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Online Supplement Figure 1. Extract from marketing assessment for Neurontin® in
migraine prophylaxis showing recommendation to conduct publication studies.
Names, signature and contact information of individuals have been blocked out by us such that only
the initials can be seen.
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Neurontin® Marketing Assessment

Enclosed is the final version of the Marketing Assessment for Neurontin® in
migraine prophylaxis which includes the recommendations approved at the last
NPC meeting- The decision is to conduct only publication study(ies) in the U.S.
due to the current patent situation in the U.S., limited use of anticonvulsants in
the EC, and favorable pre-clinical results in analgesia seen with Cl-1008.

The results if positive, will therefore be publicized In medtcal congresses and
published in peer-rewewed journals.
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Online Supplement Figure 2. Extract from marketing assessment of Neurontin® in
nociceptive pain showing recommendation to use trial data for publication only

1. INTRODUCTION

Purpose

The purpose of this document is to assess the potential of a Neurontin combination product for
use in pain. While a variety of possible combination products have been discussed, this brief
assessment will focus mainly on Neurontin in combination with an NSAID and narcotics.

2. OBJECTIVE

The concept of a Neurontin combination product was originally considered as a result of a PD
US initiated working group, exploring options for patent extension. This was further supported
by a number of neuropathic pain thought leaders as they have noticed a synergistic effect when
gabapentin is administered concomitantly with amitriptylene. However, due to the development
timelines of potential Neurontin combination products and the clinical development of
pregabalin (and potentially darbufelone), the main objective is no longer Neurontin patent
extension. Rather, the objective is to create a portfolio of products for the treatment of a broad
spectrum of pain syndromes ranging from moderate acute to severe chronic pain.

Preclinical Rationale

Animal data for a gabapentin-naproxen sodium combination demonstrated a synergistic effect
over gabapentin or naproxen sodium alone, in a rat model of hyperalgesia. Preclinical data also
suggests that gabapentin may provide a GI protective effect when combined with indomethacin
over indomethacin alone. This would provide additional benefit to the NSAID combination
product beyond potential superior efficacy. Additional animal data reported in the literature
(Shimoyama, 1997) also established a synergistic effect of gabapentin combined with morphine
in rat pain models.

Clinical Rationale

A synergistic effect with morphine has also been demonstrated in a single dose 4-way crossover
study in healthy human volunteers (placebo vs. gabapentin vs. morphine vs. combination
gabapentin/morphine). The analgesic effect was evaluated by pain threshold time and pain
tolerance time. Major findings were (1) gabapentin vs. placebo showed no significant effect
difference, (2) morphine vs. placebo showed a clear significant effect difference and (3) the
combination of morphine/gabapentin was significantly more effective than morphine alone.

NEURONTIN Combination Product 2 << AUTODATE >>
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Online Supplement Figure 2. Continued.

A pain market segmentation strategy has previously been implemented successfully by Syntex
with Naprosyn and Anaprox. Naprosyn was targeted for OQA/RA, while Anaprox was targeted
for sports injuries. Detailing for each compound was based on the respective physician audience
(e.g., rheumatologists for Naprosyn, emergency room physicians for Anaprox).

- PAIN PORTFOTLIO -~

Neurontin Pregabalin Nenrontin + NSAID  Neurontin + Opioid
Neurc?gathi)c Pain Chronic Pain Acute Pain Severe Pain
urope,
Approval: 2000 Approval: 4Q 2001 Approval: 4Q 2001 Approval: 2003

Pregabalin combinations would be introduced starting in 2006 as line extensions to pregabalin,
potentially replacing Neurontin combinations with newer, more potent or safe components.

Clinical Development Issues

Potential areas of concern that have been raised include:

o Formulation — There may be compatibility issues with naproxen. Furthermore, if the dose
needed is relatively high, size of the tablet/capsule may become problematic. Additionally,
the lactam content of Neurontin may be affected by such a combination. As well, there is a
need to develop two dosing strengths. Finally, a BID dosing program is preferred.

e Dose ratio — The animal data suggest a dose ratio of 1:1 on a mg to mg basis is the optimum
formulation. It is uncertain if that will hold true for human trials.

o Timeline — The combination product would require a full development effort to develop a
full regulatory dossier, although it may require less toxicology work since existing data in the
public domain may suffice.

o Choice of NSAID — While naproxen is a leading compound in the US, in Europe diclofenac
is clearly the dominating NSAID. However, based on the fact that only the UK may
represent feasible commercial potential outside the US, there may not be an issue.

e Patent — Parke-Davis has filed patents for all potential combination products for both
Neurontin and pregabalin.

Regulatory Strategy

Although a combination pain product NDA/MAA would be unique for Parke-Davis, numerous
examples of such products exist in the US, including Arthrotec and Vicoprofen, , and a plethora
of combination analgesics in Europe.

NEURONTIN Combination Product 36 << AUTODATE >>
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Online Supplement Figure 2. Continued.

Our primary objective is to demonstrate better efficacy with a Neurontin + naproxen sodium
combination product than either product alone with doses lower than what is generically
available for the treatment of low back pain, sprains, and strains. Hence, clinical trials should be
powered for the primary endpoint, efficacy. Secondary endpoints should include GI tolerability,
etc., although not powered to make a comparative claim. Such secondary data would be for
publication only.

6. PRIMARY MARKET RESEARCH

Top Line Report for Combination Product

Primary market research was conducted with primary care physicians, orthopedic surgeons, and
neurologists to initiate the process of understanding the acute and chronic pain (e.g. OA) market
and to obtain a preliminary assessment of interest in Neurontin combination products for pain, in
particular, a Neurontin/NSAID combination.

The interest expressed in the new product concept for the NSAID/anti-convulsant combination
was at a level in this study that would indicate a recommendation to continue exploring the
potential of such a compound.

In general, most respondents in this study were not satisfied with the available pain products on
the market. Physicians in this study were using a multitude of products to treat both acute and
chronic pain. For acute pain, these products included Toradol, Cataflam, ibuprofen, Darvocet,
hydrocodone, Ultram, Tylenol #3, codeine, Tylenol, Relafen and others. For chronic pain
control respondents mentioned using Percocet, Darvocet, Ultram, Neurontin, Elavil, codeine,
Lortab, Lorcet, Tegretol, Esgesic, and others.

Combination therapy was most frequently used for back and neck pain, and post surgery pain
control.  Frequent combinations mentioned included, ibuprofen/Darvocet, Advil/Vicodin,
Naproxen/Daypro, ibuprofen/Toradol, Neurontin/Tegretol and others.

Combination therapy was used most frequently for acute pain in this study, but was also used in
chronic therapy. The hesitancy in chronic therapy stemmed from unknown outcomes of long-
term use of combination therapy, and the belief that the fewer the drugs, the better for the patient.

As could be expected, GI side effects for the NSAIDs, and addictive potential for the narcotics
were the greatest concerns for the use of pain medications. CNS side effects and lack of reliable
efficacy of the anti-convulsants, and the risk of tachyphylaxis with some pain meds were also
mentioned as concerns.

New Product Concept
In general, the New Product concept was well received. Neurologists gave the least favorable
review of the product based mainly on the inability to titrate the two compounds.

NEURONTIN Combination Product 37 << AUTODATE >>
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Online Supplement Figure 3. Internal company document illustrating role of

Medical Action Communications, a medical writing company, in developing key

messages based on a branding guide for Neurontin

i

4.0

5.0

6.0

(eg, Aricept, Zoloft, Relpax) it was suggested that this may not be a

global Pfizer policy but that individual teams had different approaches
to this issue. It was suggested that this should be discussed in more
detail internally with the Neurontin team before any policies were put in

place for the Neurontin team. The general agreement is that Pfizer
employees should not be 1st or last authors and a ratio of >/= 3/1

{outside to Pfizer) in authors should be maintained.

Key Message Development Update: _
MAC updated the PSC regarding the development of key messages,
indicating that the branding guide had been received and that it was.
anticipated that the draft key message list would be circulated to the
team by 25-July. The team will then be asked to oommsnt on the key
message list and provide feedback by 1-August.

Bibliography Database search terms:
The team reviewed the draft list of key search terms !hat was

developed. This list represents the major search categories that willbe | . .
included in the database, as well as a preliminary list of searchable |

terms within each category. The team was asked to, rewew this list and
submit and comments or questions to SV by 30—July

It was pointed out that one category of search term was not: rnciuded in
this list-key words. This category is currently heing developed and will
include terms from many of the other categories, as weil as other terms

of key relevance to the team (eg, competitor product generic:and brand | &

names). This expanded list wnl be submltted to the PSC for comment
by 25-July. ~0mi

Current Neurontin publications:

The status of two current publications was discussed:
1) Gabapentin vs Lamotrigine, monotherapy in epilepsy; Lancet
publication.

The manuscript was discussed with the two primary suthcrs on 18-July
and there was a question regarding the statistical analysis The
manuscript is awaiting submission based on Pfizer approval.

RG asked for clarification regarding the composition of the patient
population for this study (number of partial vs generalized siezures).
The team was informed that the study contains 20% patients with
generalized seizures. RG recommended that it may be useful to
consider a secondary publication that reports on a sub analysis of
patients with parhal seizures to demonstrate the significantly greater
clinical efficacy in this area The team agreed that this might be a

worthwhile pursuit and additionally suggested that there may be other |

sub analyses that are worthwhile considering for this study once the
primary data is published. MAC agreed to work with the team to
review the study and identify appropriate targets for sub analysis (eg,
dosing schedule, time to exit, etc). The PSC approved the manuscript |

for submission.

Y 7 R |
\g Action Report: 18-July -01 R P

KK

MAC
PSC members

PSC “mem-bars h

MAC/PSC
members
KK
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Online Supplement Figure 4. Standard operating procedure (SOP) specified that
“affiliate-driven manuscripts” should be submitted for review by Neurontin
Publications Sub-Committee (NTN PSC) to ensure the content is consistent with
“current product messages”

+In April 2002 a memo was sent to all affiliates requesting that affiliate-driven
manuscripts be forwarded to the NTN PSC for review. The reasons for the
request are listed below.

~To review all manuscripts to ensure that they are in-line with current
product messages and areas of interest.

~-To avoid publication delays by providing assistance with translation of
manuscripts into grammatically correct English.

-To identify manuscripts that are a global priority.

¢The PSC agreed to assign a lead reviewer to each manuscript received. The
reviewer would review and forward thoughts on the level of PSC involvement
needed using the form developed within 1 week of the PSC meeting. This
would then be communicated back to the affiliate.

+The goal of this process was to provide feedback to the affiliate as quickly
as possible as well as to keep NYHQ aware of what areas affiliates were
pursuing.

-

ublication i
[gabapentin) : planning 209

Pl

OTEI600 DALY 197114
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Online Supplementary Appendix Figure 5. Peer review comments from two
journals to which findings from Study 945-224 were submitted.

Submission of 945-224 results to Diabetic Medicine

CONFIDENTIAL Pfizer_LeslicTive 0020880
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Online Supplement Figure 5. Continued.

31.03.2003 09:46Roder, Beate

Von ScholarOneMailer@ScholarOne.com '
Gesendet: Montag, 13. Mai 2002 14:17 |
An: bl pfizer.com : |
i Betreff: Diabelic Medicine DME-2002-00105 )

|
. I
Re Gabapentin in painful diabetic neuropathy: a randomised, double-blind, placebo- |
controlled study : |
|
|
I
1

Dear Dr. R

Thank you for submitting your paper to Diabetic Medicine. I
regret that it has not been accepted for publication as it
stands.

I attach the reports of the associate editor and two reviewers. You can see that they |
find your manuscript of interest but have raised szgxuficam: concerns which would need
to be addressed.

If you feel able to respond to thes reviewers’ comments T
:hen we will give careful consideration to a resubmitted paper. '
I should emphasise that we are certainly not guaranteeing i
acceptance at this stage. A decision will be based on whether
you can meet the reviewers' concerns.

Your responses to each point made by the reviewers should |
be made at http://dme.manuscriptcentral.com

through your Author Centre by clicking the appropriate
button. Please then submit your revised manuscript by
clicking its title. You will prompted to upload the file(s).

|
|
Any revised paper should be submitted to the Diabetic I
Medicine site within two months of your receipt of thisg !
letter. |
Thank you for submitting to Diabetic Medicine. :
Yours sincerely . |

|

1

Dr SEEE HEmm—
Editor, Diabetic Medicine

agsoclate Editor comments: . !

In this multicentre controlled trial Reckless and coworkers evaluated the efficacy and

safety of gabapentin (600, 1200, 2400 mg/day) compared with placebo treatment in 325

diabetic patients with painful neuropathy over 7 weeks. A subgroup of 67 patients !
' received the drug in a subsequent 4-month open-label period. After 7 weeks the primary )
| outcome measure (weekly mean pain score)} was not improved in favor of gabapentin. In \
contrast, several secondary endpoints did show improvement in excess of placebo. The
authors conclude that while gabapentin did not demonstrate significant effects on the .
primary endpoint, the improvements of some secondary endpoints indicate an overall |
benefit from gabapentin in painful diabetic neuropathy. This manuscript has been |
reviewed by two referees and a statistical advisor. Both reviewers felt that although
this trial deals with an important problem in diabetic patients, they identified
numerous points of critique regarding data analysis and inter!
pretation that need tc be carefully addressed. As stated by the statistical advj.sors,
the quality of the statistics appears to be poor, and hence, the conclusions are not
| justified. In summary, this large controlled trial addresses an important area of
patient care. However, as the present study could not demonstrate significant effects
on the primary endpoint, it contraste with the results of a previously published US
trial. The authors are advised to perform an appropriate statistical analysis which
should allow them to draw a less biased interpretation given the evidence indicating
that gabapentin had no effect on the weekly mean pain score.

CONFIDENTIAL Pfizer LeslicTive 0020881
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Online Supplement Figure 5. Continued.

31.03.2003 09:46RN -

Reviewer comments:

Reviewer 1 Comments:

This is an important paper about a common problem, painful diabetic neuropathy,
but needs rewritting. I have several concerns about the paper. First, I believe that
the stat section should use the Bonferroni correction, given the multiple comparisons
made on the same data set. This would require a final p value of p<0.01l or even p
<0.005, depending on the calculation of the correction, to be considered significant.
s With this redo of the data, it is probable that NO statistical measures were postive.
) Thus, the trial would be considered a failure and the paper rewritten accordingly.

i Second, the issue is why this trial failed when the US trial of 3600 mg was so
positive. This is an important issue esp if the hightened expectations of patients and

i MDs contributed to the large placebo effect. This needs more explanation along with

! other possible factors. Third, even with the high placebo effect the negative trial

i does not fit with the US trial as the mean effective dose in th! 4

| at trial was 1800 mg. Is there no dose response curve? Luckily, the FDA is not asked
to consider this in looking at Neurontin. Third, there are many areas of company bias

’ that need elimination. For example, only carbemazxplne is discussed but many other
drugs have favorable trials.

Reviewer 2 Comments:
GBP in PDN by REEEEEEN J et al submitted to Diabetic Medicine

This study investigated the efficacy of gabapentin (GBP) at 3 doses in relieving the
pain of painful diabetic neuropathy when compared to placebo. In addition to the
primary outcome of pain ratings authors used secondary outcomes such as sleep
interference and quality of life (QoL) assessment tool. After 7 weeks of double-
blinded treatment it was established that GBP was not different from placebo in its
primary outcome. Only significant effects of GBP were: the middle 1200mg/day dose as
clinical global impression of change and in some QoL measures, and at 1200mg/day and
2400mg/day dose in alleviating sleep interference due to pain. The interpretation was
that the placebo effect was so high due to expectation on the part of physicians and
patients.

There are many aspects of this study that need to be addressed.

The results are intriguing in many regards. The most “effective” dose, in the sense
that it showed significant resulte in secondary outcomes was the middle dose, which
was also the dose that was associated with least adverse events among GBP doses and
with the lowest the dropout rate, even less than placebo, though apparently that was
not statistically significant. But lower rate of adverse effects alone could not
provide the explanation for middle dose to be “more effective” than the higher
2400mg/day dose since published literature (US studies) demonstrated that most
patients were able to tolerate higher, 3600mg/day dose with clearly superior pain
relief. Is there a president in the literature where the middle dose was more
effective than the higher dose? I am not aware of any.

The issue of the highest dose selected for this gtudy brings us to the statement on
page 11, second paragraph, last sentence: "The underlying assumption was that pain
relief obtained from at least 1 of the doses used in this study (600, 1200 and
2400mg/day) would be in the same order of magnitude as that seen with 3600mg/day
gabapentin in the United States study” - this statement defies logic since only one
dose, 2400mg/day, was the only one that was higher than what was suggested by US study
to be effective dose of 1800mg/day or higher. Were the authors looking for the least
effective dose? If so, that should be stated as such. Also, what was the reason that
authors did not use 3600mg/day when that was shown to be safe and effective dose, even
if they were locking for least effective dose? Please explain.

Most puzzling of all was the effect of the lowest dose of 600mg/day fared much worse
in all outcomes including adverse events, even worse than placebo. Authers did not
provide information whether any of that was significant? Did these patients experience
all the adverse effects without any benefits so that is why they came out worse than
any other group? Is small dose GBP pro-nociceptive? Please explain.

Authors are requested to present the pain rating (means) data over the duration of the
study as line graph. It should be instructive.

It is unlikely that adverse events were the cause for such a high placebo response
rate. However, one way to monitor the possible influence of unmasking investigators

CONFIDENTIAL z
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Online Supplement Figure 5. Continued.

31.03.2003 09:4sRN -

are advised to ask each of their patieant at the conclusion about their impression what
treatment they thought they received. Was this done in this study?

! In the Patients and Method section under Safety Evaluation it is stated that physical
examination, including sensory neurclogical examination was performed but symptoms and

: signs which define any neuropathic pain, including painful diabetic neuropathy was not

| analyzed and discussed as one of the outcomes. That is most surprising since a few of
the participating authors are recognized experte in the area of neuropathic pain.

| Please provide the information about neurclogical sensory examination. This may

| especially be important for the group that did the worst, 600mg/day.

|

|

|

Statistical Advisor Comments:

On page 13 it is not correct to report both endpeint scores and change in pain score.
The same applies to sleep interference scores. Repeated measures analysis of variance
should be used to analyse data collected sequentially.

What was compliance? Were table counts done?

In sleep interference score were 1200 and 2400 mg groups combined? Should reported
measures ANOVA of 4 groups have been done and then a predetermined tend test across 3 .
levels of medication?

Figure 3 should be cumulative block charts. Why were 'very much' and ‘much improved®
groups combined? A chi-squared test for trend should have been done, not ANOVA, this

is ranked categorical data, not continuous data.

p = 0.0414 (page 15) cannot really be considered significant in the light of the
number of tests performed. Was a Bonferronni correction discussed?

Tests for trend should be done on data in table S.

What were the nervous system adverse events?

5 .
|'CONFIDENTIAL Pfizer_LeslieTive_0020883
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Online Supplement Figure 5. Continued.

Submission of 945-224 results to Diabetologia
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Online Supplement Figure 5. Continued.

15/11/2002 16:12 +43-1~-49400-2728 © DIABETOLDGIA S. a1

Diabetologia
Journal of the European Association for the Study of Diabetes (EASD)
: Editor-in-Chief
! W W NI M.D, Vienna
Tel: 0043 1 404002727 Fax: 0043 1 40400 2728

; e-mall: diabetologia@akh-wien.ac.at
: Dr. B IR Editorial office
| Pfizer GmbH © P.O. Box 27
; ; 1097 Vienna,
|
Mooswaldalles 1 .
‘79090 Freiburg ) Fax-No.:+ 49 761 518 3073
Germany ' .
14th ﬂovember 2002

|

l

|

l

|

l

|

|

!

|

!

Austria- (

l

[

Re:Diabet/2002/000754 J- RN ¢t al,, * Gabapentin in painful diabetic, neuropathy a '
randomised, double-blind, placebo-controlled swdy * . f
Received: 22nd October 2002 l
i !

Dear Dr. BRI vt Feddr et - o £ G R s ot |

Your above-referenced mmuscnpz has been read by two expcns inthe ﬁeld butIregretto. = - o |
inform you that we are not able to offer publication in Diabetologia. This decision is based on T ‘
the evaluation of the réferees, whose reports are enclosed, a3 well ason pnontu:s set by the . .. s
Editorial Board. ) HERY 2 € 95

| e hasise
! Sias B, e - . . |

" Unfortunately we are not able to publish all the manuscripts l;hat receive posmve comments. -
The severs competition for spdce in the journal forces us to reject quite 2 few manuscripts
which are of sound scientific qmluy but which are not allocated top priority for publication in
Diabersologia by the edjtorial bo.ard

i

1 bope that the rcferees cvaluamons will be helpful if you plan to revise the menuscript for
submission to another ]oumal

other contributions from you in the future. Thank you very mauch for allowing us to review
your manusctipt for Diabetologia '

: Yours sincerely,

| . i
! . © W WIEEEEE M.D
Editor-in-Chief ‘

T am sorry that I.could not be miore positive on this occasion but hope we can look forward to ’

| :
CONFIDENTIAL Pfizer_LeslieTive 0020841 ’
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Online Supplement Figure 5. Continued.

| . 5.. 2.
15/11/2802 16:12 +43-1-40490-2728 . DIABETOLOGIA e »

g Diabetologia

Manuscript reference: Diahet/2002/000754 R
Received: 22nd October 2002
Daie sent: 30th October 2002  Referce code: A

Referee recommendation (Please do ot give advice as to acceptance/yejection on this form)

The authors report a randomized trial assessing the efficacy and mlcrahhty ofGahapmtm in
 painful disbetic neuropathy.

. 1 am not sure as to the need for & trial such as this 2s ﬂnem ae alremdy anumber ofcont‘ol]ed
trials in the iterature looking at Gabapentin in diabetic neuropafhy.

2. The authots, indeed, state that they wanted to confirm provious positive findings, butthen
" seem to forget that the moan dose fox adequate pein velief is previous n'la!s was much Inghct
than the first two doges in this present trial.

3. Whatis really needed is comparstive trials of Gahaperttin versus other known restments for
diabetic neuropathies. 1t is surprising, therefore, that the authors fail %o refar to the previous -~
trial of Gabapentin versus Amitriptyline published by Morello et sl. in the Aretives of
Internal Medicine two yeers ago. ¥

4. The entry criteria for nevropathy are poorly stated. Table 1 is- completely wmeceptable a.nd
looks like a table extracted directly from & phamiaccutloal compeny protocol. - -

5. The suthors state that mxuormmy is defined ancordmg to tl:c San Amnnm cmena Dzd they

really do detailed autonomic and peripheral nervons function testng? - e L

6. Ifthey only permitted anslgesa in the scresning and trisl period wathpm o1 i f"—“ e
concemed 8 to whather ﬂzesepabents really did bave significant painful mm}

7. Why did the authors elect to do a 7-week study which seems mt}mxbntt?

observation that refemwe 6 is evenlisted as 2 Parke-Davzs mdyl

! CONFIDENTIAL
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Online Supplement Figure 5. Continued.

15/11/2802 16:12 +43-1-40468~2728 DIABETOLDGIA

f | Diabetologia = -

Marnuscript reference: Diabet/2002/000754 1 al
Received: 226d October 2002 - -R_
Date seat: 24th October 2002 B Referee cade: B

Referes recommendation (Please do ot give advice as to acceptance/rejeation on this form) ~

Reckless et.al. provide the results of the largest randomised, double biind, placebo
controlled study assessing the effects of Gabapentin on painful diabetic neuropathy to
The data from this tria) clarifies some misconceptions of the supposed efficacy of
Gabapentin and enables ¢linicians treating patients with pm.nﬁ.\l disbetic ncumpmhy to

" gvaluate the potential of this drug,
Importestt lessons to be learnt from this study:

1) For p&un scores Gabapentin is not effective.

2) Ifit is effective then 600mg Gabapentin does not work wh!ch should aliow us
ta start at a more effective dose.

3) There is no apparent dose response curve as there was no dxﬂ'dreme berween
1200 and 240{mg, Perhaps 1200mg may be the opnmal dose but even tlus is
not significantly different from placeba. :

No change in VAS oz PPI nopmally gold standard measures of thetapeutic eﬁicacy in
clinical tridls of pain.

There is a benefit on sleep scores, mtmsasaconsequemeofthe side &ffect of

somnolence?

Surprigingly some eompomnm of the SF-36 QoL improved but not mgared o -

placebo and in the Jowest 600mg and highest 2400mg dose and not with 1200mg..

Does this suggest other, none analgesic related benefits of Gabapentin, ~* .~~~

Why did only 67 petients continue in the open- Isbelstudy?lfﬂ:: drug is truly

effective would you not expect mote patients to have gone to open label.

We need some Msonpmpoﬁbnﬂmwemomhempyﬂ:nberpnmpmrwstudy

entry and groups of medjcations they were on (tricyelics etc.)

Dizziness and sommolence the most commonly reported adverse events ocowr in a

large proportion of patients (24.3%) confirming day to- dny clnncal expencnce :

Additional file for Vedula, et.al. Trials 2012, 13:136 Page 15 of 45
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Online Supplement Figure 6. Internal company draft of abstract of a review
written by the medical writing company and the key messages included in the

review draft

M ©

Draft 1
Nov 21, 2001

Medical Action Communications

Gabapentin Dosing for Neuropathic Pain: Lessons from Large, Randomized,

Controlled Clinical Trials

WLC CBU 167819
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Online Supplement Figure 6. Continued.

L]

*

L

L]

¢

Medical Action Communications

Key messages included in this manuscript:

Market

Neuropathic pain is underrecognized and undertreated despite being one of the

most common reasons to seek medical care.

Therapeutic area

A broad range of neuropathic states exist.

Neuropathic pain is associated with many comorbid conditions, including mood
and anxiety disorders, sleep disorders, and diseases responsible for the
neuropathy, such as cancer, HIV, and diabetes.

Neuropathic pain is often refractory to treatment.

Tricyclic antidepressants are the standard of treatment for neuropathic pain;
these are often poorly tolerated and contraindicated for patients with
cardiovascular disease.

Neuropathic pain typically responds poorly to opioids and NSAIDs.

Product cifi

Gabapentin is an anticonvulsant that has proven effective in the treatment of
neuropathic pain.

Gabapentin is a GABA derivative with a not yet fully understood mechanism of
action. However, gabapentin is known to modulate calcium channels, which play
an important role in chronic neuropathic pain.

Gabapentin has been available since 1994 in the United States for the treatment
of partial seizures. Vast experience in this patient population has established the

excellent safety and tolerability record of gabapentin.

WLC CBU 167820
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Online Supplement Figure 6. Continued.

Medical Action Communications

+ Gabapentin has a favorable pharmacokinetic profile, including no significant drug
interactions.

¢ The recommended initial titration schedule for gabapentin in the treatment of
neuropathic pain is 900 mg/d titrated over 3 days and given as three divided
doses. This titration schedule is simple, well-tolerated, and achieves therapeutic
benefit quickly, key factors in patient compliance.

¢ 1800 mg/d is the recommended dose for patients with neuropathic pain [600 mg
tablet 3 times daily]; however, some patients may require doses as high as 3600
mg/d

+ Gabapentin doses up to 3600 mg/d have been proven well tolerated and

effective in clinical studies.

WLC CBU 167821
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Online Supplement Figure 6. Continued.

Medical Action Communications

Abstract

Introduction: Neuropathic pain is one of the most common reasons for seeking
medical attention. However, in spite of this widespread prevalence, it is under-
recognized and often inadequately treated largely because many cases are
refractory to the medications used for treatment — opioids, NSAIDs, sodium-channel
blockers. Currently, TCAs are first-line agents but their use is limited because they
increase cardiovascular disease and mortality, particularly in patients with
preexisting disease. New effective treatments are needed for the safe treatment of
neuropathic pain.

Materials and Methods: Data from four large, randomized, placebo-controiled trials
were reviewed to explore the efficacy and safety of gabapentin and to determine the
best titration and dosing schedule.

Results: Gabapentin is effective for the treatment of painful diabetic neuropathy,
postherpetic neuralgia, and other neuropathic pain syndromes. It can relieve
symptoms of allodynia, burning pain, shooting pain, and hyperesthesia. Treatment
should be initiated at a dose of 900 mg/d titrated over a period of three days and
administered in divided doses. Additional titration to 1800 mg/d is recommended for
best results. In some patients, doses up to 3600 mg/d may be needed. This titration
should be based on patient response and tolerability. All doses are well tolerated,
with drowsiness and somnolence being the most common side effects. Side effects
are mild to moderate, are more prevalent during titration, and often subside within
about 10 days of treatment initiation.

Conclusions: Gabapentin 1800 mg/d is recommended for most patients with
neuropathic pain. Doses up to 3600 mg/d may be necessary for anaigesia in some

patients. Such doses can be safe and well tolerated.

WLC_CBU 167822
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Online Supplement Figure 7. Internal company emails with subject “spinning
Serpell” illustrating decisions by marketing personnel to spin the content in a
poster to explain away unfavorable findings

O C

To: ‘CHEN, A N
ce: {bee: Neurontin Plan®MNEW/Quintiles)

Subject: RE: spinning SerpellE}

. % 00/20/2002 12:37 PM

{ understand your issue completely. If Pfizer wants to use, present, and publish this comparative data
analysis in which 2 of 5 studies compared make the overall picture look bad, haw to we make it sound
better than it looks on the graphs.

The Issue with Serpell is that these are really sick, ¢chronic pain patients with a hodge podge of really
untreatable pain syndromes. 21% response in that population is greatl Even the placebo rate in these
patients is low, adding to that arguement. There just isn’t a lot of room in a poster to make that case, but
I'll add in the following to the discussion of the mean pain score results after the comment an DPN II.

‘While gabapentin was significantly more efficacious than placebe in the
mixed neuropathic pain study, the smaller response seen in both
gabapentin and placebo groups in this study is likely due to the
intractable and chronic nature of the pain in this patient population.

Allison has asked us to present our ideas going forward for the 2003 plan, and we look forward fo
presenting an altemative to continued republication of study data at that rneeiing Hopafully, we'll have
that meeting with the core team in the next few weeks. .

Best regards,

o] |

Dmmmm CHEN, MD, MBA
Medical Director 5 e s g
Medical Action Communications wan w o, e 1 -

IMPOFITANT—-PLEASE READ'
This electronic message, including its attachments, is CONFIDENTIAL and may contain pmprletary or

LEGALLY PRIVILEGED information. If you are not the intended recipient, this message was sent to you )

in error, and any use, disclosure, copying, or distribution of this message or any of the information. included . o
in it Is unauthorized and strictly prohibited. If you have received this message in emor, please immediately ~— =
notify the sender by reply e-mail and parmanently deleh this message and its attachments, along with any

coples thereof. Thank you. )

‘Comm, AN

o: “D I c_

Sub]ect. RE: spinning Serpell

clll. A -

MAC_0003664
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Online Supplement Figure 7. Continued.

@ 09/20/2002 11:04 AM

D,

The PR materials are not going to help you at all.It was a promotional
description of the paper.

The problem we atre facing with the poster is that is comparing the 5 studies
and there is when you can see differences with the Mix paper and the
rest...Obviously we are not analyzing this at the PR stuff.

At the Serpell paper you can have some good ideas. Take a look at
DISCUSSION. Although my idea was for Rob to think on a sentence, if you can
build ocne and suggest something to add that will be great!!!!!

Did you understand what was really my issue? Try to compare all dosing and
QoL graphs between them. The Serpell is the worst. We knew that but we .
should try to balance that negative effect at least with a short sentence.

AN C

Senior Marketing Manager
NEURONTIN, Major Markets
pfizer Pharmaceutical Group

De: DIl .C

Enviado el: viernes, 20 de septiembre de 2002 16:53
Para: AN .C I

Asunto: spinning Serpell

A —
I certainly am familiar with the Serpell study in detail. We have

discusged the merits of publxsh.mg, republishing, and creating promotmnal
- campaigns around these results in the past.

. We know-that ANNEEE wants to make sure that we align publication messages
with your global marketing efforts.

Our concern, not having seen any of PEEEM's PR spin on the results as part
of your promotional campaign on this manuscript, is that we make sure that
we don’‘t make up different ways of explaining away the results to different
audiences. It is our understanding that you publicized the study as
supporting the use of gabapentin for these difficult mixed NeP patients.

We can certainly say that these are very difficult patients to treat with
this mixed bag of symptoms and that these are "good" results for th:.s
particularly difficult population.

Let me know if that’s the way you want to describe the results and we’ll
incorporate this into the poster.

Best regards,
DI

o M
Medical Director

MAC_0003665
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Online Supplement. Table1. Verbatim excerpts from manuscripts and our
assessment for spin in description of findings from trials included in our study.

Study ID

Reasons for assessment of published study reports
as having included a “spin” of findings

Migraine prophylaxis

879-201"

. Emphasis on efficacy of gabapentin in published
report based on a variety of outcomes (all of which
were not specified in the protocol);

. Failure to report any estimates of effect and
findings from statistical testing;
. Presentation of findings in a manner that could

mislead readers on the efficacy of gabapentin (e.g.,
plot of a cumulative distribution of percent change
in migraine attacks, an analysis that was not pre-
specified in the study protocol).

945-220°

. Conclusions of effectiveness of gabapentin in
internal company research report, based on the
protocol-specified primary analysis, do not match
conclusions in published report.

Excerpt from internal company research report:

“This study demonstrated the following results in patients

treated with Neurontin® for up to 12 weeks:

. In the efficacy evaluable population, no statistically
significant differences were seen at any study
period between the placebo and Neurontin® groups
with respect to 4-week migraine headache rates,”

Excerpt from published report:

“Gabapentin is an effective prophylactic agent for patients

with migraine.”

“This controlled clinical trial demonstrated that gabapentin

was effective as a prophylactic agent in reducing the

frequency of headaches in patients with migraine.”

Bipolar disorders

945-209°

. Extensive rationale to “explain away” statistically
non-significant findings.

Excerpt from published report:

“Given the uncontrolled clinical observations of the utility

of gabapentin in bipolar disorder, it is possible that

gabapentin may have some clinically beneficial effects

such as anxiolysis that were not adequately captured in

this study. Recent reports have demonstrated that

gabapentin is efficacious for the treatment of social phobia
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Study ID

Reasons for assessment of published study reports
as having included a “spin” of findings

(17) and may be efficacious for some patients with panic
disorder (18). Although gabapentin was not superior to
placebo in this study, there was no evidence of patients on
gabapentin showing a worsening of symptoms either.”

“We chose the study population based on perceived
clinical need (i.e., patients who are treated yet remain
symptomatic). Because we had no hint that gabapentin
would have significant antidepressant effects, we excluded
those patients whose symptoms consisted only of
depression at the time of entry into the study. This may
have been an erroneous assumption and we may have
excluded patients who could potentially be treatment
responders.”

“With the current level of activity in treatment research in
bipolar illness, we believe that many of these issues of
methodology will take center stage and demand resolution
before significant breakthroughs are possible.”

945-250"

. Conclusions of treatment efficacy did not account
for lack of a control group in this study.

Excerpt from published report:

“These data suggest that adjunctive GBP [gabapentin] is

effective in bipolar disorder.”

945-291°

. Failure to consider lack of statistical significance for
any of the secondary outcomes in drawing
conclusions of efficacy of gabapentin based on
findings from this trial;

. Extensive rationale to “explain away” unfavorable
findings, for example, interpreting a failure to
achieve statistical significance for any of the
secondary outcomes as evidence supporting a
claim of gabapentin’s effectiveness in the long-term
based on statistical significance observed for the
primary outcome.

Excerpt from published report:

“As expected, because patients had to be in remission at

baseline, no significant differences between groups were

found in YMRS, HAM-D, HAM-A and PSQ)I scores.

However, for the PSQI-6 subscale (use of sleeping

medication), the score change at month 12 in the

gabapentin group -1.1 and the change in the placebo
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Study ID

Reasons for assessment of published study reports
as having included a “spin” of findings

group was -0.6 (p =.0267).”

“Whereas there is no indication that gabapentin may have
acute antimanic or antidepressant effects, 9,29 this trial
suggests that gabapentin may still carry some benefits on
the long-term outcome. Besides, in this trial, there was no
sign of destabilization of mood and there were few side
effects. However, the specific nature of the long-term
benefits is a bit unclear, because improvements were only
significant in the CGI-BP-M long-term outcome subscale
(primary outcome measure) and the PSQI-6 subscale.”

“Improvement in the CGI-BP-M, as in this study, indicates
that the clinician, who was blinded to the drug, had a
significant perception of improvement in the long-term
outcome of gabapentin-treated patients. However, owing
to the experimental nature of the design, and limited
sample size, the number of secondary outcomes was very
limited and we could not correlate the findings on the CGI-
BP-M with a significant increase of time to relapse, which
would have provided more consistency to the findings. The
main reason for the absence of positive findings in survival
analysis is likely to be the extremely high number of
previous episodes in the gabapentin arm. It seems that
randomization failed to balance such variables, particularly
the number of previous depressive episodes, which was
19 in the gabapentin arm as compared to 8 in the placebo
arm at baseline. Interestingly enough, looking into the
Kaplan-Meier curves in Figure 2, all relapses in the
gabapentin arm occurred during the first 3 months,
whereas placebo-treated patients experienced recurrence
regularly throughout 1 year. This might suggest some
carry-over effects of the high frequency of relapse in the
gabapentin arm at baseline. This is, however, mere
speculation, and only a larger sample size or a longer
follow-up would have likely provided a better balance
during randomization and perhaps confirmed this
hypothesis.

In conclusion, despite the apparent lack of acute efficacy
of gabapentin, this study suggests that this drug is likely to
provide some benefits on the long-term outcome of the
disorder, confirming what some clinicians and open-label
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Study ID

Reasons for assessment of published study reports
as having included a “spin” of findings

studies have suggested before. The nature of the benefit
is, however, not completely clear, except for significant
improvement in some items related to the quality of sleep
and less need of benzodiazepines.”

Neuropathic pain

945-271°

. Emphasis on statistically significant secondary
outcomes in the discussion section and less focus
on statistically non-significant findings including the
primary outcome.

Excerpt from published report:

“There was no significant difference between gabapentin

and placebo on the primary outcome measure which was

the change in the mean pain intensity score from baseline
to the last week of treatment. However, a number of
secondary outcomes improved significantly during
gabapentin treatment compared with placebo. Gabapentin
was superior to placebo in providing pain relief, including
reduction of pain with at least by half and improving the
overall status of the patient, both according to the clinician
and the patient. In addition, the mean sleep interference
score was reduced and certain dimensions of SF-36
improved significantly during gabapentin compared with
placebo treatment.”

“Although the results of the present study were negative
for the primary outcome measure several secondary
outcomes indicated efficacy for gabapentin over placebo.
More patients had improved, both according to the
physician’s and the patient’'s own opinion, during
gabapentin compared with placebo treatment. One
possible explanation to the findings that the mean pain
intensity did not change significantly during gabapentin
treatment in spite of improvement in pain relief and quality
of life is that gabapentin had a more general effect on
mood and well being that was reflected in the global
impression of efficacy. Both gabapentin [12, 24] and
pregabalin [25,27] have been shown to be effective in
anxiety disorders. The possible effects of gabapentin and
related drugs on the emotional aspects of pain offer an
interesting field for future research.

This study shows that patients with neuropathic pain have
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Study ID

Reasons for assessment of published study reports
as having included a “spin” of findings

a considerably lower health related quality of life compared
with the general population. This is in accordance with
previous studies [21]. The improvement during the five
weeks of gabapentin treatment was statistically greater
compared with the placebo treatment, but the absolute
improvement was small. However, five weeks is a short
period of time and a longer study might be necessary to
demonstrate a more pronounced beneficial effect.”

“It is possible that the effect of gabapentin could have
been greater had the maximum dose been higher. A
maximum dose of 2400 mg was chosen based on results
from two previous studies in diabetic neuropathy [1] and
post-herpetic neuralgia [29]. In these studies forced
titration was performed up to a maximum of 2600 mg. Only
about 65% of the patients reached the 3600 mg dose level
mainly because of AEs and little was gained in efficacy
between 2400 and 3600 mg. The study [26] showed
similar efficacy with gabapentin 1800 and 2400 mg in
diabetic neuropathy. Both doses were significantly better
than placebo.”

Gorson®

945-306' . Explicit description in email conversations regarding
“spinning” findings from this study (see Online
Supplementary Appendix).

No study number - . Extensive rationale to “explain away” statistically

non-significant findings.
Excerpt from published report:
“We used a crossover design because of its statistical
efficiency, but the MPQ and VAS scores did not return to
baseline after crossover in patients who received
gabapentin in phase | (the washout period was
inadequate); therefore, we may have underestimated
improvement with gabapentin in the VAS scale that may
have been detected using a parallel group design.
Furthermore, a limitation of our study was that quantitative
measures (for example, nerve conduction studies,
quantitative sensory thresholds) were not used to further
characterise the type of neuropathy. Because of the
heterogeneous nature of neuropathic pain in our study
patients, we may not have identified a subset of patients
who improved with gabapentin. Alternatively, the dosage
of gabapentin may have been too low to induce analgesia
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Study ID Reasons for assessment of published study reports
as having included a “spin” of findings

in patients with painful diabetic neuropathy, although
similar regimens have been reported to be effective in
patients with other painful conditions.”

“The results of this study suggest that gabapentin is
probably ineffective or only minimally effective for the
treatment of painful diabetic neuropathy at a dosage of
900 mg/day.”
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Online Supplement Figure 8. Medical Action Communications (MAC), a medical
writing company, developed extensive profiles of journals and congresses “to be
used for the Neurontin publications plan” by Neurontin team members.
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TION REPORT

1.0

2.0

3’--§bAction Report: 18-July -01 ' o 1

Introduction

The following actiori report summarizes the dscisions, issues, and
action items discussed during the Neuronun PubIlcanons .
Subcommmee meeting held on the 18" of July. -, C-o
Dunng the meeting the following topics were oovered
¢ Joumnal and Congress profiling .o
Publications Process Timelines ’ ;

Key. Message Development Update

Bibliography Database Search Terms

Current Neurontini Publications

& & o

Journal and Congress Profiling " '

MAC provided an update on the current status and nexl steps: |n4he
development of a full congress and journal list to ‘be used for the
Neurontin publications plan. Based on the meeting that was held with
a number of the Neurontin team members a week earlier, MAC has
begun to develop a database of journals and congresses that would be
of importance to the Neurontin PSC. As raquested the list comprises
joumnal and congress targets in the areas of; . et ITE s e
e AIDS /HIV related pain . LT
Epilepsy (anticonvulsants / antiepileptics)
Anxiety

Cancer pain

Diabetic neuropathy

Geriatrics

Pos-herpetic neuralgia

¢ 5 & & © »

Pfizer RGlanzman_0044634
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Online Supplement Figure 9. Internal company document illustrating an example of profiles for primary care
journals developed for the Neurontin Publications Subcommittee

Neurontin im are
Typssof  %of Journal Profiles, Sorted by Title
Pser- Unsclic. Primary mss ‘Primary mss ‘Primary mas 2 “impact Total )
Journal Title  Review mss Accept. Accept. Sub.to Dec. Accept.to Pub. Total Pub. Time Indexed Factor  Gire. Target Audience % Geographic Distribution %
NEJM: New England Yes Primary 10 3-4 3-4 6-8 Biological Abstracts 29.512 244,425 Physicians 80  North America 78
Journal of Medicine Letters Chemical Abstracts Medical Studenis/Residents 9 Europe 16
Reviews CINAHL Medical Libraries/Schools 3 Rest of World 6
EMBASE Hospitals 2
Index Medicus Other 6
MEDLINE
Postgraduata Yes Reviews NP NP NP NP Index Medicus 0.722 144386 Internists 47  Unitad States EE)
Medicine Editorials Family Physiclans 44 Restof World 1
General Physiclans 9
The Lancet Yes Prmary 5 2-3 2 4-5 Biological Abstracts 10.232 41,098 Intemists 41 Morth America 46
Reviews Chemical Abstracts Cardiologists 13 Europe 42
CINAHL Infi Disease Specialists12  Asia 8
EMBASE DbiGyns 10 Rest ol Werld 4
Index Medicus Oncologists 9
MEDLINE Other 15
=
[=
b §
3 AR = Awaiting Rossarch * Publication times ars listad in montha Medical Action Communications Information Subject to Changs:
= N/A = Not Avallable 2000 Journal Cltation Reports 28-Nov-01
= NiP = Not Permitted 72
3
<=
-4
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Online Supplement Figure 10./nternal company document illustrating an example
of profiles for different congresses developed for the Neurontin Publications
Subcommittee

Neurontin

Critical Dates List
Congresses, Sorted by Congress Specialty and Dates

Paper |Electronic| Late Satallite
Abstract | Abstract | Breaksr | Symposia
Start End Locatia P Daadtl Daadl Dasdl
19-Mar02 | 22-Mar-02 [San Francisco, CA 15-Hov-01 | 15-NovD1 AR First-coms,
first-served.
07-Juk-02 | 12-3ui02 |Barcelona, Spain 14-Jan-02 | 21-Jan-02 | 01-Jun-02 | 01-Feb-02
19-Sep02 | 22-Sep02 |Anchaim, CA 08-Apr-02 | 08-AN-02 NP OB-Apr02
Mar-03 Mar03  [TBD Nov-02 Nov-02 AR Firsi-come,
frst-served,
Sep-03 Sep-03  [TBD Ape-03 Apr-03 NP Apr-03
Oct-03 Oci03 [Warsaw, Poiand Jun-03 Jun03 Sep-03 Juk03
Mas-04 Mar-4  [TBD Nov-02 Nov-03 AR First-come,
first-served.
04-Jul4 | 09-Jul-04 [Bangkok, Thalkand Jan-04 Jan-04 May-04 Fob-04.
United States Conference on AIDS, Sep-04 Sep-04 Ape-D4 Apr-04 NP Apr-04
|Annual,
Eurcpedn Conference on Clinical Aspects| ECCATH 0Oct-05 Oct08  |TED Jun-08 Jun-08 Sep-05 Juk-08
|and Treatrment of HIV Infection. Blennial.
{international AIDS Conterence. Biennial. Jan-06 May-06 Feb-06
Diabetes 5on. Ancm) T1-Jan-02 | 12-Apr0Z | 15-Jan02
[Mesting.
rEfumpnn Association for the Study of 01-Apr02 NP First-come,
Diabotes. Annusl Meeting, Irst-gerved.
Intarmational Society of Pediatric and 15-Apr-02 NP 15-Apr-02
Adolescent Diabetes. Annual Scientific
M
(American Diabetes Association, Annual |ADA Jan-03 Api-03 Jan03
Meeting.
Intemational Diabetes Fedaration. IDF 01-Jan-03 NP first-come,
[Trisnnial Congress. first-serve
[Evropsan Associaton for the Shudy of _[EASD Apr03 NP | Fiicoms,
Dishetes, Annual Maeting. first-servad.
W [iRiomabanal Sodiety of Pediavic snd [ISPAD A | WP | A3
[Adolescent Diabetes. Annual Scientific
[American Diabetes Associaion, Anmusl _[ADA Ton0k | A4 | Jandd
Moating,
[Eurapean Association for the Study of  (EASD Apr0d NP First-come,
|Disbetes. Annual Meeting. firat-sarved.
[memational Saciety of Pediatric and ISPAD Apr04 NP Apr04
Sciontific
T8O TBO TBD
TBD TBD TBOD
Past NP Past
01-Feb-02 NP Pest
in American Congress on Eplepsy,  |LACE AR AR AR
Bionnial.

Epilepsy Epilepsy Foundation. Annual Conference. |EFA NP NP Mar-02
American Epllepsy Society. Annusl AES May-02 NP Past
[Meeting.

[Epilepsy Foundation. Annual Conflerence. [EFA NF NP Mar-03
|internationat Epllepsy Congress. Blennisl. |IEC Feb-03 | NP AR

TBD= To Ba Detarmined

AR= Awaiting Research

N/P= Not Permitted Medical Action Communications
Information Subject to Change 28-Nov-01

79

WLC CBII 167904
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Online Supplement Table 2. Details described in internal company documents related to journal circulation,
impact factor and statistical significance for published trials included in this study" 2

Information from

Publication internal company Statistical significance’
documents®

Citation Journal Total Impact | Protocol-specified Publication-specified

(study number) circulation® factor® primary outcome per primary outcome
internal company
research report

Migraine prophylaxis

Wessely 1989" Cephalalgia 455 2.391 Not statistically No P value reported

(879-201) significant

Mathew 2001%° Headache 2,800 2.699 Not statistically Statistically significant

(945-220) significant favoring gabapentin

Bipolar disorders

Pande 2000" Bipolar Disorders 455 “Not Statistically significant Statistically significant

(945-209) available” | favoring placebo for favoring placebo for YMRS
baseline to end point change scores from
change in YMRS score; baseline to endpoint; not
not statistically significant | statistically significant for
for end point change in HAM-D score
HAM-D score

Wang 2002™ Bipolar Disorders 455 “Not Internal company Statistically significant

(945-250) available” | research report not favoring gabapentin
available

Vieta 2006" Journal of Clinical 32,500 4.454 Not statistically significant | Statistically significant

(945-291) Psychiatry favoring gabapentin
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Information from

Publication internal company Statistical significance’
documents®
Citation Journal Total Impact | Protocol-specified Publication-specified
(study number) circulation® | factor® primary outcome per | primary outcome
internal company
research report

Neuropathic pain
Backonja 1998 Journal of the 326,791 15.402 Statistically significant Statistically significant
(945-210) American Medical favoring gabapentin favoring gabapentin

Association
Backonja 2002 Clinical Not Not Not statistically significant | Not statistically significant
(945-224) Therapeutics described described
Gordh 2008" Pain 7,660 3.853 Not statistically significant | Not statistically significant
(945-271)
Caraceni 2004%° Journal of Clinical 24,750 8.773 Not statistically significant | Statistically significant
(945-276) Oncology favoring gabapentin
Serpell 2002* Pain 7,660 3.853 Statistically significant Statistically significant
(945-306) favoring gabapentin favoring gabapentin
Gomez-Perez The British Journal | Not Not Statistically significant Statistically significant
2004% of Diabetes and described described | favoring gabapentin favoring gabapentin
(945-411) Vascular Disease
Gorson 1999 Journal of 3,870 2.846 Research report not Statistically significant
(No study number) Neurology, available favoring gabapentin

Neurosurgery, and

Psychiatry
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Legend

HAM-D Hamilton Depression Rating Scale

YMRS Young Mania Rating Scale

Note:

1 Data on statistical significance for each trial have previously been presented in detail in Vedula, et.al. N Engl J

Med. 2009; 361 (20): 1963-1971.
2. The publications for some of the trials pre-date the documents profiling the journals and congresses.
3. Sources of these data are internal company documents, WLC_CBU_ 167872 to WLC_CBU_167903, dated

November 28, 2001.
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Online Supplement Figure 11. Internal company documents showing peer review
comments to a submission of findings from Study 945-206 to the BMJ. Study 945-
306 is referred to as "NN026" in this document.

“Gabdpentin in Postherpetic Neuralgia: A randomised, double blind, placebo
controlled study (NN025)

Gabapentin in neuropathic pain syndromes:a randomised, double blind,
placebo controlled trial (NN026)

The above two studies were submitted to the British Medical Journal (BMJ) for peer

review.

Unfortunately these studies were rejected for publication.

The BMJ has an open peer review system. Only one referee reviews the item and if
’ that individual feels it is unsuitable for publication it is rejected. With the pressure of
volume of papers reviewed by the BMJ their policy is that after rejection an article
cannot be resubmitted for reconsideration for publication. The authors are made
aware of who refereed the papers.

’ The comments from the referee were as follows

NNO0225

o ‘Badging’ of the trial. The referee felt that two of the three named authors are
from the sponsoring company and this put an overtly company favourable spin
on the paper.

¢ Exclusion Criteria. The referee was grieved by the fact that patients who had
previously had little or no response to gabapentin were excluded from the trial.
He felt this to be a source of bias.

« The study in its present format cannot justify gabapentin as first line treatment
for neuropathic pain

« A failure to show efficacy dose response

NNO0226

o Exclusion criterla-as above

« Analysis of gabapentin group as a whole rather than the three separate doses

¢ ‘Badging’ of trial- as above

I am confident that the vast majority of the referees concerns can be addressed in a
satisfactory manner. The referee was Prof Henry McQuay from the Oxford Pain
Research Group, UK

The following have been actioned

o Meeting with Synergy medical (the medical writers) undertaken and referees
comments discussed

» Alternative journals and time lines for publication discussed

e Costing of further write up requested.

» Authors have made suggestions as how to address the concerns of the referee

Proposed Strategy.

s Aim for publication in PAIN (the journal of the IASP).

This journal is the official publication of the International Association for the Study of
Pain and it publishes original research on the nature, mechanisms and treatment of
pain. The journal provides a forum for the dissemination of research in the basic and
clinical sciences of multidisciplinary interest. |
All articles are peer-reviewed. The authors will generally be advised within 6 weeks

whether the article has been accepted, rejected or requires revisions. This process

may however take slightly longer as it does depend on the reviewers being able to

MOIEFTDENTIAL Pfizer LeslieTive 0020631
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Online Supplement Figure 11. Continued.

~reviel the articles within 2 weeks as asked. If the manuscript requires major
revisions that need to be seen by the reviewers a second time, a further 4 weeks will
generally lapse before final acceptance. Following acceptance, it takes 3-4 months
for the paper to be published.

The acceptance rate of this journal is 35%.

« Contact HE McQE-We have very good relationships with this individual and
we can reassure him that most of his comments will be incorporated. This action
is important as it is highly likely that he will review these papers in his capacity as
the world authority on pain and clinical trial methodology

e Provide Synergy with suggestions for change in style and incorporate where
possible the referees changes.

There is also the option (although not desirable) to opt for data on file.
Both Synergy and the Neurontin team feel that a publication is possible and not an
unrealistic goal.

We realise that the publication of these studies and NN226 (International Diabetic
study) are inextricably linked and this must also be borne in mind.

Pfizer_LesliTive_0020632

leIDENTlAL S o o
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Online Supplement Figure 12.Internal company emails illustrate that publication of
statistically non-significant findings from Study 945-224 was delayed

26.06.2000R N, &N

RN, B
" Von: £ E—
Gesendet: Montag, 26. Juni 2000 11:03
An: NN Sem; SHE, SN
Ce: SHEEN PEN E, Zes FEEE S WENEN, SEIN; SHEEEE, DN
T, C .
Betrefi: RE: 945-224 Publication - F.Y.I.
Dear All

Can | just throw in a few reminders about PD owned/sponsored studies.

Firstly, PD has ownership of the data, so Dr R i can publish his own centre data but that would need PD
approval. Secondly, publication of the whole study would require more than just Dr R(EEEEE: as the maln author or

{ advisor. When the study was set up there was a team who advised on the study. Thus from the discussions | have

! had with Bl if the whole study is written up we would need to do this with Dr R mmm: PLUS a chap in ‘France and
achap in Spain.

Hope | haven't put a dampener on things. Currently, D Il s finding out through international marketing their
-.'nennons on publication and money to do this and then we can take it from there.

We are certainly moving in the right direction. Thanks for all your efforts J .

Kind Regards L : ’
S g .. i = .

SN 5 TR
Clinical Trials Co-ordinator, CNS . . . e o,
Medical Division, UK N T TR .

This message and any associated files, 1s intended only for the ‘use of ma individual or entity to which it is addressed R T
and may contain information that Is confidential, subject to copyright or legal privilege, constitutes a trade " acret or ) ‘
otherwise protected by other legal rules. If you sre not the Intended reciplent you are heréby notified that any use,

perusal, dissemination, copying or distribution of this message, or files associatéd with this message, Is strictiy

prohibited. If you received this message in error, please notify us 1mmedfate}y hy e-mall fax or telephone and dostroy

the original message. Thank you. S, v T L . L

R

—Original Message— i . I I

It certainly sounds that, on balance we should write this paper up-in time.. We would need to have "editorial"
control, but would suggest we certainly involve Dr R I in the process, asking for his expert comment. As |
have said in the past, from my discussions with the Diabetes team in Bath (Ors Tmm R mmmmm and Lm H mm)
they are very positive towards Neurontin in PDN (post UK PDN study). Your report certalnly supports *his view.

Congratulations on pinning him down and getting to the bottom of this.

From: B S e eewt e Tl Qe WRATNTLU T STT O e gy FEEE RN, ST e
Sent: 26 June 2000 06:59 e L s !
! To: S —
Ce: S, P EE. 2 Rt W S S E-E- S— T C N
¥, Subject: RE: 945-224 Publication - F.Y.1.
JE.

Ce:

Confidential

CHEl T -

Kind Regards,
Smm.
P —0riginal Message-—
- From: SHH.J
Sent: 20 June 2000 20:38
To: SHEN PH.EEEN SH.CME.ZH:REN.SH:WEHE SH:SHE. Ol 6. S

1

Pfizer TMF_CRF 015314
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----Mensaje original—

De: R &

Enviadoel:  lunes, 11 de septiembre de 2000 11:26

Para: CHl, Al

Cc: MEE, I P, HIE B- JI; S, ).
Asunto: RE: Publication of Key Studies

Dear AIN,

There have been a number of movements on this publication which are now being handled by B .

Overali the study was not positive in terms of efficacy but there were some positive aspects of the secondary
measures. The main investigator in the UK (Dr RIEEEEE) is keen to publish but this will have several ramifications.
The route that we have all agreed to now is that we will publish the study but NOT until we have published the resuits
of NN25 and NN26

I do not have a copy of research report - JJlll EEEll (Medical information specialist - UK) may be able to help you
with this. The study is being written up by a UK agency - Synergy, which BElM is-co-ordinating. [S N E Bl
was the UK clinical trials manager on this study, but she is no longer working with the organisation}

Give me a call if you would like to talk through the publication strategy. | will be in the office today - Monday but will
then not be back in until Friday

N
Neurontin Team Leader

Pfizer

. e i
g _-

This message and any assaciated files, Is intended only for the use of the indiidual ar entity to.which it is addressed and may contain inférmation that is
confidential, subject to copyright or legal privilege, constitutes a trade secret or otheywise protected by other legal rules. If you are not the intended
recipient you are hereby ntified that any use, perusal, dissemination, copying or distribution of this or files jated with this m is
strictly prohibited. If you received this message In error, please numy us lmmedialely by e-mall, fax or telephone and destroy the original message. Thank:
you. sy, . :

—0Original Message— .

From: CHE AN .

Sent:  Friday, September 08, 2000 01:34

To: R | .

Cce: M, JEE . - .

Subject: RV: Publication of Key Studies . . Boxddenrmn sies nnkin © o trdraad suyg oo ae cum)

Dear M

First of all | would like to introduce myself: my name is A B Cmmm and | have joined the company as
Neurontin Senior Manager,Major Markets located in:Barcelona (Spain). | was previously working to Neurontin
with PD for 5 years as a Group Product Manager.

So | have some information about 224 (Spain had some centers included) but not the UK studies.

Have you the draft of the 224 paper or only the research report? VWhat about UK manuscripts?

Could you please send me some information about to review?

Best regards.

Pfizer_LCastro_0002679
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AN CEl

Senior Manager,Major Markets
Neurontin

——Mensaje original—-
De: M. JEl
Enviado el: jueves, 07 de septiembre de 2000 22:41

Para: CHE A
Ce: Pumm, DN
Asunto: Publication of Key Studies

AN,

M B has the right idea here. We must delay the publication of -224, as its results were not positive.
Please work closely with him to make sure that this happens. You may want to investigate this topic
further.

Regards,
Ja

—Qriginal Message—

From: RN EEE

Sant: Weadnesday, Saptamber 0B, 2000 11:23 AM

To: A . v .

Cc: SHIN.JEN:-PIE HEEE: N, ) CHEE.CHE SHE VI ; M- JIl; A- U-
Subject: RE: Synergy

o

Dear M.
| - . ]
I was aware that timing is crucial. Just let us keep in close contact to make sure 'fhe. erder of publication
is respected.
Kind regar'ds,
Emm 4 |
—0Original Message— &
From: F . /I - - - -
Sent: Wednesday Seplember 06, 2000 5:16 PM
To: REE. EE;; F . M ‘ol

Cc: SHE JE: PN H- B- JENCHE.ONN;SHE, JEN; M. SO A, U
Subject: RE: Synergy

Dear EmEE,

We are looking to submit the two studies to the BMJ in the next 2-4 weeks. It then depends on how the BMJ
responds to this and how quickly they will approve them. This ceuld mean that the studies may be published
in about 6 months time. The BMJ may also choose not to publish them which means we will haveto goto -
another jounal.

What is critical is that -224 is NOT submitted to any pubhcation until wa know WHEN, the 2 UK studies are
going to be published. This will allow us to ensure that 224 is not published before the' UK studies.

N

Kind Regards

Pfizer_LCastro_0002680
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v I
—Criginal Message——-- ’ ) \
From: REM, 8
Sent: Wednesday Septemberﬂa 200003:14
To: R, M
Ce: sl S_ S- JEN; P, H_ EHN, /I CHE DEE
Subject: RE: Synergy
Dear M,

will provide a first draft to me by 2.10.00, we will give our comments by 16.10., and then Synergy
will provide a second draft by 23.10.00. Do yau have any idea when the UK results will be

published?
Kind regards,
=1 |
—Qriginal Message—
From: A . M
Sent: Wednesday, Seplember 08, 2000 3:43 PM - :
Ta: RIEE BEN: 'cHl R
Ce: El, SHEEN: SHN. JEN: Pl . e, /i cHll, Dl :
Subject: RE: Synergy
DearEm,

| will be very interested to see the proposed timelines when they are available so thst we can ensure
that they do not infringe on the NN25 and NN26 publication strategy.

Kind Regards
M I R

Neurontin Team Leader e v e,

Pfizer

This message and any associated files, is intended only for the use of the individua of entity to which it is addressed and may
contain.information that is confidential, subject to copyright or legal privilege, constifutes a trade secret or otherwise protected by
other legal rules. If you are not the intended recipient you are hereby notified that any use, perusal, disseminaticn, cnpying or

distribution of this message, or files iated with this is strictly prohibited. If you recelved this message in error, please
notify us immediately by e-mail, fax or telephone, and destroy the original message. Thank you.

—0Original Message— *

From: R B I
Sent: Wednesday, August 30, 2000 09:45
Yo: ‘ol
Ce: BEEEl SHEEEN SHN N P, HE; H y
MEEE B, J; CHE, DI VI VI, VI, S I
Subject: FyV: Synergy
Dear CHIN,

‘ thank you very much for the productive meeting which we had yesterday. . \
4 |

Pfizer LCastro_0002681 ‘
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. . Q..
Please find attached some files that will provide you with information on the results of
study 945-224. If you need any further documentation, please contact me.
Leading author will be Dr. REEEEEE, in the name of the "gabapentin diabetic neuropathic
pain study group” (sorry, T, END for "European neuropathy in diabetes" won't work as
we also had South Africa an board, and we mustn’t neglect them! If you have another good
abbreviation, let me know!).
T would be glad if you could provide me with some timelines for the project soon. Someone
from our Freiburg contracting department will contact you with regard to the contract.

Kind regards,
B

Dr. B R
Study Manager, ICD Freiburg, CNS

~—~Criginal Message—

From: MEE <

Sent: Wednesday, August 30, 2000 8:42 AM
To: REm. Gl

Subject: WG: Synergy

« File: corrected reportS.doc >> « File: AppAlpdf >> « File: Final Results Memo.doc
>» < File: resulte letter.doc >> « File: comparison 224 210.xls >

Dr. BN RN
Study Manager, ICD Freiburg, CNS

Pfizer_L.Castro_0002682
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From: M, J .

Sent: Thursday, September 13, 2001 6:48 PM »
To: M, £ .
Subject: RE: POPP Study

E

Your assumptions are correct. | try to attend the pub meetings, but that is sometimes tough to do. | think that the team
now can handlie most of these issues, and appreciates the overall plan. Of course, these kind of things can always be a
delicate issue, but | am sure that everyone can appreciate our desire to "take our time" to review it carefully.

Regards,

Jm -
NEURONTIN WWTL
]

—QOriginal Message—
_From: I,
Sent: Thursday, September 13, 2001 9:57 AM

To: M, J
Subject: RE: POPP Study

) ]-!

If you aren't able to attend the next publications subcommittee, please let us kmwyour thoughts ontiming
abstracts/publications. The UK PHN paper will likely be published in October. The UK MNP papet is still under
review and has not yet been accepted. If all goes. well it would likely pubhsl;ur; late 2001 /early 2002. The manuscript
for the negative DPN paper is complete, and the first author is eager to see it subm.ltbed T'assume that we would

like to maximize the time interval between the R— paper and the POPP study LA i S S

—F —— . e e mam

Pfizer_JMarino_0000809
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C I VI e
From: CHEl, A

Sent: Friday, December 13,2002 4:31.AM

To: o ___FY B l
Co: F—, A

Subject: RE: R contact information

By the way, CHlllE, from a MKT point of view we are not interested at all in having this paper
published because it is negative!!! So don't put this asa h:lgh priority in your list....

In fact it will be great to have it published by the end of 2004!1lJust for Pregabaline launch...

4

ANNNICHEE - - I - o T
Senior Marketing Manager 5 . .
NEURONTIN, Major Markets '

Pfizer Pharmaceutical Group

_ o T
N .« -

> -----Mensaje original---- . : L :
. »De: C- Ammm : ) s PP

» Enviado el:viernes, 13 de diclembre de 2002 10.29 n i, "

> Para: 'C I A

>CC: Fummm, Al Mmmm, ElE -

>Asunto: RE: REEEEE contact information

> C > -

X HAgF -1 -]
: > BEEE REEl was the Study Manager. Sheis probablyfroma]l pe.ople,
> the person who knows more about the paper. ; R

>E_ I have a question: Iamnotsureisshelsincludedasan S Tl T T '
> author. IfnotIthjnkit:!smorethanfairtoinclude her Whatdeyoq :

> A
> . . -, o
> AN C- 5 . . )
> Sentor Marketing Manager - et )
> NEURONTIN, Major Marksets 5 B .. . . - . )
5 . g s - - . 1
> ---—--Mensaje original----- . .
> De: CHEN Ammm =
> Enviado el: viernes, 18 de diciembre de.2002 10 27 '
> Para: 'CHEEEE A N : i
> . CCr Fummm, AINN; MEEN, £
> Asumnto: RV: Rmmmmm contact information 2 3
- . A -y R .4 L
> CHE ) ey
> L F .
> Here you have all the info you need. T R PN S L
> .- c o
> A Cmm ~
s Senior Marketing Manager
: 1
Confidential FAL007964
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THE, | -

From: . Comm, A I -

Sent: Monday, November 13, 2000 10:15 AM | . - i 2
To: TH, | - o ‘ ok
Subject: RV: Revised draft of publication for 945-224

B

This is the negative study that we were talking about.
| will inform B that you will contact her.

As you can imagine, | am not in a hurry to publish it.

AN CHEEm

Neurontin Senior Manager, Major Markets
Worldwide Marketing

Pfizer Pharmaceutical Group

-

—--Mensaje original-—-
De: RN, BE i

Enviado el: lunes, 13 de navlnmbmdeZOOO12.14 t
Para: cll'
. Ce AN, U ; RO, M G J O M . C, A P, —
./[% Asunto: Revisad draft of publication for 845-224
|
Degr CHENR, i

|
please find attached some minor changes we would like to make to the revised draft you have forwarded to me ort "
24-0ct-2000. These changes mainly concern wording in the statistical section, and we have tried to clarlfy which .
results refer to the double-blind phase and which to the open-label phase of this study

comments ol study 945
7100

Would you please return the revised draft to me after you have integrated our comme.nfs? I wilt then forwurd a’
copy of the draft publication to Dr. REEEEEE for review (in close co-operation with Dr. Ummmm A mm).

)

Kind regards, ‘ o
NN R, PhD i
Study Manager / Senior Clinical Scientist, CNS i
Pfizer Pharmaceuticals Group
Freiburg / Germany

CONFIDENTIAL _ - ’ __ Pfizer_LeslieTive_0020922,
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. e
T, L
From: cma, J
Sent: Monday, October 16, 2000 1:01 PM
To: Comm , AN
Cc: THE, L. M-, JE R — A, -
Subject: RE: 25 and 26 studies
Dear AN

I'm sorry to miss you in Florence as well

With regard to your question below about a dose response in N026 - it is not possible to assess one because the design
of the study was similar to that of the JAMA studies in which there was a "forced titration" to 2400mg/day. As you can
see from the chart below most patients progressed through to 2400mg gabapentin/day. The number of patients who
stopped at the lower doses are insufficient to analyse separately.

Placebo | Gabapentin
Dosage prescribed at visit 2
900mg 6 12
1800mg| 127 12
Dosage prescribed at visit 3
900mg 4 6
1800mg| 15 19
2400mg| 101 101

Hope this answers your question - if you want to discuss anything further contact me again

Regards
b |
Mrs JIN B
Medical Information Spedialist
Neurontin Team
Pfizer UK
—~Qriginal Message—--
From: R v
Sent: 29 September 2000 12:58
Yo: CHEN. ANEN Bl ‘BN
Ce: T LM, JE P H -

Subject: RE: 25 and 26 studies

Dear ANEEEL,
It was a pity to miss you at the Nice meeting which on the whole was very successful.

| think that we can limit the potential downsides of the 224 study by delaying the publication for as long as possible
and also from where it is published.More importantly it will be more important to how WE write up the study. We are
using a medical agency to put the paper together which we will show to Dr RIEEEEE. We are not allowing him to write
it up himself. Jmm is familiar with the data, and will update you in Florence. | will not be at the meeting.

H I P I |, the previous medical advisor for the pain group, has had a very good relationship with Dr R I
in the past - if you want more information, he would be the best person to contact

regards

M -

Pfizer LeslieTive 0020985
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Online Supplement Figure 13. Internal company emails illustrate that publication
of statistically non-significant findings from Study 945-271 was delayed

From: I, E

Sent: Tuesdaly, September 11, 2001 5:58 PM

To: 7, LI ; G, R K, K B, S M, Y, VB G M C A
AT BT Al Pl MY AT RT PT — — - — BT

Subject: POPP Study

All,
Attached is the slide presentation of the POPP study results.

<< File: POPP arbetsex6..ppt >>
The primary efficacy parameter, i.e. the mean VAS score, as well as some other parameters {escape meds percentages) were
negatwe There was a statistically significant difference between the two arms for final week mean sleep score and patient global
impression of change. The 50% responder data was also positive.

My initial thoughts—
The max dose used was low (2400mg/day). As we move from PHN to DPN to other less "clean" neuropathic pain
conditions, response tends ta be less robust. It's possible that the data may have been more favourable with 3600mg/day,

e The VAS inclusion criteria was > 30 which is quite low. Gabapentin is unlikely to completely relieve NeP in a majority of
patients, so there is very little room for improvement. Indeed, the mean score at baseline in this study is 10-+mm below that
in our other studies. We should consider a post-hoc analysis, looking at patients with a bascline VAS of > 40 (as was done
with other gabapentin studies).

«  Look at patients in the first treatment phase only, comparing gabapentin to placebo. Even though their statistician
emphasized that GBP serum levels were 0, there were probably residual phaxmacodynanuc effects since patients receiving
gabapentin did not return to baseline.

A small substudy is still underway, and should complete by November of this year. I was asked whether data from those subjects
should be included. 1 think they should even though they are unlikely to alter the results, if we want to avoid the appearance of
"handpicking" which data we present. Additionally, it 4llows for ather analyses and the potential to extract some useful data out
of the study. It also gives us some leeway with regard to mnmg We now have two studies that are negative for the primary
efficacy parameter, both of which have authors who are edger to publish, The delay creat:d by complenon of the substudy would
allow us to optimise fiming between the release of the two szudm e g “lanas

At the next Publications Subcommittee Meeting, we need todmuss how we would like the results d:ssemmnted The -
investigators are pea to our suggestions. My initial thoughls JIASP might be a;good venue for an abstract. We can see lf they
are still interested in a journal submission after that.

_ Please add to the agenda for discussion. R v N ..
Thanks. '

~E I

Pfizer_LeslieTive_0076418
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