TAKING BIOSIMILARS TO THE NEXT
LEVEL: WHY FEDERALIZING THE
SUBSTITUTION OF BIOSIMILARS
PROMOTES INNOVATION, COMPETITION,
AND PATIENT SAFETY

. INTRODUCTION

At 71 years old, Philip H/XFD NQRZV LifV QR HDV\ IDVN NHHSLQJ XS ZLIK
ten grandchildren.! While that would intimidate any grandparent, Mr.
Deluca finds it especially difficult to summon the energy to play catch or
tag==his bone marrow produces insufficient red blood cell amounts, making
his blood less able to successfully transport oxygen throughout his body.2

Although weekly injections that boost his red blood cell levels have
given him hope, the cost of a single shot is something to turn pale over=
$1,500.2 His medication, Procrit, is part of a class of drugs called
3ELRORJLFV “* which are defined under the Public Health Service Act as any
3YLUXV WKHUDSHXILF VHUXP IR[LQ DQIWR[LQ YDFFLQH EORRG EORRG FRPSRQHQI
or derivative, allergenic product, or analogous product . . . applicable to the
SUHYHQILRQ UHDWPHQW RU FXUH RI D GLVHDVH RU FRQGLILRQ RI KXPDQ EHLQJV "5 In
other words, biologics are derived from other living organisms® and are used

1. Whatfs Keeping Less Expensive Biologic Drugs From the U.S. Market?, PBS NEWSHOUR
(Apr. 19, 2014, 5:00 PM), http://www.pbs.org/newshour/bb/whats-keeping-generic-version-
biologic-drugs-u-s-market.
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42 U.S.C. § 262(i) (2012).
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to treat various diseases or conditions in humans’ such as rheumatoid
arthritis, maculDU GHIJHQHUDILRQ DQG SRWLEO\ HYHQ SB0]KHLPHUV DQG FDQFHU &

Biologics tend to be so expensive, in part, because they are often
composed of large molecules® that can only be produced through relatively
complex'® biological processes.* Accordingly, slight changes in the
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generic GUXJ PDQXIDFWXUHUTV DEEUHYLDIHG QHZ GUXJ DSSOLFDILRQ $1.*F LI IKH
applicant can demonstrate the drug is bioequivalent (identical) to an already-
approved innovator drug'® (the reference product) whose patent has
expired.r This pathway has significantly reduced both the time® and
money?! it takes for a generic drug to safely reach the market, with savings
passed onto consumers.?

Unbeknownst to a majority of the American public,? the 2010 Patient
3URIHFILRQ DQG $11RUGDEH &DUH $Fi 3% IRUGDEH &DUH SFI™ KDV VHINIKH VIDIH
for patients like Mr. DeLuca to access essential biological medications at
more feasible prices.?*

The Affordable Care Act included a section called the Biologics Price
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interchangeably when referring to the drug on which a generic chemical drug
RU ELRVLPLODU LV EDVHG 3*HQHULF GUXJ™ ZL00 UHIHU IR DQ\ FKHPLFD0-based drug
approved under the ANDA system.

Although the biosimilar approval pathway mirrors the well-established
generic chemical drug pathway created under the 1984 Drug Price
Competition and Patent Term Restoration Act, commonly referred to as the
Hatch-Waxman Act,?® biosimilars call for different regulations®® than
chemical drugs due to their unique compositions®* and manufacturing
processes. For reasons that will be addressed later in this paper, a biosimilar
may never be completely
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completely identical to the innovator drug, there is a growing concern that
states may inappropriately apply laws designed to govern generic chemical
drugs to biosimilars, sacrificing patient wellbeing in the process.*

This paper is divided into four sections. Section Il will elaborate on the
Biosimilars Act, its impact, and why biosimilars raise different issues than
chemical drugs. Section Ill details the undesirable effects of leaving
biosimilar substitution to the states and presents my thesis that a uniform,
federal biosimilar substitution standard would promote innovation and
competition while maintaining consumer safety. Finally, Section 1V will
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chemical drug.*’
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drugs, biologics are more susceptible to failure at Phase 111, which is the most
expensive phase.®® This is particularly worrisome because of the time,
money, and resources already invested in the drug, only to have it fail at such
a late stage.®°

Although the FDA has not specified exactly
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7KH ) ™ $IV FRQVHUYDILYH 3ULVN-EDVHG DSSURDFK 8 rates DQ DSSOLFDQHfV
VLPLODULIN IR IKH UHIHUHQFH GUXJ DORQJ D FRQILQXXP ZLIK GHVLIQDILRQV RI 3QRW
VLPLODU ~ 3VLPLODU ~ 3KLJKO\ VLPLODU ~ DQG 3KLJIKON\ VLPLODU ZLIK 1LQJHUSULQH-like
VLPLODULN "% Despite the purportedly conservative approach,”® innovator
drug manufacturers have been strongly urging the FDA to require that
biosimilar applicants conduct their own clinical testing, and not rely solely
RQ FRPSDUDILYH GDID KD XVHV §KH LQQRYDIRU PDQXIDFIXUHUTV LQIRUPDILRQ ™
While the FDA has only provided nonbinding guidance and
recommendations on these matters,’> the approved Zarxio application
included data attained through its own testing.” Thus, the FDA may favor
biosimilar applicants who have conducted independent testing and have not
primarily relied on the LQQRYDIRU]V GDID ™
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as five to ten chemical reactions, while a biologic may take as many as 5,000
to 10,000, resulting in a more expensive development process.

This expense, however, is tempered by the high economic returns a
successfully developed and marketed biologic brings.8! A new chemical drug
takes an average of sixteen years to break even.®? In contrast, a biologic has
been estimated to break even in only 12.9 years.® This is partly attributable
to the greater potential (compared to a chemical drug) for discovering
3PX0ILSOH IKHUDSHXILF LQIHUYHQILRQV  LQ WKH ELRORJILFDO FDVFDGH RI SURIHLQV
.. [acting on@ iKH VDPH X0ILPDIH §iDUJHI ~ DQG 3QHZ LQGLFDILRQV DWRFLDIHG ZLIK
IKH VDPH RU UHODIHG SDIKZD\V "8 These new uses would provide sufficient
economic prospects that outweigh the costly and risky development
process.®

In 2010, the top twelve biologic products in the United States generated
combined sales of roughly $30 billion.8¢ Further, the average peak sales of a
biologic drug is $712.5 million,®” DQG 3ELRIHFKQRORJI\ GUXJV DUH WKH IDVIHVY
JURZLQJ VHIPHQI RI' QHZ WKHUDSHXILFV = NXPSLQJ IURP LQ IKH SHULRG
between 1982 and 1992 to 16% in the period between 1993 and 2003.8¢ The
ELRORJLF PDUNHI DQG ELRIHFK LQGXVIU\ EURDGO\ LV 3UDSLGON H[SDQGLQJ EN\ DQ\
number of measures, including the quantity of approved products, the size of
the market, and the importance of thHVH GUXJV IIR IKH KHDOIK RI 8 6 FLILJHQV “8°
The big prescription-benefit manager Express Scripts, Inc. estimated that the
United States alone could save $250 billion in drug costs over the next ten
years if eleven biosimilars that are currently in development get approved.®

80. Malkin, Challenges to the Development of a Biosimilars Industry in the United States,
supra note 71, at 3.
81. Grabowski, Follow-on Biologics, supra note 42, at 6.
82. Id.
Id.
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$ IHVIDPHQI IR #KH LQGXVIUNYV SUHGLFIHG H[SDQVLRQ IKH &(2 RI 6ZLW
drug manufacturer Novartis AG expressed his belief that biosimilars will not
FDXVH 3D ELJ LPSDFI” XQIL0 DIl OHDVAI % despite the fact that in 2014 the
FRPSDQ\YV ELRVLmilar production unit, Sandoz, enjoyed around $514 million
in sales, up 23% from 2013.%

This tantalizing expected growth in the biosimilar realm has lead to
increased competition, even disagreement, between innovator and biosimilar
manufacturers,® which Congress attempted to mitigate through the following
Biosimilars Act provisions.
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DSSILFDILRQ WR IKH ) = $ 3shall provide to the reference product sponsor a copy
of the [biosimilar] application . . . and such other information that describes
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been approved in the European Union, the lack of interchangeability
provisions abroad has hampered biosimilar market share growth there.14?

Aware of the significant research and development costs that may deter
manufacturers from pursuing a biologic or biosimilar,'*® the FDA has
incentivized manufacturers by awarding the first interchangeable biosimilar
an exclusivity period** and providing a patent dispute system.* These
incentives are likely substantial enough for biopharmaceutical firms to invest
in developing interchangeable biosimilars.14

+RZHYHU WKH %LRVLPLODW $FIfV GLVILQFILRQ EHIZHHQ ELRVLPLODU DQG
interchangeable drugs creates ambiguity not present in the chemical drug
scheme.*” &KHPLFD) GUXJV WKDIl PHHII IKH ) = $V JHQHULF GUXJ DSSILFDILRQ
UHTXLUHPHQIV  DUH W\SLFDW\  FRQVLGHUHG 3LQIHUFKDQJHDECH "8 Thus, a
pharmacist may freely substitute a generic for a brand name, subject to any
specific state laws.14°

In contrast, a pharmacist may only substitute an innovator drug with a
biosimilar if it has been deemed interchangeable.® And even if a drug meets
the difficult standard of interchangeability, the Biosimilars Act left each state
to enact its own laws for when and how a pharmacist may actually
substitute.!®* This may lead to inconsistent interchangeability procedures,**?

142. Blackstone & Fuhr, Jr., supra note 77, at 12; see Barbara Mounho et al., Global Regulatory
Standards for the Approval of Biosimilars, 65 FOoD & DRUG L.J. 819, 832-34 (2010). The
reluctance of the E.U. and other countries to include a potential interchangeability designation arises
from a fundamentally erroneous assumption that the same provisions and laws governing chemical
drugs can successfully govern biologic drugs. The biosimilar landscape must be approached in light
of the reality that biosimilars fall short of true bioequivalence. Accordingly, concepts such as
automatic substitution applicable to chemical drugs should be amended, if not eliminated, in the
biosimilar context in favor o
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medication access,'*® healthcare costs,'>* and regulation across the states.'>
In more human terms, unaffordable prices may prevent Mr. DeLuca from
receiving his essential red blood cell-boosting medication, even though a
similar patient would not face such a barrier across state lines.*

I1l. PROPOSAL FOR FEDERAL INTERCHANGEABILITY STANDARD

A. Problems With State Law Regulation

Regarding generic chemical drugs, state law determines whether or not
substitution is mandatory, whether patient consent is required before
substitution, and whether the prescriber must indicate if substitution is or is
not acceptable.t®

Though states have already implemented generic substitution laws,%
the innate discrepancy between biosimilarity (between biosimilar and
biologic) and bioequivalency (between generic and brand name chemical
drug) renders this legal framework undesirable for biosimilars and calls for
more stringent and consistent regulation.t*

Inconsistent substitution practices between states, coupled with the
necessarily high standards for biosimilarity and interchangeability, would
likely affect FRQVXPHUV] DFFHWV IIR ELRVLPLODUV DFURW state lines. 6

For example, Indiana recently approved a biosimilar interchangeability
bill allowing a pharmacist to substitute if 1) the FDA has deemed the
biosimilar to be interchangeable; 2) the prescriber includes D 3PD\ VXEVILIXIH
instruction in the prescription; 3) the pharmacist informs the customer of the

EcoNnomIc
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substitution; 4) the pharmacist notifies the prescriber within five days of
substitution; 5) a record is kept of the substitution for at least five years.!6!

The Biotechnology Industry Organization %,2 FRPPHQGHG ,QGLDQD{V
*RYHUQRU DQG /HJLVODIXUH VIDILQJ WKDIi WKH 3EL00 LV D PRGHO IRU >ELRVLPLODUG
OHJLVODILRQ “162 7KH ELO0 FRPSRUIV ZLUIK %,21V ELRVLPLIDU VXEVILIXILRQ
principles as it 3SXIV SDILHQWV ILWI EN\ HQVXULQJ WUDQVSDUHQF\ DQG
communication, bXil DOVR 3PDLQIDLQV
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The other important takeaway is the differing language used in each
bill.**® While this variance may seem inconsequential at first, even minor
GLITHUHQFHV LQ SKUDVLQJ VXFK DV IKH DHLUPDILYH 3PD\ VXEVILIXIH™ RU QHJIDILYH
3GR QRW VXEVHLIXIH™ FDQ DINHFI SUHVFULELQJ WHQGHQFLHV 17® Formats that make it
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reinforces the positive view that biosimilars are safe and effective when
dispensed properly.1%

SHTXLULQJ WKH SUHYHQIDILYH 0DQJXDJH LH 3GLVSHQVH DV ZULIHQ™ RU 3GR
QRWVXEVILIXIH™  IUHTXHQHIO\ XVHG ZLIK FKHPLFD0 GUXJV®® may not only give the
impression that biosimilars are not to be trusted, but would also likely make
it easier for physicians to prohibit biosimilar substitution.?®® Such ease of
prohibiting substitution is associated with significantly reduced generic drug
use.?t 2Q WKH RIKHU KDQG WKH DIILUPDILYH 3PD\ VXEWILIXIH™ SURPRIHV
biosimilar use,? but prevents over-substitution through the reversed
presumption and opt-in protocol 2%

ORUHRYHU WKLV SURYLVLRQ GRHV QRI FRQIOLFI ZLiK WKH %LRVLPLODUV BV
language that aQ LQIHUFKDQJHDEOH ELRVLPLODU PD\ EH VXEVILIXIHG 3ZLIKRXI the
intervention of the healthFDUH SURYLGHU “2°* The prescribing doctor
preemptively opts in, authorizing the pharmacist to substitute the prescription
ZUWKRXI DQ\  IXUIKHU SHUPLWLRQ RU S3LQIHUYHQILRQ™ needed from the
prescriber.2% Once a prescriber signs off on substitution when writing the
prescription, the pharmacist need only provide notice to the prescriber and
patient if a substitution actually occurs, not permission when actually
performing the substitution.2%

3. Notice, Not Consent, Is Mandatory

Notice to both patients and physicians should be mandatory, but not
patient consent, because it significantly reduces substitution rates when

198. See BIOTECHNOLOGY INDUSTRY ORG., BIO PRINCIPLES ON PATIENT SAFETY IN THE
SUBSTITUTION OF BIOLOGIC PRODUCTS, supra hote 163.

199. See Wheaton, supra note 192.

200. See id.; see MASSON & STEINER, supra note 152, at 89.

201. M
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required.?’” This in turn drives up costs for both consumers and healthcare
systems.?% States that require patient consent for generic drug substitution
have experienced substitution rates 25% lower than those without such
requirements.?®® Further, eliminating consent requirements could save more
than $100 million in Medicaid coverage expenses.?!? Laws requiring consent
may increase undue patient anxiety towards biosimilars (and generics) and
deter their use.?!' This ultimately forces individuals, employers, and
taxpayers to shoulder higher healthcare costs.?!?

The lack of mandatory patient consent does not preclude the normal
dialogue between prescribing physician and patient, as well as patient and
pharmacist, in which the patient may still choose the innovator drug over the
biosimilar.?** This proposed protocol would still require that the patient and
prescriber receive notice of a substitution,?* and that all parties involved
make a well-informed decision with patient health as the priority. In fact,
eighteen pharmaceutical companies, including Hospira, Actavis, Amgen,
Genentech, and Sandoz, all support such a notice requirement.?*

In 2010, the Congressional Budget Office estimated that a well-
implemented biosimilar system could save the federal government between
$9 billion and $12 billion over ten years.?'® More recently, Express Scripts
estimated that the first two biosimilars expected to enter the U.S. market
would save patients and insurers around $22.7 billion in healthcare costs
over the first ten years.?!” Thus, requiring consent would undercut the
VAVIHP{V HIILFLHQF\ and savings.?*8

207. EXPANDING THE USE OF GENERIC DRUGS, supra note 22, at 7-8; see LEIGH PURVIS, AM.
AsSIN OF RETIRED PERS. PUB. POLICY INST., A SENSE OF DEJA VU: THE DEBATE SURROUNDING
STATE BIOSIMILAR SUBSTITUTION LAWS
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within an Art Group ZKR 3URXILQHO\ H[DPLQH SDIHQNI DSSOLFDILRQV IURP
competitors regarding highly similar subject matter,” which has not been
found to misappropriate trade secret protection or infringe patent rights.?*°

Lastly, while the Freedom of Information Act allows any member of the
public to obtain access to federal agency records,?® the information
submitted to the FDA by both biologic and biosimilar applicants is protected
E\ 3([HPSILRQ ~ ZKLFK SUHFOXGHV GLVFORVXUH RI UDGe secrets.?*’

7KH %LRVLPLODUV $FH#V SURKLELILRQ DIDLQWW SXEOLF GLVFORVXUH HKH ) = SV
strictly internal use in promoting the public good, state trade secret laws, and
IXGLFLDO UHVSHFI IRU WDGH VHFUHIV D00 VKRX0G DOOD\ GUXJ PDQXIDFIXUHUV]
concerns about providing their information to the FDA and avoid trade secret
misappropriation issues.?*?
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Public policy?? also demands the use of the proprietary information to
ensure applicants meet the necessarily high standards?®® of biosimilarity and
interchangeability. The public policy consideration of maintaining
medication quality, safety, potency, and efficacy is paramount.?®* Any minor
trade secret limitation (again, only for internal FDA use) is justified,
particularly in light of the economic benefits provided through the exclusivity
periods.?%®

V. CONCLUSION

2Q ODUFK IIKH ) = $ DSSURYHG 6DQGR]{V =DU[LR D biosimilar of
$PIHQIV filgrastim biologic that boosts the weakened immune systems of
cancer patients undergoing chemotherapy.?®® Express Scripts has estimated
IIKDIF RYHU WKH QHW #HQ \HDW =DU[LR{V LQWRGXFILRQ LQ WKH 8QLIHG GIDIHY PD\
save $5.7 billion in drug costs.?’

) XUIKHU LQ 6HSIHPEHU IKH YHGHUDO &LUFXLW GHQLHG P JHQYV DIlHPSH
to extend its July 2015 injunction against Zarxio,?® essentially lifting the
injunction?®® and paving the way for Sandoz to market the first biosimilar in
the United States.2’® = KLOH =DU[LR LVQTN H[SHFIHG IIR 1X00\ SHQHIUDIH KH PDUNHI

262. See 3 MILGRIM & BENSEN, supra note 237, at 12-20.2 to 12-20.3.

263. Kanter & Feldman, supra note 153, at 74; see MARGARET HAMBURG, FOOD & DRUG
ADMIN., supra note 70.

264. BIOTECHNOLOGY INDUSTRY ORG., BIO PRINCIPLES ON FOLLOW-ON BIOLOGICS, supra
note 34.

265. See 3 MILGRIM & BENSEN, supra note 237, at 12-20.2 to 12-20.3 and accompanying text.

266. Rockoff & Loftus, supra note 69; Noonan, FDA Approves Sandoz Filgrastim Biosimilar,
supra note 11 (noting, however, thadoz FKAI
failed to provide its biosimilar application and informadion).

267. Tavernise & Pollack, supra note 90.

268. Federal Circuit Denies Amgen{s Emergency Motion for a Temporary Injunction in
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for one to five years,?’* these moves by the FDA,?"? the Federal Circuit,?"
and biopharmaceutical manufacturers?”® nonetheless are promising
indications that the biosimilar market may be ready to take flight
domestically.

" HVSLIH WKH ELRIHFK LQGXVIUNYV SRVLILRQ DI IKH IRUHIURQW RI DGYDQFHV LQ
science, health, and business, the legal sector appears to be struggling most
to keep pace with these developments. The idea that a biosimilar system
cannot exist in the United States is based on the mistaken belief that laws
governing chemical drugs should apply to biologic drugs. Eschewing the
substitution practices traditionally used for generic chemical drugs would
avoid the inertia threatening to inhibit IKH LQGXWU\{V JURZIK DQG prevent the
benefits of affordable breakthrough medications from reaching patients.

Federalized substitution standards such as those set forth in this article
would incentivize drug manufacturers to create interchangeable biosimilars
that pharmacists would more readily substitute in place of a pricier biologic.
Failure to account for the differences between biologic and chemical drugs,
as well as the greater variance between an innovator biologic drug and
biosimilar, would likely lead to inconsistent biosimilar substitution laws
between states, disparate substitution practices by doctors and pharmacists,
unequal medication access for patients, and increases in healthcare spending.

Yet, one cannot forget the human impact, because at its most
fundamental level, the implementation of a successful biosimilar system
means patients across the country, like Mr. DelLuca, can worry less about
how they will survive paying exorbitant medical bills, and more about how
they will survive keeping up with ten grandchildren.?’
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271. 1d.

272. See Rockoff & Loftus, supra note 69.

273. See Federal Circuit Denies Amgenfs Emergency Motion for a Temporary Injunction in
Amgen v. Sandoz, supra note 268.
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