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Allison Schmitt 00:30

Hello everyone, and welcome to today's Startup Series program. Today we're going to be exploring the
biologics, price competition, and innovation act -- BPCIA -- and Hatch-Waxman 101. So you may be
looking at these terms and thinking, what is this and why do | care about it? Well, by the end of this
webinar, you're going to have a very good understanding of why you should care about this. And so I'm
delighted to have our two speakers with us today who are both experts in these topics from Fish and
Richardson. Madelyn McCormick, who is a Principal at Fish is a patent litigator, and she's represented
leading pharmaceutical, biomedical, medical device and life sciences companies as part of her practice,
as well as new and emerging entities. So she can bring that experience to the table as well. She's
highly engaged in Fish's Life Sciences litigation practice, and so she both asserts and defends patent
and trade secret claims, and technology related disputes in federal district court and arbitration forums.
Joining her is Dexter Whitley, who's also a member of Fish and Richardson's litigation team. He is also
a Principal at Fish and Richardson. His practice focuses on complex patent cases involving a range of
technical areas. His particular focus is Life Sciences, pharmaceutical, biotech and Hatch-Waxman
litigation. So both Maddie and Dexter have been involved in litigation from the very beginning to the
very end, and they're going to be able to provide that perspective to you as very experienced litigators
who have dealt with the ins and outs of these areas that we're going to be talking about today, and who
think very strategically about these issues. So with that, I'm turn things over to our speakers.

Dexter Whitley 02:07

Thank you, Allison. Thank you all for joining us here today. As Allison mentioned, my name is Dexter
Whitley. I'm a principal in Fish's Atlanta office, and | will be covering the Hatch-Waxman portion of
today's discussion. Maddie is going to cover the BPCIA and all the intricacies and differences there, but
| want to focus our conversation for today with respect to the Hatch-Waxman Act by talking about some
of the key differences or some of the significant portions of the Hatch-Waxman act. So the Hatch-
Waxman Act covers drugs, and these are molecules that, in the past decade, decade and a half, we
have considered it as drugs. Small molecules that are easy to manufacture are the types of drugs that
are covered by the Hatch-Waxman Act, as opposed to the BPCIA, which covers larger types of
molecules that have different efficacies for different types of disorders. One important requirement for a
generic entering the market under the Hatch-Waxman Act is this ideal of bioequivalence.
Bioequivalence simply means that the generic drug enters and reaches the body at the same rate and
in the same amount as the branded drug upon which it's based, right? So the drug has to become
available to the body at the same rate and in the same amount as the branded drug. An important
benefit of the Hatch-Waxman act to the branded drug manufacturer, is this idea of a 30 month stay. So
if a Hatch-Waxman litigation is instituted, if the branded drug manufacturer -- within the statutorily
required timeframe -- the FDA is stayed from approving any other drug application for that drug, for 30
months after the filing of the suit. A benefit of the Hatch-Waxman act for the generic is this idea of
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generic exclusivity. The first generic to file for a generic drug application has a period of exclusivity
where they are the only generic that is allowed on the market. So that's a great benefit to the generic.
Another key feature of the Hatch-Waxman Act is the orange book. This is a listing of patents that
covers the branded drug. And these are the patents upon which at Hatch-Waxman litigation can be
instituted. So it's very important that the branded drug manufacturer is aware of its entire patent
portfolio and that it lists all patents within a certain type that covers this drug within the orange book, or
it risks losing the ability to sue a generic under the Hatch-Waxman act. So it's very important that
branded drug manufacturers are aware of the orange book and the requirements around it. Specific to
the orange book, there are only two types of patents that can be listed in the orange book to cover a
branded drug, patents on the active moiety on the drug chemical itself and patterns on the method of
using that active moiety. Those are the only types of patents, unlike the BPCIA, that can be brought in a
Hatch-Waxman suit. And related to those patents is this idea of patent certifications, so a branded drug
company seeking approval for a generic drug has to certify that it is aware of the patents in the orange
book that covers the branded drug and makes certain representation to the FDA, and also provide
notice to the branded drug manufacturer of its knowledge of the patents and how it feels that it can
proceed with its generic approval process in light of the patents. And we'll talk about patent
certifications in detail in a bit. And also, this ideal of carve outs. As some of you may know, a drug
comes with a label, a label that are the instructions for the use of the drug, and there are certain
indications and other information in the label, and infringement can be based upon the information
that's described in the label. So one avenue for generics is to carve out or remove certain indications
from the label, and that gives them a basis of non infringement by carving out certain portions of the
label, and we can talk about that in more detail later in our conversation today. So a key thing to
understand about the Hatch-Waxman Act is that it's a compromise. It's a compromise between two
competing interests, right? It's the compromise on the branded side to continue to incentivize branded
drug companies to make the large financial and research investments into coming up with new drugs to
treat disorders and diseases amongst a certain patient population. Drug development is not easy. Drug
development is not cheap. Costs a lot of money to develop a new drug, and we want to continue to
incentivize that innovation in the pharmaceutical space through the Hatch-Waxman act. While at the
same time, branded companies are interested in bringing generic drugs to market at a lower cost, and
this is a benefit to that same patient population, where they have options in the market to purchase life
saving, in some instances, drugs at a lower cost compared to the branded drug. So there are two
competing interests here: continued investment in making new drugs, which is very expensive, but also
offering low cost alternatives to patients, so that there's an evenness in the market. So the Hatch-
Waxman Act was designed to address both of these competing interests. So what exactly were the
results of this compromise? For the branded industry, they receive a five year filing exclusivity for their
new chemical entities. So if a branded company has developed a new drug that evolves into an
approved drug that enters the market, the Hatch-Waxman act bars a generic from entering the market
for five years after the approval date. Now there's a key exception to that that we will talk about later in
this discussion, but essentially this five years of market exclusivity for the branded drug company. The
branded drug company also receives a three year marketing exclusivity based on new clinical trials. So
this three year marketing exclusivity is tied to the information and the drug label and the new data that
was generated via clinical trials, right? So the five year exclusivity is tied strictly to the filing and
approval of the new drug. The three year market marketing exclusivity is tied to the label and the
indications and the data in the label. So there's two separate avenues for exclusivity for the branded
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drug company. And importantly, the branded drug companies also receive -- as part of the compromise
-- patent term extensions on their patents. So as we may know, some of you may know, the term for a
patent is 20 years from the filing of the patent application. However, in most cases, a patent is filed on a
new drug entity before that drug receives FDA approval. So what the Hatch-Waxman allows is for the
branded drug company to retain some of the time that was spent in the regulatory process before they
can even market their drug through these patent term extensions, so the time that the drug spent in the
FDA under the regulatory process, that time can be added back to the full term of the patent, which is
very important, since there was not an actual product on the market at the time. So the patent was less
useful during that regulatory timeframe. The generic industry gained, through the Hatch-Waxman Act,
the ability to come onto market and have their drugs approved through an abbreviated new drug
application and ANDA. And what's significant and important about an ANDA is that ANDAs do not
require clinical trial data, so that removes about six and seven years of the approval process from the
application. So by removing the need for clinical trials, the application and approval process is sped up
by about six or seven years. So that is a great boom to the generic industry. The generics also receive
180 days of generic drug exclusivity for paragraph four filers. I'll explain what a paragraph four filer is a
little bit later, but essentially, the first generic to file for generic drug with the FDA receives 180 days of
market exclusivity where they are the only generic drug on the market. So that's a great benefit to the
generics. The generics also receive the ability to develop a drug product, a generic product, without
worry of infringement through the safe harbor components of the Hatch-Waxman act. So essentially,
research and development for the purpose of receiving FAA approval is not an infringing act under the
Hatch-Waxman act. So generics can do all the research and development that otherwise would be or
could be infringing activities under the Hatch-Waxman act without worry of infringement. The
infringement comes into play once they file their ANDA and certify against the patents in the Orange
Book, which we'll discuss a little bit later. And a benefit to both the branded industry and the generic
industry is the ability to have a court decide patent issues prior to launch. This is a benefit for the
branded industry because they can bring a patent infringement suit prior to the launch of an infringing
product, and this is a benefit to the generic industry, because they will know whether or not they have
the freedom to launch and the ability to do the large scale investment and marketing prior to FDA
approval, so they know whether or not they should start investing in marketing prior to their approval of
their drugs, and it clears away some of the roadblocks that would otherwise be in place without the
Hatch-Waxman act.

Dexter Whitley 13:09

Okay, so | want to go through a few key concepts of the Hatch-Waxman act to orient us as we as we
discuss the act and how litigation plays out under the act. So the Hatch-Waxman act amended both the
Patent Act and the Federal Food, Drug and Cosmetic Act. So two different statutory regimes were
amended with the passing of the Hatch-Waxman Act. The Hatch-Waxman Act allows for several
different routes of approval for a new drug or a generic drug, which are important and there are some
key distinctions between the various pathways where a patent can be approved through the Hatch-
Waxman act -- well, excuse me -- where drug approval can be achieved through the Hatch-Waxman
Act. The Hatch-Waxman Act also provided these patent term extensions that | just mentioned, and it
gives both the branded drug manufacturer and the generic drug manufacturer certain exclusivities
which are there to incentivize continued development of both new drugs and generic drugs. The
Orange Book is a key part of Hatch-Waxman litigations. The Hatch-Waxman litigations are triggered by
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the patents listed in the orange book. And the Hatch-Waxman created these safe harbors for research
and development for the generics. And then we have the certification process, where the generic
company must give notice to the branded company that they are filing an ANDA for approval of a drug
that is covered by patent. Then we have the patent challenges that allows the generic to come on to
market sooner than they otherwise would be able to, if they are able to prove that they are 1) either not
infringing the patents listed in the orange book or 2) the patents listed in the orange book are invalid.
And again, we have the 30 day state of approval, which is a huge boon to the branded manufacturers,
and a 100 day exclusivity, which is a huge boon to the generics. So as | mentioned before, the Hatch-
Waxman act concerns drugs, right? And again, we're typically thinking about drugs in the way that we
have traditionally thought about them -- small molecules such as such as acetaminophen, right? That
are relatively easy to manufacture and are governed by the Food, Drug and Cosmetic Act. And the key
thing about these types of drugs is that they are typically protected by a small number of patents. You
don't have a huge universal patents on different aspects of the drug or the container. Are there
methods of administration, are the methods of manufacture that we see with some of the drugs that
Maddie is going to discuss with the BPCIA, right? Typically a very small universal patent, which makes
these Hatch-Waxman litigations typically easier to manage than the BPCIA for a variety of reasons.
And these drugs that are covered -- that the Hatch-Waxman Act covers -- are distinct from biologics,
which are typically much larger molecules. And most cases, we're talking about monoclonal antibodies
like adalimumab, which are huge. The biologics are much harder to make than these small molecules.
They require living tissues and living organisms to reproduce the drug. And the biologics are governed
by the BPCIA, which Maddie will discuss, and frequently protected by a very large number of patents
that covers a variety of different subject matters that are not eligible for the Hatch-Waxman act. So |
thought it would be useful to put things in context by discussing the lifeline, or timeline for drug
development, with respect to the branded drug manufacturer, which is at the top in the light gray, and
for the generic competition, which is at the bottom in dark gray, and where the patent protection falls
into these timeframes, right? So drug discovery can be a decades long process. It's very labor
intensive, very research intensive, very financially intensive. So it is incumbent upon Congress to
continue to incentivize companies to undergo this costly and time consuming process, right? So drug
discovery can take up to a decade to find a candidate drug that a company feels is worthy of filing for
FAA approval. So once a candidate drug has been discovered through the drug discovery process, the
branded manufacturer reaches out to the FDA and files an investigational new drug application, an IND,
right? So once the IND has been approved, and what's contained in the IND, it's all the preclinical
testing that has been done on the candidate drug, all of the in vitro testing, all of the in vivo animal
testing, and all of the information that has been gathered to date to show that the drug is both safe and
efficacious -- to a certain extent -- the branded company then files the IND, if it's approved, they can
begin to start clinical trials, or phase one through three clinical trials, where they collect data showing
that the drug is safe and efficacious and a specific human patient population. If those clinical trials are
successful, the branded company then files an NDA with the FDA to seek approval. Then there's the
NDA review process, and then the NDA is ultimately approved. But the branded drug company is not
off the hook. They must continue to monitor and test and study the drug after it's entered the market to
ensure that it's continued safety and efficacy. The generic competition timeframe is truncated compared
to the branded drug, and usually the generic starts to accumulate resources and start its research and
development process right around the time that the branded drug is approved by the FDA, or maybe
somewhere in between. Somewhere before their approval process. The primary focus of the generics
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at this point in their research and development activities is to determine whether or not their candidate
generic is bio equivalent to the branded drug. Again, that it enters and acts in the body in the same way
as the branded drug. Once they have accumulated enough data where they think they're in a good
position to file for approval, they file the abbreviated new drug application with the FDA. If that is
approved, then the generic can enter the market if there are no patent hurdles preventing their entry
into the market. And this is where the patents come in. The branded drug company typically files their
patent application during the drug discovery process, at least pre-IND process, right? Because now
they've discovered a drug that they think is useful and it's eligible for pattern protection, they want to
make sure that they're in line to have that pattern protection. And the patent approval process can take
up to two to three years, so you want to get a head start on that. So eventually a patent is going to
issue on the new drug, but that may happen while the drug is still undergoing FDA review for approval,
and that's time that's lost on the patent, which is why the patent term extensions available through the
Hatch-Waxman Act are so important for a branded drug manufacturer. And this entire process for the
branded drug manufacturer could take up to three decades. Drug Discovery takes a long time. The
clinical trials can take up to six to seven years, and the approval process can take two to three years.
So this is a very long term investment for the branded drug company.

Dexter Whitley 21:17

I've gone through this, but | just want to key into the timeline for the branded drug manufacturer and
point out some key time points. So again, the drug discovery period can be extended. And then you
have the preclinical testing. You apply for the investigational new drug, and then you go through your
three phases of clinical trials. And then this is at the point where at the point of filing the investigational
new drug application, is where the recoverable pattern term period starts. So if it takes 9 to 15 years
from the approval of the IND application to the approval of the actual new drug application, you could
recover those 9 to 15 years on your patent term. So that's very substantial and very significant.
Outlined here also is the safe harbor period, and this is for the generic. So the generic company is not
liable for patent infringement, for the acts that it is conducting to do the research necessary to bring an
ANDA application to file through the provisions of the Hatch-Waxman act. So these are all within the
safe harbor. These will ordinarily be infringing activities, but the Hatch-Waxman statute allows for these
research and development type activities that are strictly for approval of the generic drug application.
And just to take an idea of what we're dealing with here when we're talking about drug discovery, right?
So the drug discovery period can be from three to six years just to find a good candidate for the
submission of an investigational new drug application. Drug Discovery starts with around 5 to 10,000
different compounds that need to be tested and assayed before you even have a good candidate for
FDA approval. Then you reach the preclinical studies, which again, are the in vitro and animal type
studies that are conducted, and you have about 250 candidates at this point. And by the time you reach
the point where you're confident that you can file an IND, you've whittled that number down to about
five potential drug candidates you want to go to clinical trials. That's a six to seven year process before
you're confident that you have the data required to file a NDA. And then once we're at the NDA
submission point in our timeline, we're down to one FDA approved drug, if it passes the scrutiny by the
FDA and is found to be safe and efficacious. And then you have to deal with the large scale
manufacturing of the drug so that you can enter the market and that you have enough of the drug to
serve the relevant patient population. So | mean, this is a very, very, very intensive process. It's starting
with a lot of compounds and a lot of work just to get to one FDA approved drug, which is why the
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branded drug companies were really seeking to continue to have a mechanism and a regulatory
pathway that will allow them to continue to invest the millions upon millions of dollars that it takes to get
to this one approved drug. And again, focusing in on the generic competitors on the timeline. They're
accumulating resources during the NDA approval process. They want to make sure that their drug is
bio equivalent. Once they are confident that they have bio equivalency, they file the abbreviated new
drug application that will allow them to enter the market as a generic, and the FDA approval process
from the following of the end to the generic actually entering the market is between 18 and 36 months.
So it's a very truncated timeframe compared to what the branded companies are facing from the
beginning, from the start of development to entering the market. Alright, so the Hatch-Waxman Act
allows for several different routes of drug approval. Most important for the branded drug company is the
505 b1, or the NDA route of approval. And the NDA route, as we just discussed, requires full clinical
trials to determine the safety and efficacy of the drug, and also a declaration in the Orange Book of the
patents that cover the drug. There's also an intermediate hybrid route that drug manufacturers can
follow. That's the 505 b2 or the paper NDA route. The paper NDAs do not require the extensive full
phase one, two and three clinical trials. When filing a paper NDA, the filer can rely on safety and
efficacy data, and published articles are also data that was generated by another company, so they
don't have to do their own testing on safety and efficacy. They may be required to do partial clinical
trials on any aspect of the drug that has changed from what is known about the drug previously. So if
they've changed some inactive ingredient, they may need to run smaller clinical trials to make sure that
there isn't some issue with the inactive ingredient. We see paper NDAs most commonly in the context
of what we call grandfather drugs. These are drugs that were on the market prior to the FDA approving
drugs. So think -- prior to 1950 -- drugs that were already on the market prior to 1950 and | could have
the exact date incorrect, but these were drugs that were already being sold but had never gone through
the FDA approval process. And there are benefits to being the first company to have an FDA approved
older drug, because some hospitals only allow the administration of FDA approved drugs. So if you
have a drug that that's been out there forever, but has no FDA approval, and you're the first to get FDA
approval, there can be some benefits to that. The third pathway is the ANDA pathway. This is for the
true generics. Again here, because we want an abbreviated approval period that doesn't require the
cost and time investment required with clinical trials, there's clinical trials are typically not required for
the ANDA pathway, and you can rely on the data previously generated on the approved drug. You must
be an ANDA filer You must certify against the patents in the orange book and make certain statements
as to how you're going to avoid those patents, whether or not you're going to take them on directly,
either saying that they that you do not infringe or the patents are invalid. That's a paragraph for
certification. Are there other types of certifications where you tell the FDA, you know, we will wait until
the power patents expire? Or other avenues that we'll talk about in detail a little bit later in our
discussion here. So if you petition for an ANDA, you can ask the FDA if you can change certain
ingredients are the route or dosage or strength right to in some cases, generic companies do this in
order to avoid infringement. So these are attempts at designing around the patents that cover the the
branded drug, and in some instances that you can change the inactive ingredient in some cases, right?
But this is the avenue for the generic companies to bring a generic drug on the market. Okay? So the
benefits that are elicited through the Hatch-Waxman Act are these exclusivities, right? These are
incentives to companies to go through this pathway for drug approval, because they are going to be
granted certain exclusivities. We mentioned some of these already, the five year data, new chemical
entity exclusivity for the branded company, the 100 and 180 day generic exclusivity for the generic and
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the three year marketing label exclusivity for the branded company. And there are also some follow on
exclusivity. These that | won't discuss in great detail today, but there's a pediatric exclusivity that is
granted if you can show that your drug is efficacious and safe for our pediatric population. So the FDA
will give you some extended the Hatch-Waxman Act gives you some extended exclusivity if you can
show that. And there's also the orphan drug exclusivity, where the Hatch-Waxman act incentivizes
companies to develop drugs for diseases or disorders that are relatively rare and has a and have a very
small patient population. So the financial incentive may not be as large as a drug that for a drug that's
for a disorder that's more commonly seen, right? But we still want incentivize companies to treat these
disorders, even though a large patient population is not affected. So you there are certain exclusivity
surrounding orphan drugs also.

Dexter Whitley 31:01

So the five year data exclusivity, for which is a benefit for the branded companies, prevents the
submission of an ANDA generic drug application for the same act of more loyalty for five years, right?
And this covers the drug only. Doesn't cover anything surrounding the drug's container to the
packaging, or anything like that. This is only on the chemical compound that is covered by a patent that
is the active ingredient of the new drug. So again, a generic application can be filed for five years
unless the ANDA applicant submits a paragraph four certification, and a paragraph four certification is a
notice to the FDA that the ANDA filer believes that their version of the generic does not infringe upon
the patents that covers the drug in the orange book, or that the patents that cover the drug in Orange
Book are invalid. And if a branded company timely file suit upon the filing of an ANDA via the paragraph
four route, the FDA is prevented from approving that ANDA for 30 months from the five year date. So
there's a 30 month stay on approval of any competing drugs on the market if the branded company files
suit within a statutorily designated time frame. The benefit for the generics is the 180 day exclusivity. It
protects the first generic to challenge a listed patent, no other ANDA application can be approved until
the expiration of the 180 days from the filing of the first ANDA application. Interestingly, something that
generic companies should be well aware of, is that this date can be shared. There can be more than
one first to file applicant. So it is incumbent upon the generic companies to be aware of when the first
date for filing an ANDA is available that four year period if you're going to file a paragraph four
certification to be the first generic or one of the first generics to file an ANDA on blockbuster branded
drugs. You know, the generic companies are typically well aware of the first day that they can file an
ANDA because they all want to be first in line to receive the 180 day exclusivity. So it's important that
generic companies are aware of the first day that they can file the ANDA applications. And this 180 day
exclusivity is immensely valuable to generics because all states have a mandatory substitution law
where hospitals and doctors and prescribers must substitute a therapeutically equivalent generic
product for a branded product to lower costs, and so that that is a requirement in all 50 states. So if you
are the first branded company to enter the market, you have this 180 day exclusivity. All prescriptions
must be on your -- for the most part 00 must be on your generic version. So you're the only you're the
market leader for that 180 day period. Alright, so that brings us to the orange book. So the Orange
Book is shorthand for the approved drug products with therapeutic equivalents evaluations. So call it
the orange book because people don't want to say all of that all the time. And the Orange Book is
where patents that cover the branded drugs are listed. So for a patent to be eligible to be listed in the
orange book, it must claim a drug, a chemical entity, or a method of using that drug or chemical
industry, for which a claim of patent infringement could be reasonably asserted. In 2003 there were
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reforms to the orange book so patents that cover packaging, metabolites, intermediates, mechanisms
for administration, those types of patents are not eligible to be listed in the orange book, and those
types of patents cannot trigger patent suit under the Hatch-Waxman Act. Only patents that cover the
drug and their method of use. So it's extremely important that a branded drug manufacturer be aware of
the timing requirements for listing patents in the orange book, because if they miss these deadlines,
they are at risk of not being able to avail themselves of the Hatch Waxman Act and the special type of
litigations that it allows. So the NDA sponsor, the branded drug company, must submit within 30 days of
approval of their NDA the patents that cover their drug. Any patents that are submitted after that 30 day
deadline, ANDA's do not have to certify for. So that you don't have access those patents will not trigger
a Hatch Waxman litigation. And if a branded company receives a new patent after approval, it must be
filed within 30 days of issuance in order to be listed in the orange book. So you have your drug
approved, and two months later you have a new patent that's eligible for listing and covers that drug,
you must list that patent in the orange book within 30 days of issuing or you're not allowed to and you
can't avail yourself of the Hatch Waxman litigations or patent litigations. So what's interesting about the
Hatch Waxman Act is that it has created an artificial act of infringement, typically for patent litigation,
there must be an allegedly infringing product on the market or available for sale at some point -- a
theoretical product or product is still in development but is not actually being offered for sale typically
does not trigger a cause of action for patent infringement. However, the Hatch Waxman Act, since
we're talking about a generic drug that is undergoing the FDA approval process, it can't be sold or
marketed until it receives FDA approval. It allows a branded company that has patents in the orange
book that covers its drugs to bring an infringement suit before that generic drug is being offered for
sale. So it creates an artificial act of infringement. So for each patent listed in the orange book, a
generic must certify to one of the following conditions, right? And these are the various paragraph
certifications that the branded drug company must submit to the FDA and give the -- excuse me -- the
generic drug company must submit to the FDA and give notice to the branded company. So a
paragraph one, certification is that no patent information exists in the orange book on that drug, right?
So the FDA can approve that ANDA whenever it's ready. So a paragraph two, certification means that
all of the patents in the orange book that covers the branded drug have expired again. FDA is free to
approve that ANDA whenever it's ready to. Paragraph three certification is a certification by the generic
company that it will not market its drug until all of the patents in Orange Book expire, right? So it can go
through the approval process. It can receive approval from the FDA, but it is not allowed to actually
market that drug until all patents in Orange Book for it have expired. So the certification that initiates
Hatch Waxman patent litigations, is the paragraph for certification, and that is a certification where the
generic company is saying that the patent is either invalid or their generic product will not infringe the
patents that are listed in the orange book. So in this complicates the approval window window, because
now what's going to happen is that the branded company is going to bring a Hatch-Waxman litigation
against the generic once they file a paragraph four certification. So for paragraph four certification, the
generic applicant must state that the application contains data from a bio equivalent drug. So again, it
meets the bio equivalents requirement of the Hatch-Waxman act, and that the generic is seeking
approval to engage in the commercial manufactured use or sale of the listed drug before the expiration
dates of the list of patents. So the patents are still active and it's still enforceable, but they're seeking
approval in spite of those patents and the factual and legal basis that the ANDA applicant believes that
the patent is invalid or will not be infringed right? So in their paragraph four certification, the generic
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applicant must state their factual and legal reasons for why they don't think they are infringing the
patents, or why those patents are invalid.

Dexter Whitley 40:48

So when a generic files a patent paragraph four certification, the generic must send notice to the
branded company within 20 days from the end of receipt acknowledgement letter from the FDA. So the
generic company will file for it and but not until they receive notification of receipt from the FDA, are
they in a position where they can then send notice to the branded company that they are filing an and
they are challenging the patents listed in the orange book for that drug. Importantly, the FDA does not
police the sufficiency of the notice letter. So the FDA is not going to do a legal analysis of the paragraph
for certification. They're not going to determine whether or not the argument is for non infringement or
invalidity or actually valid, right this they are just going to accept the paragraph for a letter, and then it's
incumbent upon the parties to then file suit and work out the various patent issues that relates to the
end of filing. So again, so for the actual patent challenge that is initiated by a paragraph for filing a
paragraph four certification. So again, the filing of the anda itself is an artificial active infringement,
since there is no product on the market and the NDA sponsor, the branded company, can sue when it's
receives the paragraph four notice from the generic company, the infringement suit will begin before the
end of end is approved again. There's no product on the market, and the branded company must bring
suit within 45 days of receipt of the paragraph for notice. This is important, like they can the branded
company can no longer avail itself to the hatch Waxman act if it misses this 45 day deadline, right? And
the consequence of missing the 45 day deadline, 45 day deadline is that they are no longer eligible for
the 30 month stay. So that means the FDA can approve the end application whenever it Deans it's
ready right where in the context, if a suit is brought within 45 days, the FDA cannot approve the end
application until 30 months after the start of the litigation. And again, the lit the stay. The 30 month stay
is tied to the patents in the orange book. If the patents in the orange book that initiated the litigation are
dismissed, then the 30 month stay goes away, right? So that it's important and incumbent upon the
branded drug manufacturer to keep the patents that initiated the suit in play in the case if they want to
maintain the 30 month stay of approval. And so this approval is stayed pending the outcome of the suit
up to 30 months this time. 30 month time frame can be shortened or extended by the court at its
discretion, and you only get 130 month stay. So if you receive FDA approval for a new drug, for a new
branded drug, and then three months later, you receive a new patent but but a lawsuit has already
been instituted that later issued patent cannot sustain the 30 month state. It's only on the patents that
were at play when the lawsuit was initiated. So while all of this is going on, the FDA is still reviewing the
generic application, the and the application, and it can get to the point of approving the end application.
And the only thing that will prevent the FDA from approving that application is the patent lawsuit, right?
So the FDA is allowed. To give an anda application tentative approval, which essentially says that this
application is ready to be approved. We're simply waiting for the resolution of the lawsuit so and the
FDA cannot grant an anda application full approval until the lawsuit has in some way resolve itself, and
the generic applicant must request full approval. So even if the lawsuit has resolved, it is still incumbent
upon the generic to reach out to FDA and explain to the FDA why it can now grant full approval to their
and to applicate application. And full approval will not be given until any blocks resulting from the
litigation are clear. That's either the expiration of the 30 month stay, what the generic wins the lawsuit,
or the case is settled. And just so as in closing, on the hatch Waxman portion of the presentation, | just
want to illustrate the effect of a generic company, entering a generic product, entering the market on
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the price of the branded product. So this chart shows the percent decrease in price of the branded
product based upon the number of generics in the market. And we see that if one generic is in the
market, there's only about a 6% drop in the price of the of the branded drug. So it's, you know, it's not
as detrimental as it could be, but as soon as there are two generics in the market, the price of the
branded drug drops by 50% right? And then there's just precipitous drop as the number of generics that
are in the market increases, right? So again, it is very important that branded companies are aware of
the time frames surrounding the hatch Waxman act when and does can be filed. It is essential that the
branded companies have good and valid patents that cover the drug drug products, because once the
generic start to enter the market, the price of their drug drops substantially. So the revenue from that
drug is also going to drop substantially. So it's very important that both generics and branded
companies are well aware of the statutory deadlines and time and timing required by the hash wax
Mack, so | will leave you with that, and | will now turn the discussion over to Maddie to discuss the
bpcia, thank you.

Speaker 1 47:42

Okay, great. Thank you, Dexter. And I'm happy to be talking to you all about the bpcia, which is the
biologics price competition and Innovation Act. And this was a law enacted by Congress in 2010 as part
of the Affordable Care Act, and like with the hatch Waxman act that Dexter was talking about, the goal
here with the bpcia is to create an abbreviated pathway for approval of biosimilar drugs, which we'll talk
about what that is in a moment, the same way that the hatch Waxman Act does for generic small
molecule drugs. So again, similar goal, somewhat of a little bit different setup, but the goal here to
foster competition, to still encourage innovators to make new drugs for us, and then also potentially
lower the cost of biologic drugs that are available in the market. So the bpcia provides a legal
framework for biosimilar manufacturers to navigate this regulatory process, while at the same time
allowing the branded biologic manufacturers to protect their innovations. So | have the same slide here
that Dexter did comparing the characteristics of the hatch Waxman Act and the bpcia. So I'm just going
to highlight a few differences here. We're talking about a different type of drug. We're talking about a
regulatory scheme that does not have a 30 month stay of regulatory approval for the biosimilar or the
generic. We don't have a nifty Orange Book. We do have a purple book, but it's a little bit different. And
then we have something that you might associate going forward with the bpcia, which is called the
patent dance. And whether that sounds fun to you or not, we'll get into some of the details there. It's a
somewhat of a intricate scheme for exchanging information before a litigation. Happens. And then we'll
talk about a couple other aspects, like notice of commercial marketing and what that means in the in
the scheme of bpcia. So what is the bpcia? We have a QR code here that you can use to look at the
text of it. It is a US statute, and it's at 42 USC Section 262, normally, | would not give you the numbers
for that, but we actually refer to some of the characteristics of the bpca by their statute name. So it can
be helpful and important to know what the actual statute is like. | mentioned the bpcia provides an
abbreviated regulatory pathway, so an ability to navigate the FDA process in a streamlined manner for
biosimilar applicants. And then I'll say it again. I'll probably say it a couple of times. The PPCA lays out
a patent intellectual property dispute resolution framework so specifically for patents, and this
framework is referred to as the patent dance. And then there's also a framework for the bio similar
manufacturer to notify the branded or biologic manufacturer of when they intend to launch their drug.
So some terms here, so you can become conversant in the names under the bpcia scheme, biologics,
as Dexter mentioned. These are large molecules. They tend to be antibodies. They can be antivirals.
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Other things that are, you know, kind of grown instead of made so small molecules can be
manufactured in the lab fairly easily. Biologic drugs usually need to be made with cells or some other
sort of living vector, as Dexter mentioned. So that's the biologic drug, biosimilars. That's the term used
to refer to a biological product that is highly similar to and has no clinically meaningful differences from
an existing biologic drug. And that bio existing biologic drug is usually can be called the reference
product, and that reference product has been approved by the FDA and is generally in use in the
market. That's your humerus, Elia Remicade. All of those are biologic drugs. Some of those have
biosimilars also on the market, and then interchangeable. Is another designation for a biosimilar type
drug. An interchangeable is going to reference a biologic, a reference product, and an interchangeable
has a few more steps clinically that that drug has to go through. It is a biosimilar, plus. That's kind of
how you can think of it. It's expected to produce the same clinical result as the reference product in any
given patient. So biosimilars have no clean, clinically meaningful differences with their reference
product, and interchangeable will have have been tested in the clinic to show that it's going to get the
same result as that reference product. So because the bpcia was enacted relatively recently, the US
market, Congress, FDA are still evaluating here the biosimilars versus interchangeable designation,
and FDA recently has has issued some guidance that they're thinking of getting rid of the
interchangeable designation. | think FDA is concerned that doctors view biosimilars as somehow less
and that's not the intention here. So just to note, while we're giving you this presentation, this law is still
evolving. Okay, so who are the players in this bpcia scheme? We have the reference product sponsor,
the RPS that is also referred to as the branded manufacturer. They are the ones who have created the
initial biologic drug that a biosimilar will be directed to. So that's the HUMIRA of the world. And then
biosimilars will create a biosimilar to HUMIRA. So the biosimilar applicant, or also, as | mentioned, we
refer to separate sections of the statute. It can also be called a subsection K applicant, because that
subsection of the statute refers to this bio, similar applicant and what they need to do to get their
products approved and. Um, both the reference product sponsor and the biosimilar applicant submit
what's called a biologics license application, the bla so, as Dexter explains in the hatch Waxman
scheme, there is an NDA, the new drug application. That's what the branded submits in under hatch
Waxman and the generic under hatch Waxman submits an A, NDA, the abbreviated new drug
application here, we don't have that nifty, sort of helpful abbreviation some people will call the BL, A,
that a biosimilar submits the A, B, L, A, but that actually is not a term used in the statute, but it can be
helpful to refer to the biosimilar application to FDA as an Abla. Okay, so a biosimilar can it's submitted
to FDA. A biosimilar application, it must demonstrate biosimilar bio similarity to the reference product,
the biosimilar bla, can set out the fewer number of diseases that they intend to have on their prescribing
information, whereas the interchangeable bla, you have to have all the same methods of treatment on
your label or prescribing information as the reference product.

Speaker 1 56:29

Okay, so Dexter went in depth into the framework the timeline, the history for launching small molecule
drugs, essentially the same timeline from invention to launch, and then when the generic is going to get
involved, applies to the bpcia, right? It takes a lot of investment to come up with a new drug. It takes
slightly less investment to create a biosimilar to that drug, or a generic version of that drug. And so the
timelines essentially apply across both. So you start with developing a biologic, or if you are a biosimilar
manufacturer, you're going to work on developing your bio similar. A little more work goes into develop
developing a biosimilar, because the manufacturing process is more difficult and more involved. So
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you're going to develop the manufacturing processes, the formulation, the indications, meaning the
methods of treatment that your drug will apply to. And you are going to perform maybe some preclinical
work, if you're the biologic, certainly clinical test thing for both the biologic and the biosimilar. Once
that's done, you file a bla with the FDA. That's your biologics license application. You're asking FDA,
giving them all the information, asking FDA to approve your drug, whether it's a biologic or a biosimilar,
if the biosimilar submits a bla, this triggers the patent dance, which we'll talk about in a minute. And
triggering a patent dance or submitting a biosimilar, bla is what gets the litigation started. So this
litigation happens in US federal courts. It can happen throughout the country, but certainly in federal
court, and the patent dance that's triggered from the bla filing can be a lot of effort or a little bit of effort
or no effort, and we'll talk about those options a little bit. There's also the regulatory framework of bpcia
has something that the hatch Waxman Act does not, and that's called the notice of commercial
marketing. So this notice of commercial marketing is something that the bio similar will give to the
reference product sponsor to say, hey, we submitted our drug to FDA. It's either approved, or it will be
approved by a certain date, or we intend it to be improved by a certain date, and then we want to
launch our drug, our biosimilar drug, in the US market, within 180 days. And this puts the branded, the
biologic company, the reference product sponsor, all those names, same thing on notice that they can
file us what's called a second wave of litigation, or it might end up being the first wave, but it's a
mechanism for the branded to say, hey, we think you infringe our patents. We don't think you should be
allowed to launch in the US. Do. Okay, so the biosimilar, at some point during this process, will attain
approval for their bla from the FDA, and the biosimilar will either decide to launch, decide to wait for
resolution of the litigation, or. Or some combination of that, a lot of times during bpcia litigation, or any
of these processes, the parties will settle. So it could be that they litigate for a little bit, but then they
settle, and then the biosimilar will launch, okay, like with the hatch Waxman Act, the bpcia has some
exclusivities. They're here on the slide. | don't think the details of them is super important. It's just
important that you know that they exist. These are statutory exclusivities, not like the 30 month stay
that's triggered in hatch Waxman. And then there are some benefits to the bio similar applicant, of
going after this kind of harder to achieve interchangeable designation. An interchangeable can get
exclusivity on the market if they do any of these things. They they either | they have they launched
earlier, or they're the first one to reach a court decision on all patents. That's just an option for the
interchangeable designation. Okay, so as Dexter mentioned, the hatch Waxman act, small molecule
drugs usually involve what | would think of as a reasonable number of patents, maybe eight, maybe 10,
maybe two, right? These can cover the compound the and the method of treatment. There might be
some relevant manufacturing patents, but those are usually not as common. Whereas in the biologic
context, because these are difficult to make, difficult to grow and can be hard to formulate, there is a lot
of opportunity for innovation. And so the process you have modifying host cells, these are the live
organism that is going to manufacture your drug for you. You have to grow these live organisms in
huge bioreactors to get enough product. That is a whole process in and of itself, that involves a lot of
work, and can involve innovation, meaning that there's something there you might want to patent, and
then refining the drug down out of the that live, you know, kind of casing or that cell, also can be a lot of
work, and then to formulate this drug that is pretty big and something that you want to have be stable
from the time it's made in these huge vats to the time it gets to you in the clinic, can also be room for
improvements and innovation. So that's the formulation stage, the formula of the drug that's going into
the patient. So all of these are something, if you're working in biologic space, you want to be thinking, Is
there something here that | can patent, or that my company can patent to help us protect our innovation
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and all of our work? So here, you know, talking about that process, | mentioned some of these types of
patents, and these can be both from the reference product sponsor, what we think of as the branded or
they can be from the biosimilar applicant, again, because the biosimilar applicant has to grow the drug
in a way that that can be difficult. So okay, so going through this list of patents here indications that
usually means, as Dexter mentioned, the method of treatment, the the use of the drug in the patient. So
like for HUMIRA and psoriasis, so the use of HUMIRA in the treatment of psoriasis, that's an indication
there can be other methods of use, like a method of imaging, or some other method of using the drug
that maybe is not on your label, or maybe it is. It can be something that the doctor does with it, or
someone else does that kind of covers that method of manufacture we talked about. These are grown
in huge vats with cells, there could be a certain cell line that you have discovered that produces a drug
in a certain way. You might patent those host those are the host cells. Methods to grow those cells,
methods to extract the biologic drug, how to purify the drug substance delivery system. So a lot of these
drugs, they're IV infused, because they are so big, it's hard to get it into your body in a usable way. But
there could be pre filled syringes or different methods of administration that might be. New, novel and
non obvious delivery devices, packaging, just all sorts of things that surround these biologic drugs that
could be patentable and that a lot of reference product sponsors may want to get patents on to protect
their intellectual property. All right, so as promised, the dance. These are just at a high level, the steps
of the dance. And here in gray, I've kind of put in here the section of the statute that this can be found.
Again, we refer to it as the patent dance, but it's laid out in 42 USC 262, subsection L. And so when
those who are doing this type of litigation are familiar with it, they start referring to things as like the
three a list or the 3b disclosures, it kind of ends up sounding like you're talking in code, but it's really
just a reference to the statute that lays out these requirements. I'm not going to go in detail into these. |
just wanted to highlight a couple.

Speaker 1 1:06:16

The the way this start starts is the biosimilar files their B L A, their application with the FDA. It gets
accepted. So the FDA says, Yes, | received this. It looks like you have all the parts. And that triggers
the biosimilars requirement to let the reference product sponsor knows that they have filed a biosimilar
application. So when that happens, the biosimilar provides their bla to the reference product sponsor.
And then some more steps are triggered. And the other step that | think is worth highlighting here is the
the next step after providing your bla is that the reference product sponsor then has to provide the
biosimilar with a list of patents that it thinks can be asserted against the biosimilar if that biosimilar drug
were sold in the US. So this is going to be most likely and usually a long list of patents that cover all
aspects of the drug. This is based on what the reference product sponsor can see in the bla or it's what
it thinks the biosimilar has to do, like packaging or methods of treatment, things like that. So that list,
unlike in hatch Waxman, there is no orange book. There is no publicly available list of patents that
cover a biologic drug, at least not until there's a litigation, and then those patents get listed in what's
called the purple book. But it's a little bit harder to find. If, say you're the first biosimilar applicant, this is
going to be your first opportunity to see the list of patents that the reference product sponsor alleges
covers their drug and therefore would cover the biosimilar drug. And then all of the rest of these
exchanges deal with pre suit contentions. So we're dealing with patents here. We're dealing with
infringement of the patent, and we're dealing with the validity of the patent, and the patent dance is all
about exchanging some of those validity infringement contentions before you get into a suit, with the
idea that maybe the parties could say, okay, yes, | agree this patent is valid. We'll wait until that patent
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expires to launch our drug or Dear reference product sponsor. We don't think we infringe any of these
patents, and here's why. And the reference product sponsor might say, okay, you know, we won't sue.
Not very often in our experience, has that happened? Now we see more biosimilar and reference
product sponsors skipping some of these steps and just getting straight to litigation. But again, this is a
new statute and a new way of doing it. So we don't know the full impact of of this patent dance here,
which is something very unique to the bpcia, okay? And then finally here, | think it's become clear in
talking about all the types of different patents, patent litigation which happens after the dance can be
huge when you're talking about bpcia litigation, because we're talking about maybe 20 to 40 patents
that can be brought in a suit. Here on the screen, we have an example of a bpcia patent infringement
suit that was brought with 20 patents. And these, you know, there are some decently old patents and
then some patents that maybe were achieved three months before this litigation was brought. So you
can see the importance of making sure that as you're developing your drug you are getting the
appropriate protections for your innovation. Is, and then also, if you're the biosimilar drug manufacturer,
understanding the scope of the litigation that you could be walking into, maybe at the time of developing
your biosimilar, so that you might be able to get out from under some of the infringement claims for
these patents. Now this is just a high level overview of the bpcia. There's a lot more detail that we could
go into here, but we hope that this has provided you to at least be conversant and maybe have some
understanding of both hatch Waxman and bpcia. Thank you. |

Allison Schmitt 1:10:42

want to thank Maddie and Dexter so much for this one wonderful presentation that you've put together.
They've put up their emails. So I'm gonna they should stop me if they don't want me to make this
invitation, but if you want to continue the conversation with them, | really encourage you to do so.
Maddie and Dexter are real experts in the space, and they are eager to hear from you if you if you have
questions, so please don't hesitate to reach out for them. | hope it's okay. | did that on your behalf. So
have a wonderful rest. Have a wonderful rest of your day, and we look forward to you joining us for our
next program. You.
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Hatch-Waxman Act is a Compromise

FISH.

‘[The Hatch-Waxman Act strikes] a balance between two potentially
competing policy interests—inducing pioneering development of
pharmaceutical formulations and methods and facilitating efficient
transition to a market with low-cost, generic copies of those
pioneering inventions at the close of a patent term.”

Novo Nordisk A/S, et al. v. Caraco Pharmaceutical Laboratories, Ltd., et al., No. 2010- 1001
(Fed. Cir., April 14, 2010), at 2.
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The Compromise

= Brand Industry (§ 505(j)(5)(F))
= 5 year “filing” exclusivity (“data exclusivity”) for new chemical entities (NCE)
= 3 year “marketing” exclusivity based on new clinical trials
= Patent Term Extension for time patented product is under review by FDA

= Generic Industry
= Use of Abbreviated New Drug Applications (ANDAS)
= 180-Day Generic Drug Exclusivity for first Paragraph 1V filer(s)
= Ability to develop product free of worry of infringement suit (safe harbor)

= Both
= Opportunity for Court to decide patent issues pre-launch
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Hatch-Waxman Act — Key Concepts

= Hatch-Waxman Act amended the Patent Act and the FFDCA

= Routes of Approval

= Patent Term Extension

= Exclusivities

= Orange Book -- List of relevant patents

= Safe Harbor

= Generic certification and notice re: patents
= Patent Challenge

= Stay of Approval

= 180-Day Exclusivity
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Hatch-Waxman Act Concerns “Drugs”

= Typically, though not always, small molecule chemistry
= Acetaminophen (TYLENOL), Ibuprofen (MOTRIN)

= Relatively easy to manufacture

= Governed by Federal Food and Drug Act and Hatch-Waxman Act

= Protected typically by small number of patents

= Distinct from biologics
= Adalimumab (HUMIRA), Erythropoietin (EPOGEN)

= Much harder to make
= Governed by Biologics Price Competition and Investment Act (BPCIA)
= Frequently protected by a large number of patents
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Drug Discovery & Development
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Drug Discovery & Development — A Long Risky Road
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Routes to Drug Approval (21 USC § 355)

= 505(b)(1) or New Drug Application (“NDA”)
= Full clinical trials, patent declaration

= 505(b)(2) or “paper” NDA

= New drugs — partial clinical trials, reliance on published safety and efficacy data, patent
declaration

= Generic drugs — partial clinical trials, reliance on unpublished safety and efficacy data, patent
certification

= 505 (j) or Abbreviated New Drug Application (“ANDA") — true generic

= Clinical trials often not required, reliance on data for the approved branded drug, patent
certification

= Can petition FDA to change active ingredient (combination drug), route, dosage or strength
= |nactive ingredient changes permitted in some cases
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Exclusivities

= Scope: drugs, combinations regulated as drugs, new antibiotics (since 1997)

= Types of Exclusivities
= 5-year “data” New Chemical Entity (“NCE") Exclusivity

180-day Generic Exclusivity

3-year “Marketing” Label Exclusivity

Pediatric Exclusivity

Orphan Drug Exclusivity
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Five-Year Data Exclusivity for NCE

= Prevents the submission of ANDAs and 505b2s for the same active moiety

New active moieties only

No generic or 505(b)(2) application can be filed for 5 years

Four-year filing option if an Orange Book patent is challenged -- Paragraph [V
certification.

If brand timely files suit, FDA prevented from approving at earliest for 30 months from 5
year date
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CDER’s Annual Novel Drug Approvals: 2008 - 2023
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180-Day Generic Exclusivity

= Protects first generic to challenge listed patent

= No other application can be approved until the expiration of 180-days of marketing by the First
to file applicant

= Can be shared (same day first to file)

= Immensely valuable to generic because of states’ mandatory substitution laws

= All states require substitution of therapeutically equivalent generic product for a branded
product
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Three-Year Label Exclusivity

= Three-year Marketing

= Prevents ANDAs and 505(b)(2)s from being approved for same “conditions of approval” for
same active moiety.

= Protects drug label information based on clinical studies (other than BA studies) essential to
approval for which the sponsor has the right of reference.

7

= But not all clinical label information is necessarily protected; must be “essential to approval.

= Further, use exclusivities can be carved out of label by ANDA applicants without impacting
AB-rating (automatic substitution by pharmacies).

= S0, what does three-year exclusivity really protect?
= Labeling/marketing of a generic drug for the “conditions of approval.”

= Subsequent 505(b)(2) approvals for same active moiety for the same “conditions of approval”
(Veloxis/Envarsus XR and Otsuka/Aristada cases).
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Six-Month Pediatric Exclusivity

= Scope: clinical studies in pediatric populations
= Requires a “written request” from FDA for studies in a pediatric population/sub-population.

= Requires studies to be conducted and submitted in accordance with WR; does not require
positive results or labeling approval.

= Drugs and biologics (2009 ACA)

= Protects active moiety; all indications, dosages, strengths

= Adds 6 months protection to end of all other exclusivities

= Listed patents also get 6 months of protection
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Orange Book Listing

= Eligibility
= Patent must claim a drug or method of using a drug for which a claim of patent infringement
could reasonably be asserted

= 2003 Orange Book Reforms — no packaging patents, metabolites or intermediates

= Timing
= NDA Sponsor must submit within 30 days of approval of NDA or supplement and patent
issuance
= |If submitted after 30 days, pending ANDAs do NOT have to certify

= New patents (after NDA approved) must be filed within 30 days to perfect issue date in OB
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Act of Infringement

35 USC 271(e)(2) makes the filing of ANDA or 505(b)(2) an act of
infringement “if the purpose is to obtain approval ... to engage in
the commercial manufacture, use or sale of a drug ... before the
expiration of such patent.”
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Patent Certification

For each patent listed in the Orange Book, Generics must certify one of the following:
= Paragraph | — patent information has not been filed
= FDA can approve ANDA whenever ready to
= Paragraph Il — patent has expired
= FDA can approve ANDA whenever ready to
= Paragraph lll — date patent will expire
= FDA can approve ANDA when patent expires and ANDA is ready to be approved

= Paragraph IV — such patent is invalid or will not be infringed by the manufacture use or
sale of the drug for which the application is submitted

= Much more complicated approval window
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Paragraph IV Certification

= (Generic applicant must state:

= That an application that contains data from a bioequivalence or bioavailability study has been
accepted for filing;

= Seeking approval to engage in the commercial manufacture, use, or sale of the listed drug
before the expiration of the listed patent(s); and

= The factual and legal basis that the ANDA applicant believes that the patent is invalid or will
not be infringed

= Generic must send notice letter within 20 days from ANDA “receipt” acknowledgement
letter from FDA

= No jumping the gun: if just “submitted” and not received for filing, paragraph IV is premature
(Allergan v. Actavis, et al, 2:14-cv-00638-JRG (E.D.Tx. 2014)

does not police the sufficiency of the notice letter
EIS. P y
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Patent Challenge

= Filing of ANDA is an “artificial act” of infringement

NDA sponsor can sue when it receives paragraph |V notice

Infringement suit will thus usually begin before ANDA approval
= |n the case, infringement judged as if product were on the market

If suit brought within 45 days of notice, ANDA approval is stayed for 30 months, provided
patent tied to stay remains in case

= Computation of 45-day time clock. (1) The 45-day clock described in paragraph (b)(3) of this section
begins on the day after the date of receipt of the applicant's notice of certification by the patent owner or
its representative, and by the approved application holder. When the 45th day falls on Saturday, Sunday,
or a Federal holiday, the 45th day will be the next day that is not a Saturday, Sunday, or a Federal
holiday. https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=314.107

If no suit within 45 days, FDA can approve ANDA at its discretion

If patent tied to stay dismissed, FDA can approve ANDA
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Stay of Approval

= Approval stayed pending outcome of suit (up to 30 months)
= Can be shortened or extended by Court

= Only get one 30-month stay
= Later listed patents require certification but do not impact first to file status or 30-month stay.

= Tentative Approval
= ANDA ready for approval but blocked by patent, exclusivity or stay
= Only eligible for “tentative” approval

= Full approval not automatic
= Must be requested
= Will not be given until “block” is cleared
= Expiration of 30-month stay
= Generic wins
FISH.- Settlement of Case fr.com | 25



Drug Prices Based on # of Generics in Market

@ Average Relative Price (avg generic / brand)

26%

Average Relative Price pel Dose

1 2 3 - 5 (& 7 8 S 0 1 2 <) “ B © T L3 e
Number of Generic Manufacturers

Source: FDA analysis of retail sales data from IMS Health, IMS National Sales
Perspective ™, 1999-2004, extracted February 2005
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Hatch-Waxman vs BPCIA

Drugs
Bioequivalence
30-month stay

Generic Exclusivity

Orange Book

Only active and method of using active
authorized in litigation

Patent Certification
Carve-outs
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What is the BPCIA?

= The BPCIA s part of the key U.S. statute, 42 U.S.C. §
262 that regulates biologic therapeutics in the United
States.

= The BPCIA provides an abbreviated regulatory pathway
for biosimilars and provides “exclusivities” to Reference
Product Sponsor (RPS) and Biosimilar Applicants (BA)
to incent development of biologic drugs.

https://www.law.cornell.edu/uscode/text/42/262

= The BPCIA lays out a patent intellectual property
dispute resolution framework: the “patent dance” and
requires BAs to notify RPSs 180 days before biosimilar
product launch.
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Biologics, Biosimilars, and Interchangeables

= Biologics: large complex molecules (drugs) used to diagnose, prevent, treat, and cure diseases
and medical conditions

= Biosimilars: a biological product that is highly similar to and has no clinically meaningful
differences from an existing reference product that has been approved by the U.S. Food and Drug
Administration (FDA)

= Inter-changeables: a biosimilar product that meets additional requirements outlined by the
BPCIA; expected to produce the same clinical result as the reference product in any given patient
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The BPCIA “Players”

= Reference Product Sponsor (“RPS”)

= An RPS may file an original biologics license application (BLA) under 42 U.S. Code § 262 — “Regulation
of biological products.” This is the common pathway for the approval of novel biologics. The RPS must
show that its product is safe, pure, and potent based on de novo data.

= Biosimilar Applicant (“BA”) or “subsection (k)” applicant

= The BAfiles a biologics license application (BLA) for a biosimilar or interchangeable product under 42
U.S. Code § 262(k) — “Regulation of biological products.” (42 U.S.C. §262(k)). The BLA must
demonstrate biosimilarity (or interchangeability) to an RP.

= A BLA for a biosimilar may set out to treat fewer of the diseases than the RP’s licensed indications

= A BLA for an interchangeable must demonstrate that the interchangeable product is expected to
produce the same clinical results as the RP for all licensed indications.
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The Basic Steps to Launch a Biologic in the U.S.

= Develop a biologic, biosimilar, or interchangeable

= Develop and protect manufacturing processes, formulation, indications, etc. (patents!)
= Perform pre-clinical and/or clinical testing

= File “biologics license application” (“BLA”) with FDA
= Biosimilars will decide whether to engage in the “patent dance” under the BPCIA
= License or Litigate (“First wave litigation”)

= Prepare materials in anticipation of litigation in U.S. Federal Courts
= Major or minor efforts to prepare to win litigation

= Biosimilar may File a Notice of Commercial Marketing under the BPCIA

= License or Litigate (“Second wave litigation”)
= Biosimilar to Obtain approval from the U.S. Food and Drug Administration (FDA)

= Biosimilar launches
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RPS Pioneer
E 06851 SAMSEI@Sclusivity for new

biological structures.

= |If BLA application is filed by same sponsor or
manufacturer of the Reference product (or a
licensor, predecessor in interest or a related
party), for a changed biological structure it must
also result in a (1) change in indications, route of
administration, dosing schedule, dosing form,
delivery system, delivery device or strength; or
(2) change in safety, purity or potency.

Four years of data exclusivity.

No follow-on exclusivity based on clinical
trials involving the same biological
structure.

Pediatric exclusivity adds six-months to
12-year exclusivity; six-months to fourf%g@gB
data exclusivity; and six-months to




?P . - &
' Interchangeable
EWE EWWify“interchangeable” license

for any use receives exclusivity against any
subsequent interchangeable license
application for any condition of use in
Reference product until earlier of:

= One year after commercial marketing by first
licensee;

or

= 18 months after court decision (appellate court, if
appealed) on all patents or dismissal of action
against first licensee;

or

= 42 months after first licensee approval if litigation
is still pending, or 18 months after first licensee
approval if no “first wave” suit is filed.
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Biologics Give Rise to Many Patents

Modify host cells to Grow cells in Extract, refold, and Formulate to stable
produce recombinant bioreactor- controlled purify to generate finished drug product
proteins conditions biologic drug with appropriate
substance delivery mechanism
(vial, syringe,
cartridge)
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Both the Reference Product Sponsor (RPS) and the

Biosimilar Applicant (BA) Seek Patents Around...

Core Patents

. O // _~ Peripheral Patents

4 /.

Necessary Area of
Clearance for
Generic/Biosimilar Entry

Image Source: Into the Woods: A Biologic Patent Thicket Analysis;
Wu, J.; Cheng, C. (2020)

FISH.

Indications

Methods of use

Methods of manufacture
Formulations

Methods to modify host cells

Methods to grow
cells

Methods to extract biologic
Methods to purify. substance
Methods to culture cells

Therapeutic delivery systems
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The BPCIA Patent Dance

Biosimilar
files
Application

Biosimilar Biosimilar
‘| Application 20 days | provides
"| accepted by | confidential
FDA info to RPS

60 days

RPS provides

Biosimilar provides

60 days | RPS with patent list

Y

patent list to
Biosimilar

and detailed invalidity
statement

RPS & Biosimilar
negotiate final list of
patents to litigate

15 days

30 days

A A

A A

Ag ree®

A

no

RPS provides
Biosimilar with
detailed statement re
infringement/validity

60 days

Biosimilar identifies
number of patents

Y
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RPS files complaint

that can be asserted

5 days

y

Simultaneous exchange
of patent lists

30 days
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\/

Litigation

First Wave of

RPS files complaint

Second Wave of

Notice of N Litigation;
Commercialization preliminary
injunction
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Patent Litigation Under the BPCIA Can Be Massive

= An average patent litigation in the USA involves 1-2 patents.

= Atypical BPCIA patent litigation in the USA can involve 20-40 patents!

Case 1:23-cv-11573 Document 1 Filed 07/13/23 Page 1 of 34

IN THE UNITED STATES DISTRICT COURT
FOR THE DISTRICT OF MASSACHUSETTS

GENENTECH, INC., HOFFMANN-LA
ROCHE, INC., and CHUGALI Case No.:
PHARMACEUTICAL CO., LTD,
JURY TRIAL DEMANDED

Plaintiffs,
v.

BIOGEN MA INC and BIO-THERA
SOLUTIONS, LTD.,

Defendants.

COMPLAINT FOR PATENT INFRINGEMENT

Plaintiff Genentech, Inc. (“Genentech™) is licensed by the U.S. Food and Drug
Administration (“FDA”) to make and sell Actemra®, a treatment for rheumatoid arthritis and
other serious inflammatory diseases. Defendant Biogen MA Inc. (“Biogen”) is seeking FDA

approval under the Biologics Price Competition and Innovation Act (“BPCIA”), 42 US.C. §§

262(k)-(/), to commercialize “BIIB800,” a proposed biosimilar to Genentech’s drug Actemra®

(tocilizumab). To vindicate their patent rights, Plaintiffs bring this Complaint seeking a

judgment of patent infringement against Defendants under 35 U.S.C. § 271(e) and the BPCIA.

FISH.

34.  Because Biogen has not complied with its production obligation under 42 U.S.C.
§ 262(1), Genentech has been forced to assess Biogen’s infringement based on incomplete
information, including, but not limited to, the above-described materials it sent to and received
from Biogen. Nevertheless, based on, among other things, such materials, Genentech has reason
to believe that the manufacture, use, sale, or offer for sale, or importation of BIIB800 has or will
infringe U.S. Patent Nos. 7,332,289; 7,521,052; 8,398,980; 8,512,983; 8,574,869; 8,734,800;
9,714,293; 9,902,777; 10,017,732; 10,336,983; 10,501,769; 10,662,237; 10,676,710; 10,744,201
10,829,732; 10,982,003; 11,021,728; 11,078,294; 11,136,610; and 11,377,678. Copies of these

patents are attached to this Complaint as Exhibits 1-20.
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