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A Look At The Legality Behind Daraprim'’s Price Spike
Law360, New York (September 30, 2015, 12:15 PM ET) --

Turing Pharmaceuticals AG and its controversial CEO Martin Shkreli recently
made headlines when Turing raised the price of its antiprotozal drug
Daraprim (pyrimethamine) from $13.50 to $750 per tablet.[1] The price
increase received significant media attention.

Here, we evaluate Turing’s Daraprim price hike from a legal perspective,
including an analysis of the mechanisms used to balance innovation and drug
pricing in the U.S., and their degree of application, if any, to the drug’s recent
price hike.

Balancing Drug Prices and Innovation

The United States has traditionally incentivized drug development innovation. Charles J. Andres
Patents and the U.S. Food and Drug Administration's regulatory exclusivities

allow an innovator to enjoy a protected U.S. market for a finite period of time. The market protection
provided by these exclusivities helps innovators to recoup their research costs and make profits which,
in part, are used to fund new research.

Conversely, after the expiration of patents and market exclusivities, generic drugs can enter the
marketplace. Generic drugs can ultimately cost 80 percent less than the branded drug.[2] Accordingly,
U.S. laws (e.g., the Hatch-Waxman Act and Biologic Price Competition and Innovation Act of 2009)
attempt to strike a balance by providing market incentives to innovators to bring new medicines to
market in exchange for making generic drugs available to patients at a greatly reduced cost. Thus, a first
mechanism for balancing innovation and drug prices are the laws that establish generic drug
competition.

There Is Currently No Generic Equivalent for Daraprim

Daraprim was first approved by the FDA on Jan. 23, 1953.[3] Through a chain of title that

included GlaxoSmithKline PLC, Amedra Pharmaceuticals LLC and Impax Laboratories Inc., Turing
acquired the rights of Daraprim in August 2015. Daraprim is a reference listed drug in the FDA’s Orange
Book[4] and no generic version of the drug is currently available.[5]

One reason no generic may be available is the small number of patients who take Daraprim. The U.S.
market for Daraprim is estimated to be about 2,000 patients. The relatively small number of patients,
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coupled with a modest price of $17.50 per pill for the brand product (which a generic would likely
lower), do not create a significant financial incentive for a generic market entry.

Another potential reason why a generic is not currently available is the presence of a restricted
distribution program.[6] According to press coverage, Turing, the sole U.S. supplier of Daraprim,
acquired exclusive rights from Impax Laboratories in August 2015. Prior to the acquisition, Impax
subsidiary Amedra Pharmaceuticals LLC, the then-manufacturer of Daraprim, implemented a restricted
distribution program.[7] Restricted distribution programs are often put in place when required by the
FDA as part of a risk evaluation and mitigation strategy ("REMS"). REMS help to mitigate a drug’s risk
profile by various means, including controlling drug access to ensure that only educated physicians
prescribe the drug to patients that actually need it.

Amedra’s restricted distribution program does not appear to be associated with an approved REMS, and
therefore it appears to have been a self-implemented restricted distribution.[8] While restricted
distribution can make drugs safer, restricted distribution programs in some circumstances could also
make it tougher for generics to enter the market. In order to receive FDA approval, a generic
manufacturer must show that its drug is bioequivalent to the marketed drug.

Restricted distribution programs potentially could make it more difficult to get sufficient quantities of
the marketed drug to perform these bioequivalence studies. Thus, as a result of the restricted
distribution program, a generic competitor — seeing the opportunity to make profits by entering the
marketplace after Turing’s price hike — might have a harder time developing the required data package
to support approval. Restricted distribution programs in the context of REMS have been evaluated
under the antitrust laws,[9] and restricted distribution absent a REMS likewise potentially could raise
antitrust issues.

Antitrust Laws Do Not Address Daraprim’s Price Increase

Some might also ask whether the antitrust laws have a role to play for Turing’s price increase itself. Cries
of price gouging are often heard from Congress and other public actors for similar large price increases
in other industries. However, unilateral price increases alone — when not done by agreement or
through collusion with competitors — are almost never actionable under U.S. antitrust law. As long as
Turing acted alone in raising Daraprim's price, it would be highly unlikely to face any antitrust claim or
criminal antitrust penalties.

Impact of Pharmacy Benefit Management on the Price of Daraprim

Another mechanism that affects drug prices in the United States is the work done by pharmacy benefit
managers ("PBMs"). PBMs manage drug benefits for as much as 57 percent of U.S. patients.[10] While
not directly involved in the drug supply chain, PMBs work with third-party payers to manage some
consumer drug prices and purchases by defining:

e what drugs will be paid for;
e consumers' out-of-pocket cost for a drug; and
e the amount that a pharmacy receives for selling a drug.[11]

For some drugs, PBMs use formularies to negotiate drug price discounts with drug manufacturers. These
discounts may be granted in return for a drug being included in a formulary (and for excluding



manufacturers of competing drugs from the formulary). PBMs also negotiate rebates from
manufacturers on drugs included in the formulary. The rebates, like inclusion in the formulary, are
contractual. These contracted rebates often allow PBMs to keep a portion of the rebate in return for
their negotiating with drug manufacturers and developing a formulary.

PBMs, at least in the near future, will be constrained in their bargaining with Turing because the
company is the only approved U.S. supplier for Daraprim. Thus, PBMs will not be able to play one
manufacturer against another for inclusion in their formularies. PBMs may be able, however, to still
negotiate some form of a discount by threatening to exclude Daraprim from a formulary. This is not
without risk, however, as failure to include Daraprim, in the absence of alternatives, may give rise to
patient lawsuits against their plans and their PBMs.

Impact of Government Purchasers on the Price of Daraprim

Federal and state governments also influence the balance of innovation and drug prices in certain
circumstances. For example, federal rules require that states pay the lower of:

e the estimated acquisition cost of a drug; or
e the usual or customary charge to the public.

Manufacturers who want to have their drugs covered by Medicaid also must provide rebates to state
Medicaid programs.

Other federal requirements include the Section 340B drug pricing program for certain nonprofit entities
and the U.S. Department of Veterans Affairs' Federal Supply Schedule program. All of these programs
could blunt at least some of Daraprim’s price increase for Medicaid recipients, community health
centers and the VA.

Public Opinion Impact on the Price of Daraprim

A final mechanism to balance innovation and drug pricing is public opinion, and the threat of
pharmaceutical price legislation. This mechanism appears to have ultimately caused Turing to announce
it would roll back Daraprim’s price increase. Public outcry, and a positive response of politicians to that
outcry, can be effective in balancing drug benefit and cost.[12]

Conclusion

Turing appears to have identified a path to maintain market exclusivity for its small molecule drug. The
press has deemed the level of its price increase to be controversial. Moreover, this situation is unusual
in that mechanisms which generally help to balance drug benefits and costs (e.g., finite exclusivities,
generic competition, PBMs and government purchasing) were not immediately applicable for a number
of reasons. And, while a generic could step in, no generic has yet come to market. Even so, public outcry,
and the threat of pharmaceutical price legislation, appear to have convinced Turing to actually consider
rolling back its price increase.
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