Information Paper: Cost-Effective Use of SSRIs for Depression 
Use of Generic Fluoxetine Can Reduce Drug Costs in DoD Military Treatment Facilities

	This information paper is a summary of an article planned for the August 2002 issue of the DoD Pharmacoeconomic Center newsletter, the PEC Update, which is available on the PEC website at www.pec.ha.osd.mil. 


· The recent generic availability of fluoxetine has resulted in dramatically decreased prices for fluoxetine—assuming that the generic is used. As of July 2002, the FSS price for a 20 mg capsule of brand name Prozac® was $1.60, compared to less than $0.04 for the generic, a 40-fold difference. 

	Figure 1: Weighted average cost per SSRI Rx at MTFs, given pricing for generic fluoxetine
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· If the dose distribution and quantities actually dispensed in military treatment facilities (MTFs) are taken into account, the weighted average cost per SSRI prescription is about $4 if generic fluoxetine is used—versus $103 for brand name fluoxetine. See Figure 1 for a comparison to other SSRIs and Figure 2 to see what has happened since Jan 2001. 

· According to DoD prime vendor data, MTFs spent approximately $53 million on SSRIs in FY 2001, compared to $76 million for gastric acid reducers, $73 million for lipid lowering agents, and $55 million for antihistamines. Any reduction in the unit cost of SSRIs has the potential for substantially reducing MTF drug expenditures.

	Figure 2: Weighted average cost per SSRI Rx at MTFs, given pricing for generic fluoxetine: Jan 2001 vs. July 2002*
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· A switch from brand name to generic fluoxetine in itself has the potential to greatly reduce costs. However, this depends on providers continuing to prescribe fluoxetine even though the manufacturer is no longer actively promoting the brand name medication. 

· Is fluoxetine now the most cost-effective SSRI?  Here’s the argument: 

· SSRIs (citalopram, fluoxetine, paroxetine, and sertraline)
 appear to be similar in efficacy1-6, effectiveness,7,8 and overall tolerability1-5,9 (as assessed by study discontinuation rates, dropouts due to adverse events, and rates of switching to other antidepressants).

· All four SSRIs are on the BCF. Therefore the issue is not the selection of a formulary SSRI, or the extent to which prescriptions can be brought back into the MTF from the retail network, but the choice of therapy by providers. 

· The population under discussion is not patients who are currently receiving successful treatment with another SSRI—switching therapy for these patients is likely to be problematic and quite likely counterproductive. Patients likely to be candidates for generic fluoxetine are newly diagnosed patients in whom there is no reason to prefer (or avoid) any particular SSRI, or patients requiring a change in therapy due to intolerance or lack of effect.

· There are some clear differences among SSRIs: 

· Incidences of specific adverse effects (e.g., sedation) – While SSRIs do not appear to differ in overall tolerability, the reported incidences of specific adverse effects (e.g., sedation) vary.  
· Propensity to cause cytochrome P450 drug interactions – Fluoxetine and paroxetine are more likely to cause P450 drug interactions than citalopram and sertraline, particularly in combination with medications metabolized by or inhibiting the cytochrome P450 2D6 isoenzyme (e.g., certain antidepressants, phenothiazines, antipsychotics, type IC antiarrhythmics).

· Half-life – Fluoxetine has a half-life of 4-6 days; its active metabolite, norfluoxetine, has a half-life of 4-16 days. In comparison, citalopram, paroxetine, and sertraline have half-lives in the range of 20-35 hours. The long half-life of fluoxetine may blunt the effects of missed doses or treatment discontinuation. On the other hand, fluoxetine requires a much longer washout period than the other SSRIs (several weeks), particularly when switching to monoamine oxidase inhibitors (MAOIs) or thioridazine (see labeling).

These differences are of variable importance, depending on the patient; there are likely to be many patients in whom these differences are of little or no concern. 

· In the absence of individual patient factors favoring the selection or avoidance of a particular SSRI, the consequences of treatment with the SSRIs are likely to be equivalent. Therefore, the selection of a SSRI to be used for newly diagnosed patients essentially depends on the relative cost of the agents. 

· Based on weighted average cost per prescription, generic fluoxetine costs 12 times less than citalopram, 16 times less than sertraline, 17 times less than paroxetine, and 24 times less than brand name Prozac®. 

· Generic fluoxetine meets all FDA standards to be considered therapeutically equivalent to the brand name product. While the appearance of generic fluoxetine will not be exactly the same as brand name Prozac®, this is unlikely to be a consideration for patients not previously treated with fluoxetine. 

· A DoD/VA mandatory source contract for fluoxetine 10- and 20-mg capsules has been awarded to a single manufacturer, Mallinckrodt. (See Table 1.) In addition to securing low prices, consistent use of a single brand of generic fluoxetine across MTFs ensures that patients do not encounter frequent changes in the appearance of their medications, either as a result of local purchases of different generic brands or as a result of moving from one MTF to another.

	Table 1: DoD/VA Contract Information for Fluoxetine 10- and 20-mg capsules

	Contract Information
	Drug strength, 
package size
	NDC
	Price

	Contracted Product: Fluoxetine 10mg, 20mg caps

Applicability: All DoD & Department of Veterans Affairs activities

Type of Award: Mandatory source procurement.

Effective Date: 10 Jun 02 – 09 Jun 03

Length of Contract: One year with four option years

Manufacturer: Mallinckrodt, Inc. 
	10mg 100's
	00406-0661-01
	$ 2.54

	
	10mg 500's
	00406-0661-05
	$ 12.50

	
	20mg 100's
	00406-0663-01
	$ 3.20

	
	20mg 500's
	00406-0663-05
	$ 15.52


· Bottom Line: Generic fluoxetine is the most cost-effective SSRI for DoD MTFs. MTFs can reduce drugs costs by using generic fluoxetine for patients newly diagnosed with depression unless there is a clinical reason to use another SSRI.
SSRI Usage and Costs in DoD MTFs: Potential Impact of Generic Fluoxetine

· The overall use of SSRIs is increasing in all DoD points of service, including MTFs:
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· MTFs do not appear to have an overwhelming preference for any particular SSRI. Use of citalopram, which is less costly than other brand name SSRIs, has increased over time.
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· The actual financial impact of generic fluoxetine is difficult to predict, since it will depend on how rapidly MTFs start using the generic, which generic they purchase, and the extent to which providers either continue to use or begin using generic fluoxetine relative to other SSRIs. 
Note: Data used in the graphs is primarily derived from the Pharmacy Data Transaction Service (PDTS), supplemented by data from the Uniformed Services Prescription Database (USPD). The PDTS data warehouse contains prescription data from all three DoD points of service (MTFs, NMOP, and the retail pharmacy network) starting in July 2001, while USPD contains MTF prescription data starting in Oct 98. For more information about PDTS, visit the DoD Pharmacoeconomic Center website at www.pec.ha.osd.mil, or contact the PDTS Customer Service Support Center at 1-866-ASK4PEC (1-866-275-4732).
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� Based on SSRI dose distributions and quantities dispensed in MTFs from Mar 02 to May 02 (Source: Pharmacy Data Transaction Service) and DoD FSS or contract prices as of 1 July 2002. Prices for fluoxetine generic are for the generic, contracted product (Mallinckrodt) for the 10- and 20-mg capsules, the only listed generic (Par) for the 40-mg capsules, and brand name Prozac for the 90 mg capsules (Prozac Weekly). Prescriptions for Sarafem (fluoxetine 20 mg), fluvoxamine (Luvox & generics), and Paxil CR (paroxetine 12.5-, 25-, 37.5mg) are omitted; usage of these products is extremely low (~100 Rxs/month for fluvoxamine; 0-1 Rxs/month for Sarafem & Paxil CR). Prices for brand name fluoxetine are for 10-, 20-, 40-, and 90-mg capsules.


� Jan 2001 results are from the PEC Update, Vol. 01-02, available at � HYPERLINK "http://www.pec.ha.osd.mil" ��www.pec.ha.osd.mil�.  


� This discussion does not include fluvoxamine (Luvox, generics), which has minimal use in DoD and is not indicated for depression. FDA approval of a sixth SSRI, escitalopram (an isomer of citalopram), is expected in the near future. 
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