion of testoster-
one to dihydrotestosterone in the skin by inhibiting 5-alpha-reductase activity. It has been
suggested that the different progestins contained in COCs exert an anti-acne effect to varying
degrees through these mechanisms, and thus may be more or less “acne-friendly.”

Currently, norethindrone acetate–ethinyl estradiol (EstrostepR)  and norgestimate–
ethinyl estradiol (Ortho Tri-cyclenR) are FDA-approved for the treatment of acne.2

However, a recent Cochrane review of 23 clinical trials found that all COCs studied
improved acne lesion count and acne severity grades.1 The COCs in the trials that were
reviewed contained ethinyl estradiol 30 to 50 mcg in combination with various
progestins including desogestrel 0.025-0.125 mg (biphasic), drosperinone 3 mg,
levonorgestrel 0.1 mg, norethindrone acetate 1 mg, norgestimate 0.18-0.215-0.25 mg
(triphasic), chlormadinone acetate*  2 mg, cyproterone acetate*  2 mg, and gestodene*
0.075 mg . Although all COCs produced improvement in acne compared to placebo or
other COCs, the authors of the review concluded that comparative efficacy of COCs
remains difficult to assess due to a lack of adequately powered, randomized, controlled,
double-blind trials. Specifically, cyproterone acetate and chlormadinone acetate, which
have been suggested as particularly effective progestins for the improvement of acne,
could not be conclusively proven superior to other progestins.

Other recent trials, including those studying the effects of low-dose oral contracep-
tives containing ethinyl estradiol 20 mcg, have come to similar conclusions regarding
the general benefit that COCs appear to have on the severity of acne.3,4 As a result, it can
be concluded that most COCs currently marketed (see attached table) will likely result
in improvement in acne, although the time to achieve optimal results and side effect
profiles of the different COCs varies from patient to patient.
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Generic simvastatin became available in 2006.
This statin offers extensive outcomes data and is
associated with LDL-lowering potency in the
range of 45–47%, thereby permitting use of a low-
cost generic agent in place of the more costly
brand-name agents for a number of patients. In
addition, the high-potency agents, rosuvastatin
(CrestorR) and ezetimibe/simvastatin (VytorinR),
also provide cost savings over atorvastatin. Current
expenditures for statins at UW Medicine approach
$1.3 million with atorvastatin representing the
most widely utilized agent (55% of patients) and
the greatest portion of costs (78%).

• LDL-C Lowering:  The relative effects of
statins on LDL are well documented (see  Table
1) and can be compared on the basis of cost per

Statin Formulary Update: Simvastatin Elevated to Preferred Drug Status
Extracted from a monograph prepared by Steve Riddle, R.Ph.
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Drug Cost Savings from
Switching from

Atorvastatin (A) to
Simvastatin (S) or
Rosuvastatin (R)

A 10mg to  S 20mg: $169,000
A 20mg to S 40mg: $354,000
A 40mg to S 80mg:$267,000
A 40mg to R 10mg: $96,000
A 80mg to R 20mg: $40,000
Total: $659,000 – $830,000

degree of LDL reduction. Simvastatin doses of 20–40mg deliver similar LDL-lowering
effects compared to atorvastatin 10–20mg, respectively. Rosuvastatin and ezetimibe/
simvastatin are the most potent agents. Therefore, conversion of high-dose atorvastatin to
these alternative agents is possible without compromising LDL lowering.

• HDL-C and Triglycerides: All statins lower triglycerides in a dose-dependent manner
with a range of effect from 14%–40% with the more potent agents providing greater
lowering. Statins typically provide modest increases in HDL-C levels with the typical
effect range of 3–9%. Atorvastatin is known to provide less HDL benefits at higher doses
(i.e., 5.7% with 10mg and 2.1% at 80mg). Conversion from atorvastatin to simvastatin
would not appear to result in significant changes in HDL-C or triglyceride benefits.

• Conversion: Switching from atorvastatin to simvastatin is supported within the definition of
evidence-based therapy. Conversion from high-dose atorvastatin to rosuvastatin or ezetimibe/
simvastatin is less supported within the strict bounds of evidence-based medicine. Clinicians
supporting the lipid hypothesis will likely be comfortable with the degree of data available for these
agents. Conversion from atorvastatin to simvastatin or ezetimibe/simvastatin would necessitate
a review of patient medication profiles to assure appropriateness and safety. Populations of patients
more likely to be taking medications implicated in serious interactions with simvastatin, such as
the HIV population (HAART therapy) and transplant patients (i.e., cyclosporin) are poor
candidates for this conversion. It is likely that most patients converted to simvastatin from another
agent will require a lipid panel at 6–8 weeks to assure appropriate response. The cost for a lipid panel
at UW Medicine is approximately $58. While recent literature does not necessarily recommend
liver function tests for all patients treated with statins, the majority of UW Medicine experts
surveyed indicated that they would obtain this data for most patients converting to another statin.
The cost for a liver function panel is approximately $44. Thus, each patient converted to simvastatin
will likely incur $102 for additional laboratory tests. This extra cost would be offset within the first
1–2 months for patients converted from any brand statin agent ($83-128) to generic simvastatin
($12). Patients converted from atorvastatin ($128) to rosuvastatin ($85) or Vytorin ($101) would
take 2.5 and 5 months respectively to recoup these costs.

• P&T Action:  Simvastatin was elevated to “preferred” formulary status (UW-PDF) and
prescribers are encouraged to prescribe this agent unless there is a medically compelling
rationale for doing otherwise. Atorvastatin was retained on formulary, but stripped of
“preferred” formulary status.

Simvastatin offers solid
clinical supporting data
and is the lowest cost
statin currently available.
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Benzocaine
Reminder

The P&T Committee voted to remove all topical benzocaine products (e.g.,
CetacaineR) from the UW Medicine Drug Formulary in June 2006 and to authorize
automatic substitution by pharmacy of lidocaine 4% solution or phenol spray based on
the indication for use. This action followed an FDA  Public Health Advisory reminding
prescribers that benzocaine is associated with methemoglobinemia and that cases of
methemoglobinemia have also resulted from medication errors due to incorrect use of
benzocaine sprays (e.g., longer duration or more frequent sprays than recommended).
Prescribers are urged to remain vigilant regarding the safe use of topical anesthetics.
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