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Partly by definition, Neurontin Switchers are usjing Lyrica qwte ab

for neuropathic pain

They are using Lyrica primarily for DPN, but many are using it almost as much for idiopathic pain,
headaches, fibromyalgia, back pain, or other conditions.

P Less so, primarily because of the size of the population, they are using it for PHN.

“l use it for the whole pain gamut.” — PCP, Neurontin Switcher

Most are using it first-line, ahead of both Cymbalta and Neurontin.

P The exception is for a small niche population of patients who are also depressed, in which physicians
will use Cymbalta first.

= However, in general, many associate nausea and other Gl side effects with Cymbalta, and most
think that Cymbalta is less efficacious than Lyrica

“| reserve Cymbalta for my more difficult to treat patients; those who have failed on 1-2 other drugs. So far,
it has not lived up to my hopes for it.” — PCP, Neurontin Switcher

B Many of the Neurontin Switchers suggested they actually have used or considered using Lyrica in
combination with Cymbalta for the greater effect achieved through targeting the problem with distinct
mechanisms of action.

= A small number of physicians actually heard this suggestion from the Cymbalta representative.
= Notably, this was not heard in prior rounds of research.

“Patients on Lyrica with marginal benefits have done much better when Cymbalta is added-on. Those two
drugs seem to be synergistic.” -- Pain Mgmt. Neurontin Switcher

“Lyrica could be used in addition; I'm not sure they’re competition.” — PCP, Neurontin Switcher
“The business would say it's a competitor; | think it's actually a good adjunct.” — Neuro, Neurontin Switcher
May, 2006 HawkPartners .. Page 7
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Neurontin Switchers think that Lyrica is marked Iy superia

Neurontin for neuropathic pain

Those physicians who have switched to prescribing more Lyrica than Neurontin, tend to think
that Lyrica has better efficacy, better side effects, and easier dosing than Neurontin, and many
note that it is cheaper than even generic gabapentin.

Advantages of Lyrica Relative to Neurontin

Efficacy

“Lyrica is more potent and faster than Neurontin.” —Neuro, Neurontin Swifcher

Side effects/Tolerability

“It the #1 drug patients want to stay on. It's a miracle drug for some people. | don't get
the phone calls. | get the calls for refills but not for tiredness. People tolerate it better
than Neurontin.” — PCP, Neurontin Switcher

Easier dosing both for
physician and patient

“It’s easier to convince patients to take it since the dosage is lower. A lot of people
would get weirded out by Neurontin. But 50 mg or 75 mg? Oh, okay. That’s fine.” -
Neuro, Low Epi/Neurontin Switcher

Bioavailability/linear kinetics

“It's better than Neurontin because of the pharmacokinetics. They are like brother and
sister, the same characteristics, but very different. Overall, it's [Lyrica] better.” —Neuro,
Neurontin Switcher

Onset of action

“There’s an immediate reaction. If the patient is correct and you prescribe Lyrica,
you're bound to be successful.” — Pain Mgmt, Neurontin Switcher

Neurontin stops working/
“‘maxed” out

‘It stops working and you just have to keep raising it. At a certain point, you get so high,
you can't do anything.” — Neuro, Neurontin Switcher

Patients don’t object to high
dosing

“With Neurontin, the problem is huge dosing. The number scares them [patients]. They
say, ‘You're killing me.’ Patients just look at mgs.” — Pain Mgmt., Neurontin Switcher

Cost v. generic gabapentin

“Generic Neurontin is not any cheaper.” —Neuro, Neurontin Switcher
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Even “Low Prescribers” are trying at least som Lyrica for

neuropathic pain

Few of these physicians are against trying Lyrica; rather, many of them are slow to take it on.

P Notably, these physicians do not think Lyrica is bad for NeP; rather, many think it's at least
as good as Neurontin (which they think is good) but they are slow to see a need for it.

Most of these physicians are still in a "try it out” stage--similar to a majority of the physicians
interviewed in previous rounds of research (they appear to be a few months behind Neurontin
Switchers).

B A number of these physicians are reserving Lyrica as a switch agent for refractory patients who
are failing on other medications

P Notably, these physicians know FAR less than other physicians about the product.
“It’'s the new kid on the block. It's a work in progress.” — Neuro, Low Rxer

Notably, it was very difficuilt to find any high prescribing physicians who have not used Lyrica
at all.

May, 2006 HawkPartners .. Page 9
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Neurontin/gabapentin appears to be the primary competition for

Lyrica among the Low Prescriber segment of d
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Many physicians are reluctant to switch to Lyrica because they are comfortable with Neurontin
and therefore see no reason to switch if Neurontin is working just fine.

P These physicians have a long history with Neurontin and trust it.

B Many of these physicians are not convinced that Lyrica is any better than Neurontin in terms of
safety and efficacy.

pajsenbay] juswiieal | |enuapiuo)d
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“I'm not convinced that Lyrica is any better than Neurontin. There are few head to head trials, so it's

hard to know If Lyrica is really a big step forward, or just another drug.” — Neuro, Non-Epi

“l would need to see some data fo convince me to choose Lyrica more often. It's not enough that it's
the new drug, it has to be better.” —PCP, Low Rxer

“Neurontin is good. Anything that’s been around so long and used so much—it has to be a good
underlying thing.” — PCP, Low Rxer

A large group of these physicians write gabapentin rather than Lyrica simply because of cost
and coverage (contrary to what some Neurontin Switchers say).
B Notably, a number of the physicians who said this had very little experience prescribing Lyrica; this
could simply be a misconception for many physicians with little information on the product.

"If the generic is working, you don't rock the boat. Lyrica won't get covered unless they fail on
Neurontin." -- PCP, Low Rxer

“This is the biggest problem. [ think it costs significantly more than Neurontin. If it were the same (or
similar) price, it might make a difference.” — Neuro, Low Rxer
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Interestingly, only a few of even the L ibers prefer Cymba

over Lyrica

- V104 woJj ydwex3

Some note that Cymbalta was the "first one out of the gate" so therefore it received their
attention first.

“Cymbalta beat Lyrica to the gate and I've had very good success with it.” —Endo, Low Rxer

pajsenbay] juswiieal | |enuapiuo)d

B However, interestingly, one physician (still a low prescriber) suggested that Lyrica coming out after
Cymbalta worked to its advantage, implying it is an improvement over Cymbalta.

“It's a benefit that it came out after. | mean, it must be better than what there was before.” -~ Endo,
Low Rxer

Only one or two are prescribing Lyrica and Cymbalta together, however some have noted that
they see a synergy between the two medications.
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er, almost all PCPs

n the list of prioriti

“The symptoms are straight-forward. You have to make sure that other things are not causing it. |
usually send out for an EMG test. If a neuropathy is there, it will show it.” - Neuro, Low Rxer

That said, aimost anyone who presents with symptoms for painful DPN and mentions them will
get treated (or at least offered the option of treatment).

» While most physicians will prescribe if the patient wants medication for painful DPN, a handful
note that they would prefer to reduce the neuropathy through treating the actual diabetes (diet,
exercise, controlling sugar levels) since these patients are on a number of medications already
(and paying a lot for them).

“I'll ask them. It's not dangerous. They'll be on enough meds, you don’t want to add any if you don’t
have to. It won't alter the course of the disease.” — Neuro, Low Rxer

“If the patient is bothered, I'll prescribe them something.” — Neuro, Low Rxer

Most physicians do NOT see any increase in the number of patients being treated for DPN, nor
have more than a couple patients here and there requested Lyrica.

May, 2006 HawkPartners . Page 12
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In general, neurologists (both Lyrica users and non-users

prescribe a long list of agents for epilepsy

Notably, they do differentiate treatment options based on a number of factors: type of seizure,
age of patients, other medications being taken, comorbidities, side effect profile and cost.

» Frequently mentioned medications are Topamax, Trileptal, Depakote, Tegretol, Dilantin and
Keppra.

= Many physicians continue a number of their patients on Dilantin because they are started on it
in the ER.

= Keppra is most often used as an add-on therapy because of it's good side effect profile and
relatively low interactions.

— Also, some Neuros note that there is no need for titration and easy dosing with Keppra.

Neuros tend to use the older medications first-line and the newer ones second line.

P Overall, physicians tend to think of the newer agents as relatively similar in terms of efficacy and
safety, and find them more expensive than the older agents, with which they are more familiar.

Neuros are satisfied with the efficacy of the existing options for the bulk of their patients.

May, 2006 HawkPartners .. Page 14
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A large majority of physicians is hardly using ; rica (or not at aII) '

epilepsy—even including Neurontin W|tchers

For the most part, physicians are hesitant to use Lyrica for one or both of two reasons:
B First, there are more than enough options that work for epilepsy as is.

= Many of them are cheaper than Lyrica, and physicians see no need to determine if another
agent works.

B Secondly, because of its tie to Neurontin, physicians do not expect that Lyrica will be a
significantly good agent for epilepsy treatment.

In sum, most physicians do not believe Lyrica is a bad choice of treatment, per se; it's just not
good enough given the existing market.

P In fact, many of them are willing to (or already have) tried it once or twice--but see no
overwhelming need to "fix something that ain't broke.”

» Notably, scarcely any Neuros have actual concerns or worries about Lyrica for epilepsy.
“I've not heard anything negative, but | guess not much positive.” — Neuro, Non-Epi
“I wouldn’t mind trying it. | don’t have anything against it.” — Neuro, Non-Epi

Still some of the biggest Lyrica users are in fact using Lyrica for epilepsy, albeit for a small
population of their refractory patients or patients who need adjunct therapy.

P Those who have tried it seem pleased and even pleasantly surprised by the efficacy.

“The efficacy in epilepsy, I'm surprised. It is a lot more efficacious than Neurontin.” — Neuro, Neurontin
Switcher

May, 2006 HawkPartners .. Page 15
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First and foremost, most physicians note that [ need for

new agent

They have a plethora of agents, with which they are comfortable and which work.
B Ultimately, physicians see no need to throw another medication with which they are not yet
comfortable into the mix given that other medications work reasonably well.

P One doctor even noted that they have so many they are still trying to get comfortable with ones
which came out 7 years ago.

“For epilepsy, the majority of patients are responding well. Why do you need something else?” —
Neuro, Non-Epi

“There are so many medications that | know better; I'd really have fo change my thinking (to use Lyrica
for epilepsy).” — Neuro, Non-Epi

“l have 10-20 options. There are so many. I'm still learning the old meds. Lyrica is the new Kid on the
block. And they (my patients) do well on existing drugs. So the new one hasn’t come up. | will
consider it as time goes on, | just need an opportunity.” -- Neuro, Non-Epi

“I've got a dozen other choices and some have been out for 7-8 years and I'm still trying to figure those
ones out.” — Neuro, Non-Epi

“There are so many choices; there’s not room for another one. Lyrica is not going to be a major player

for epilepsy. When | think of epilepsy, | just don’t think of Lyrica. It has the same indications and
efficacy of all the others (there’s nothing that stands out about it).” -- Neuro, Non-Epi
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Also, given that a number of physicians think of Lyrica as the ‘'son

of Neurontin” few have great expecta lions for }; rica

In general, few consider Neurontin to be a terribly efficacious treatment for epilepsy and few
use it frequently.

B Many do think Lyrica will be slightly better, but few are compelled to use it based on it's connection
to Neurontin.

P Those less informed physicians still are unsure of how Lyrica is at all different than Neurontin.

“The thing that speaks against it is we think of gabapentin and this has a similar mechanism of
action. It's a cleaner Neurontin, but we don't like Neurontin for seizures—until something
convinces me otherwise. | view it as a pretty good medication for pain and so-so for seizures.” —
Neuro, Non-Epi

“Neurontin was never thought to be a good epilepsy medication. Lyrica is a version of Neurontin. We
all know it wasn’t made to be an epilepsy medication. Anyone who says Neurontin is a great
seizure medication will be laughed out of the room. Lyrica was designed to be like Neurontin. For
epilepsy, it’s still mostly hand-waving.” -- Neuro, Neurontin Switcher/Non-Epi

Interestingly, many Neuros are unfamiliar with Lyrica's responder rates or other epilepsy data.
» That said, some assume it could be comparable to--while not any better than--other treatments.

‘I don’t remember the responder rates for Lyrica. It would have to have responder rates that are better
than all the others drugs for me to think differently about Lyrica. Rates greater than 60 to70% would
be noteworthy.” -- Neuro, Non-Epi

May, 2006 HawkPartners .. Page 17



pajsenbay] juswiieal | |enuapiuo)d

- V104 woJj ydwex3

¢€/€00000dAT

Case 1:10-cv-03864-AKH Document 410-58 Filed 12/22/14 Page 19 of 28

Also many note that the adjunct indication for Lyrica does not “hel

its case”

A first-line indication would increase the population in which it could be used.

B Also on average, anywhere from 25-40% need a second agent (usually an add-on, but sometimes
cross-tapered).

B Similarly, having a first-line indication in epilepsy appears to lend some credibility to the efficacy of
the treatment.

Many tend to use the same treatments for adjunct therapy (Keppra) as they do for first-line use,
and often do a cross-tapering in order to keep the patient on only one medication.

“l have not used it yet. One of the reasons is that I try to treat with one drug instead of multiple agents,
therefore Lyrica as an add-on is not as useful to me.” -- Neuro, Non-Epi

May, 2006 HawkPartners .. Page 18
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Finally, physicians have scarcely been detailed on Lyrica for
epilepsy; as a result, physicians tend to think of it as a “secondary”

indication

Almost all neurologists mentioned that the reps focused much more on Lyrica’s use in
neuropathic pain, and, if epilepsy was mentioned at all, it was clearly a secondary focus.

B Therefore, not surprisingly, many physicians think in line with the focus of the detail, that Lyrica is
first and foremost a pain medication, and not expected to play a large role in the epilepsy market.

“The rep mentioned epilepsy as an afterthought.” -- Neuro, Non-Epi

B Of course it is unclear whether greater epilepsy detailing would be worthwhile for Lyrica; but it is
clear that the lack of detailing on epilepsy is not bringing it to mind for neurologists.
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Most state that in order for a new medication tocatch their attentio
in this category, plain and simply, it must be shown to be better

than other options

Physicians would prefer a head-to-heard study demonstrating Lyrica’s superiority.

B Similarly, many noted that if they hear from epileptologists and/or thought leaders that Lyrica is
significantly better than other agents, they will begin to prescribe it.

= Few have even heard much from colleagues who are using Lyrica in epilepsy.

P Also, a number of physicians say they prefer to learn about new drugs through journals, rather
than reps.

“l have not used Lyrica for epilepsy yet. | need more studies. | want to see double blind studies that
show me it's better than the agents [ currently have.” — Neuro, Low Rxer

“....I'm not sure the average Epileptologist is using Lyrica either; they are not talking much about it.” —
Neuro, Low Rxer

“I'd want to hear an epileptologist speak at a conference about his experiences with it and/or articles
are useful.” -- Neuro, Non-Epi

A few note that prescribing it for NeP will help raise their comfort level with the drug in general,
particularly because they will know what to expect as far as safety and tolerability; however,
using Lyrica for NeP will tell them little about its efficacy for seizures.

“The positive effects don't transfer. Only the adverse effects.” — Neuro, Non-Epi
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For both epilepsy and NeP, physicians are not consistently followi

the recommended dosing

Particularly in NeP (but also in epilepsy), most are starting “low and slow”, beginning patients
on a Qd regimen, some as low as 25 or 50mg, and titrating patients by a little each week, up to
anywhere from 50 or 75 BID to 75 TID.

B Most find that 150 mg/day is an efficacious dose for the bulk of their patients for pain, but prefer to
stop titrating at a lower dose if there is relief.

B> Since few prescribe for PHN, it is unclear whether they are dosing differently.

P For epilepsy, physicians seem to dose with even more inconsistency.
= Many start with Qd doses; however, they are more likely to hit 50, 75 or 100 TID.
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