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In the 30 years since the advent

of generic drugs under the Hatch-
Waxman Act, certain patterns of
litigation and settlements have
developed. We are now entering a
stage where the courts are starting to
deal with the entry into the market
of “biosimilars”—biologic drugs

that are highly similar to or inter-
changeable with biologic drugs that
have already been approved by the
FDA (“biologic reference products”).
This relationship bears a number

of similarities to the one between
generics and branded drugs. However,
the statutory procedures for, and
economics applicable to, the advent
of biosimilar products suggest there
will potentially be some differences in
the antitrust analysis of settlements
between biologics and biosimilars
for validity, as compared to the
settlements between branded and
generic drugs.

The Biologics Price Competition
and Innovation Act of 2009 (BPCIA)
established an abbreviated pathway
for the FDA to use in approving
biosimilars. In our analysis we have
concluded that the differences in
the relationship between biologics
and the BPCIA, as compared to that
of generic drugs and the Hatch-
Waxman Act, may lead to different

considerations when settlements
between biologics and biosimilars

are analyzed under the antitrust

laws to determine whether they are
unlawful anticompetitive agreements.
In particular:

1. We may observe more frequent
“at-risk” launches of biosimilar
products, and any anticompetitive
impact of reverse payments
involving biologics may be less and
more difficult to calculate;

2. The threshold for considering
whether a payment is “large” under
Actavis will likely be higher for
biologics. Thus, it may be more
difficult to find a reverse payment to
be “large” in biologics because it will
need to surpass a higher threshold;

3. It may not be profitable for biologic
companies to launch brand-au-
thorized biosimilars. As a result,
reverse payment settlements with a
promise not to launch a brand-au-
thorized biosimilar may be viewed
as less anticompetitive than with
small-molecule drugs; and

4. Reverse payment settlements
involving biologics will likely have
early entry provisions (allowing the
biosimilar to enter the market before
patent expiration), similar to what is
observed in Hatch-Waxman cases.
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Key Legal Procedures Under
Hatch-Waxman

The Drug Price Competition and
Patent Term Restoration Act of 1984,
known as the Hatch-Waxman Act,
greatly simplified the process of
obtaining FDA approval for a generic
drug by allowing a generic company
to file an Abbreviated New Drug
Application (ANDA) to show that the
generic drug is bioequivalent to the
reference branded drug. This greatly
reduced the costs of developing a
generic, which have been estimated to
be $2-$5 million.!

Biologics were excluded from the
Hatch-Waxman Act—except for
insulin and hGH, which are regulated
as drugs—because, as late as 2004,
the FDA was expressing uncertainty
whether available science allowed

a determination of sameness of the
proposed biosimilar.2 Moreover, it
was known that biosimilars could not
be shown to be structurally identical
to their biologic reference products,
so guidelines for demonstrating
biosimilarity needed to be developed.?

Regulatory Procedures Under

the BPCIA as Compared to
Hatch-Waxman

Certain features of the BPCIA may
call for a somewhat different analysis
of the patterns of settlements
between biosimilar and biologic
companies, and of the reasonableness
of such settlements. These features
may be summarized as:

1. Lack of interchangeability for
biosimilars: The BPCIA created a
distinction between biosimilars and
interchangeable products. The FDA
has stated that it will issue draft
guidelines on the requirements for
interchangeability for biosimilars
by the end of 2016, but these

requirements will likely be much
higher than for biosimilarity alone.®
As a consequence, it could be some
time until interchangeable products
enter the market.®

2. Exclusivity period for biologics:
The reference biologic is provided
a 12-year period of exclusivity’
running from the date its product
was first licensed,® and this period
does not depend on the existence of
any patent or trade secret.’

3. Stay period for FDA approval of
biosimilars: There is no automatic
30-month stay or equivalent period
for the FDA approval of biosimilars.
However, this may not matter if
the patent litigation is resolved
before the end of the 12-year
exclusivity period.

4. Notice of intention to market
biosimilars: The Federal Circuit has
held that “[t]he biosimilar applicant
has to disclose its intention to
market starting 180 days following
the grant of approval by the FDA,
regardless of whether the ‘patent
dance’ is followed.”*® Following
such a notice, the reference product
sponsor may seek a preliminary
injunction until a decision of patent
validity, enforcement, and infringe-
ment is reached.!
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. Wait period for biosimilars’ appli-
cations: The biosimilar application
cannot be submitted until four
years after the reference biologic
was approved by the FDA .2

6. Disclosure process of Subsections (1)
(D-(2): The biosimilar applicant
may, should it choose, avail itself
of the procedures of Subsections
(D@ @®B) and (1)(2). Although
Subsection (1)(1)(B) states the
applicant “shall” provide this
information, the Federal Circuit
in Amgen v. Sandoz ruled that this

pathway is essentially optional for
the biosimilar applicant.”® Moreover,
if the applicant chooses to follow
this process, it can limit the
immediate patent determination to
a single patent (to be chosen by the
reference sponsor).

7. Lack of exclusivity period for
first-approved biosimilars: Unlike
the 180-day exclusivity granted to
first-approved generic drugs, there
is no special preference accorded
to the first approved noninter-
changeable biosimilar. While the
first interchangeable biological
product receives a certain
period of exclusivity,** because
interchangeable products are not
expected in the near term,” none of
the biosimilars products that will
launch in the short term will have a
period of exclusivity.

The Settlement Patterns and
Challenges Under the BPCIA May Be
Substantially Different than Under
Hatch-Waxman

Settlement Patterns and Challenges
Under Hatch-Waxman. In Actavis,
the first reverse payment case to
reach the U.S. Supreme Court, the
Court ruled that reverse payment
settlements would be tested for
antitrust validity by a rule-of-reason
analysis, examining the terms of

the settlement and the professed
justifications.!® Although the Court
expressly left it to the lower courts
to structure the antitrust analysis, it
called out several factors bearing on
the analysis, including the reverse
payment’s size, scale in relation to the
payor’s anticipated litigation costs,
independence from other services,
and lack of any other justification for
the payment.”

A number of reverse payment cases
have reached district and appeals
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courts after Actavis. These cases have
addressed several issues, including
whether parties could avoid rule-of-
reason analysis if their settlements
did not include cash payments.'®
Reversing the district court’s
dismissal of one action, the U.S. Court
of Appeals for the Third Circuit ruled
that “[w]e do not believe Actavis’s
holding can be limited to reverse
payments of cash.”’

Another issue faced by courts has

been how to analyze complicated
settlements, in which nonmonetary
values flow in different directions.?’
Where a transaction has numerous
components, with hard-to-value
consideration flowing in the direction
of the branded manufacturer, the courts
are presented with a difficult challenge
in determining whether the net of

the values is a large payment in favor

of the generic challenger. Faced with
this issue, the parties’ arguments have
focused on who had the burden of proof
on justification. Most or all plaintiffs
have accepted, and at least one court
has held, that plaintiffs had the burden
to prove the payment was “large.””

Expected Competition Between
Biosimilars and Biologics. As of today,
the FDA has only approved four
biosimilars?? and only one of those,
Zarxio,” is on the market. Thus, little
is known yet about the actual levels
of competition between biosimilars
and reference biologics in the United
States. However, given the charac-
teristics of biologics products and
the regulatory process established
by the BPCIA, competition between
biologics and biosimilars is expected
to be substantially different than
competition between small-molecule
drugs and their AB-rated generics.

Some of the expected differences in
competition result from the inherent

differences between biosimilars

and generic drugs. Generics will
only be automatically substituted

by pharmacies if they are found to
be bioequivalent. Since no known
state has allowed the substitution

of a noninterchangeable biosimilar,
biosimilars are expected to take a
substantially lower share away from
the reference biologic as compared to
AB-rated generics, which take most
sales away from the brand within

a few months of generic entry. As
such, biosimilar companies will likely
need to promote their products both
to physicians and to payors in order
to incentivize biosimilar sales. That
is, competition between biosimilars
and biologics will likely be similar
to brand-to-brand competition of
branded small-molecule drugs.

Moreover, the costs of developing
complex biologics could be over $100
million and take over five years.?
These are considerably higher than
the $2-$5 million of development
costs and a time span of two to three
years for generic drugs.?® This—
together with the lack of pharmacy
substitution and with certain features
of the BPCIA described below—will
likely result in fewer biosimilar

entrants for a given reference biologic.

Some of the expected differences

in competition result from certain
novel features of the BPCIA that
limit the rewards for biosimilar entry.
For example, because the reference
biologic has 12 years of exclusivity, by
the time the biosimilar is launched,
improved follow-on versions of the
reference biologic may be available
with prescriptions switched to the
follow-on product.?* Additionally,

the lack of exclusivity period for the
first noninterchangeable biosimilar
potentially limits the incentives for
early biosimilar entry. Finally, the

reimbursement rules for biologics
and biosimilars under Medicare Part
B as established by the BPCIA do not
encourage biosimilar use.”

The lack of interchangeability and
pharmacy substitution, higher
biosimilar development costs, the 12
years of exclusivity for the branded
biologic, the lack of biosimilar
exclusivity, and the reimbursement
rules for biosimilars will likely

result in fewer entrants into the
market and smaller price discounts
for biosimilars, compared to those
observed for generic drugs. Therefore,
the potential price benefit to
consumers from biosimilar entry is
likely smaller, such that any anticom-
petitive impact of reverse payment
settlements will likely be lesser for
biosimilars than for generics.

Reverse Payments May Be Less
Likely Under the BPCIA. There

are reasons to believe that reverse
payment settlements between
biologic and biosimilar companies
will be less common than with brand
and generic companies.

First, it will likely be more difficult for
biosimilar and biologic companies to
agree to the terms of a reverse payment
settlement. As long as a biosimilar is
noninterchangeable and not automat-
ically substituted at the pharmacy, the
branded biologic will generally not
lose as much share to the biosimilar
as a branded product loses to their
generic equivalents. At the same time,
because the biosimilar price is closer
to the biologic price, the joint profits
of the biologic and the biosimilar will
be relatively close to the profits that
the biologic company would earn on
its own. This means that there is a
narrower range of reverse payment
settlement amounts that would be
acceptable to both parties.
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Second, it is possible that the reference
biologic’s patents will have expired
by the end of the 12-year exclusivity
period, in which case a patent
settlement may not be necessary.
This possible reduction of patent
disputes may, however, be offset to
some degree by the fact that a greater
number of patents may be asserted
against biosimilars, for reasons
discussed below. Additionally there is
substantially more time between the
start of the patent litigation (assuming
biosimilars choose to enter into the
“patent dance”) and the end of the
12-year exclusivity period. Thus, it
is possible that patent litigation is
resolved through a trial by the time
12-year period is over, which may
reduce the likelihood of a reverse
payment settlement.

Third, because there is no exclusivity
for the first noninterchangeable
biosimilar, the incentives for

patent challenges and therefore
patent litigation may be less
common with biologics than with
small-molecule drugs. This would
also reduce the likelihood of reverse
payment settlements.

The Statutory Differences Between
BPCIA and Hatch-Waxman May
Lead to Different Considerations
When Analyzing Settlements
Between Biologics and Biosimilar
Companies Under the Antitrust Laws.
There are a number of reasons why
patent settlements between biologic
and biosimilar companies will be
different than for small-molecule
drugs?® and, therefore, why the
antitrust considerations may also be
different. The issue posed in King

v. Cephalon—*“A reasonable jury
could find that a reverse payment to
a generic manufacturer that comes
close to or exceeds the expected

profits to be earned by prevailing in
the patent litigation could induce a
generic manufacturer to forfeit its
claim”®—would involve different
analyses in the world of biosimilars.

One reason why antitrust considera-
tions may be different for biosimilars
is that—to the extent that patent
litigation is still pending after the
12-year exclusivity period for the
reference biologic—biosimilar
companies are more likely to launch
“at-risk” than small-molecule generic
manufacturers. This is because the
difference between the biologic and
the biosimilar prices is relatively
smaller than for small-molecule
drugs, meaning that an eventual
payment of damages by the biosimilar
company will be closer to what it
made as profits. As such, the risk of
paying damages due to an “at-risk”
launch will be smaller for biosimilar
companies than for small-molecule
generics. “At-risk” entry will likely be
more common in the next few years, as
biologic products are past their 12-year
exclusivity period, but, because of the
recency of the BPCIA, patent litigation
did not begin with that 12-year period.

A consequence of an increase in

“at-risk” launches is that, in the event
of a settlement, a feasible payment
from the biologic to the biosimilar

is the forgiveness of damages. And
assuming that Actavis applies to
biologic settlements, an important
question will be whether such
forgiveness of damages constitutes

a payment. On this point, two
observations should be made. First,
we have found only one court ruling
that, under Actavis, forgiveness of
damages may be considered a reverse
payment.*® Accordingly, although the
Court in Actavis noted that the courts
reviewing settlement for antitrust
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compliance might not need to assess
the strength of the underlying patents,
it is hard to see how a court could
avoid that exercise if it needed to
determine whether there was a “large”
forgiveness of damages.

Second, because competition between
biologics and biosimilars is similar

to brand-to-brand competition,
estimating the branded sales lost

due to the biosimilar entry may be
difficult because the market definition
could be broader than simply the
biologic and the biosimilar drugs
together. Specifically, because there

is no automatic substitution with

the reference biologic, and because
the biosimilar company will likely
promote its drug to some extent,

sales of the biosimilar will likely

come from (a) sales of the reference
biologic; (b) sales of the follow-on
reference biologic, if available; (¢)
sales of other non-reference biologics;
and (d) patients who were not

taking a biologic drug.® Importantly,
because sales of the biosimilars will
not be directly tied to sales of the
reference biologic (in contrast to many
situations involving small-molecule
drugs), estimating damages to the
reference biologic is likely going to

be a complex exercise, especially in
therapeutic categories with more
significant competition.

Another reason why antitrust
considerations may be different is
related to a critical question in Actavis,
namely whether the reverse payment
is “large.” This question will likely
remain in any reverse payment case
involving biologics. However, the
determination of whether the payment
is “large” and the kinds of payments
are likely to be seen will be different
for biologics. First, in Actavis, “large”
is often compared to the amount of
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litigation costs, which according to the
American Intellectual Property Law
Association (ATPLA) are approximately
$5 million for disputes involving

more than $25 million at risk.*? For
biologics, however, litigation costs are
likely much larger because biologic
disputes are expected to involve more
patents, and more complex patents, as
well as trade secret issues.® Thus, the
threshold for considering whether a
payment is “large” under Actavis will
likely be higher for biologics.

Second, certain noncash payments are
less likely to be seen in settlements
between biologics and biosimilar
companies. For example, in reverse
payment cases between small-molecule
brands and generics, one kind of
payment that has been reviewed is a
promise by the brand not to launch an
authorized generic.** Brand-authorized
generics are drugs that are sold by the
branded company as a generic, but

at a lower price than the brand. The
brand-authorized generic typically
competes with other generics on price.
In the case of biologics, the incentives
of the biologic company to launch

a brand-authorized biosimilar will

be different. Specifically, because a
brand-authorized biosimilar would be

interchangeable with the biologic, but
would be priced lower than the biologic,
it would take sales away from both

the biosimilar (as brand-authorized
generics take sales away from generics)
and the biologic. Thus, when deciding
whether to launch a brand-authorized
biosimilar, the biologic company

would need to consider the gain

from obtaining some sales from the
biosimilar versus the loss from canni-
balizing biologic sales.* Whether this is
viewed as anticompetitive will depend
(among other factors) on the level of
sales that the biosimilar would obtain.
The higher the level of biosimilar sales,
the more profitable it should be to
launch a brand-authorized biosimilar.
Taken together, this means that
brand-authorized biosimilars should
be less common than brand-authorized
generics. As a result, reverse payment
settlements with a promise not to
launch a brand-authorized biosimilar
may be less likely to be viewed as
anticompetitive because such brand-au-
thorized biosimilars would not have
launched in the first place.

Moreover, the value of not having
a brand-authorized biosimilar will
be lower to biosimilar companies
than to generic companies because

there is no 180-day exclusivity for
non-interchangeable biosimilars.
This 180-day period is when generic
companies obtain the vast majority
of their profits and is a reason why
no-brand-authorized generic clauses
have raised antitrust concerns in
reverse payment cases involving
generic drugs. Such considerations
will be different in reverse payment
cases involving biologics.

Also important, as in Hatch-Waxman,
is the fact that settlements often
include early entry provisions that

let the generic drug launch before

the patent expires without liability.
These provisions may be net procom-
petitive, as has been noted in defense
of Hatch-Waxman reverse payment
settlements.*® Such provisions are
likely expected as well under BPCIA
because a biosimilar would not have
an incentive to enter into a settlement
without such early entry provisions.
Moreover, like in Hatch-Waxman,
early entry provisions can lead to more
biosimilar competition, and not less,
and thus be procompetitive.
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