“I am concerned with the potential
edema that occurs with Vioxx.”

MRK-ABR 0008119
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“I am concerned with dose-related
increases in hypertension
with Vioxx.”

MRK-ABR 9008120



“Can Vioxx be used in patients
using low dose aspirin?”

-~ MRK-ABR 0008121
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“I am concerned about the
. ”
cardiovascular effects of Vioxx?

MRK-ABR 0008122



“The competition has been in my
office telling me that the incidence
of heart attacks is greater with
Vioxx than Celebrex.”

MRK-ABR 0008123
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“There is no difference between
Vioxx and Celebrex, why
~ should | use Vioxx?"

MRX-ABR 0008124



“Vioxx cannot be used for longer
than five days when treating
patients for acute pain?”

MRK-ABR 0008125



“I use Celebrex. I'm concerned
about the safety profile with Vioxx?”

MRK-ABR 0003126



“I understand the new COXIB,
Mobic, was just approved.”

MRK-ABR 0008127



“Searle/Pfizer just presented me with data
which showed Celebrex 800 mg daily did not
exhibit dose dependent increases in side
effects compared to the OA and RA doses, and
“that Vioxx exhibited dose dependent increases

in side effects with the 50 mg dose.

MRK-ABR 0008128



“The new narcotic data looks great,
now I'll use Vioxx for all my acute
pain patients.”

MRK-ABR 0008129



“I can't use Vioxx because the
HMO's require the patients to
be on generic NSAIDS first.”

MﬁK—ABR 0008130
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PRODUCT STRATEGY |
Overtake Celebrex Through Clear Product Dzﬁ’erentzatron

CORE MESSAGES
Strength. Safety. QD Simplicity.

VERBATIM ‘
Once daily power.

Copyright © 1999 by Merck & Co., lnc.

The intended users of ibls decument ace Business Managers andior Lead Representatives a1 pari e of trataing and shitdevelopment worksheps,
‘This decument conta inspnprkl rylnf rmztion and trade seerets, and remain sth property of Merck & Co.
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3799 REFOCUS WORKSHOP - VIOXX® . OFFICE BASED REPRIESEMTATIVE LEADER'S GUIDE

GROUPS PARTICIPATING | ® Office Based Sales Group

EQUIPMENT & ® Overhead projector/proxima; flipchart M Obslacle Response Guide for VIOXX®
 RESOURCES NEEDED & 4 Physician profiles (Appendix) M JeopardXX questions & answers
8  Message Grid (Appendix) . (Appendix)

B 14 Questions To Ask Your Celebrex Represcntalive (Appendix)

' 'OVERVIEW

I The primary purpose of this workshop is to give Office Based Representalives time to review and practice their
understanding of VIOXX® and the tap two competitors in their district, to identify the location of key messages in the
package insert/detail aid for VIOXX® and the compelitive package inseris, to practice obstacle handling, and to practice
full product discussions. Representatives will be ceriified on how well they deliver product discussions using the detail
picce, the package inserts for VIOXX® and competitors, and effective obstacle handling. -

PLANNED OUTCOMES ' Al the completion of the workshop(s), participants will be able 1o do the following:
|

Deliver differentiating and confident product discussions for VIOXX®, supported by the Top 5 Messages for
VIOXX® and the detail aid for VIOXX®, |

®  Identify the scgments within the detail aid for VlOXX@. package insert for VIOXX®, and competitive packagc
inserts that support responses (o obstacles and competitive challenges.

m  Confidently handle obstacles for VIOXX® and transition back into a produci discussion.

DISTRICT WORKSHOPS |

Toplc - Tima — Mothod Slida /Materials

‘Team Presentations - 1 Hour Pt

VIOXX(® and Competitors pres' 9"; ons

identification of Key 1 Hour 30 ‘

Messages in Detall ald and Minutes - +  Group exercise

Package Inserts

' Minut _
Discussion of Top 30 :_lnu & e Group axercise
Obstacles

..N' L

T
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3799 REFOCUS WORKSHOP - VIOXX®

Obstacle JeopardXX 30 Minutes . Team ]
Progressive Discussion 1 Hour « Role-play Actvty
éales Discussion and 30 Minutes o Role-play Activily
Certification _
TOTAL TIME 3 Hours

3
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r

SENTATIONS - VIOXX® AND COMPETITORS

- MateraiMedia |

HER-=

instructlon

Set-up

anned Outcomes

Workshop Kick-off by
Trainer

Instructions

. Physician Profiles

Presentations by pre-selected teams on VIOXX® and top two competitors.

This workshop will cnable Representatives to understand the differences between VIOXX® and
the top two competitors for the district. Representatives will give a ten minute overview of a pre-
selected product that will focus on key areas of differentiation between that product and VIOXX®,
teading representatives to conduct persuasive product discussions for VIOXX®. Teams will
identify how to use the compelilive package insert or the detail aid/package insest for VIOXX® to
effectively sell VIOXX® against the compelitor.
Begin the workshop by reviewing and reiterating the importance of two key elements:

v Detail piece and Package Insert

v Top 5 Messages for VIOXX® (overhead)

Instruct the representalives to move into their pre-assigned groups according (o the product they
were given (VIOXX® or a competilor). :

Ask for the groups with a competitive product to present first, leaving the group with VIOXX® to
go last. e

= Explaia to teams thal their task is to preseni the atiributes of the compelitive product that
are necessary to know to conduct effective product discussions of VIOXX®.

— Note: the rainer and manager should monitor cach presentation and add any missing
points of differentiation. .

= Allow teams approximately 10 minutes to present their assigned product, then 10 minutes
for a group discussion of their successful product discussions on territory.

Call time after 1 hour.

Comment on each presentation, pointing out key areas (o leverage strengths and areas for
improvement. Allow as much time for discussion and questions from other teams as practical.

L ———
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3T99 REFOCUS WORKSHOP — VIOXX® OFFICE BASED REPRESENTATIVE LEADER’S GUIDE

Instruction

" ALA Glance ~ MaterialiMedia |

Transition

Learning Point

8 Transition 1o the next activity by saying thal participants will have an opportunity to identify the

key messages for VIOXX® within both the sesources for VIOXX® and the compelitive resources.

Learning Point:

Learning about your competitors will be invaluable in your success with VIOXX ®.

IDENTIFICATION OF KEY MESSAGES IN DETAIL AID AND PACKAGE INSERTS

Time: 1 hour, 30 Minutes

[ "AtA Glance — MatorialiMedia |

Instruction

Set-up

Instructions

Ask all representatives to have their detail aid for VIOXX®, package insert for VIOXX®, and
compelilive package inserts ready.

Look at the key messages of VIOXX®:
B Top 5 Messages for VIOXX®
B 33 -

Explain that this workshop will deepen their understanding of wha to reference in the detail aid
for VIOXX®, package insert for VIOXX®, and the competitive package insert when conducting

- product discussions for VIOXX® ina competitive environment.

Divide participants into 4 groups.
Explain that each group represents a Key Messages team. Each team will have 30 minutes lo
identify the Top 5 Messages for VIOXX® and the 3x3 in whichever resource they are assigned.
Divide the ieams in the following way:
' m detail aid for VIOXX®
B package insert for VIOXX®
B Celebrex package insert
W Other competitor package insert
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3799 REFOCUS WORKSHOP -~ vVIoXX*® OFFICE BASED REPRESENTATIVE LEADER'S GUIDE

{7 AtAGiance - Msteriaiiedia ] Instruction

by the Top 5 Messages for VIOXX® and the 3x3.

Icompetitor.
B Call time after 30 minutes.

within their product discussiens for VIOXX®.

Teansition |® Transition to the next activity by saying that participants will have an opportunity to discuss the

cuirent obstacles and the competition for VIOXX®.

= Note: The tcams that are assigned the detail aid for VIOXX®
VIOXX® should be able 1o complete the assignment as given.

competilive package insecris should identify aveas within the package insert that are targeted

and the package insert for
The team with that uses the

=» Note: Trainers should use the Message Grid (appendix) that is provided to check the
responses for the detail aid for VIOXX®, package insert for

VIOXX®, and the package
insert for Celebrex. Trainers are responsible for completing

this exercise for the other

m Allow each group 15 minutes to present their findings and explain how they would use the resource

Learning Point Learning Point:

all of the resources available to you.

You can be very successful in a competitive selling environment if you und

DISCUSSION OF TOP OBSTACLES
Time: 30 Minutes

[ AtA Glance - MateriaiMedia | Instruction

Set-up Ask the representatives to return to their original seats.

hear on lervitory..

Instructions

m Flip their responscs.

® Explain that now they will have the opportunity to discuss the obstacles for VIOXX® that they

W Askthe reprcsentaliva to share the most common obstacles [or VIOXX@® they hear on territory.
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Translfion

Learning Point

OBSTACLE JEOPARDXX

Time: 30 Minutes

B Ask ihe representatives to rank the top five obstacles for VIOXX® from their original list.
M Highlight or Nip the top five most common obstacies for VIOXX®.
B Review each obstacle for VIOXX® by asking the following questions:

® How do you usually respond to this obstacle?

M How do the physicians usually reacl to your response?

8 How are you successful when handling this obstacle?

B Which resources do you use when Hmdling this obstacle?

— Note: verify that all obstacle responses maich the responses found in the Obstacle
Response Guide for VIOXX®.

W Take 5 minutes to discuss each obstacle (25 minules total).

W Transition to the next activily by saying that participants will have an opportunity to practice their
- obstacle handling responses in the following team activity. :

e .

Learning Point:

Effective obstacle handling will help representatives to confidently deliver product
discussions for VIOXX®. '

g T AT AL, Y S

—

| At A Glance — Material/Media j

mstruction

Set-up

Planned Qutcomes

{m Display JeopardXX game board slide on O/H. Trainer obtains JeopardXX hardcopy of Q&A in
Appendix. S
W Represeniatives will compete in 3 feams.

® This fun, interactive activity will help keep participants energized and maintain district momentum
into the final workshop (Sales Discussion & Certification). Just as important, “Obstacle
JeopardX X" reinforces Obstacle Handling knowledge that Represenlatives need lo master

7.?
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i _ Instructions
‘ =
!

Overhead Stide |

regarding messages competitive products, and obstacle resotution.

W Divide participants into 3 groups.

Explain that each group represents an Obstacle Jeopard XX team. Each team’s goal is to answer
ihe most questions correctly and to score the most points.

— Note: It is suggested that each team rotate the individual answering for each new question. -

That way, everyone gels an opportunity 1o participate.,
= Note: There shouldbea judge who specifically rules on which tcam raised their hand first
to answer the question (it is difficult to read the question and monitor the hands at the same
time). . .
Display the Obstacle JeopardXX gameboard slide. Keep \his stide visible for the duration ol the
activity, so the Representatives know W ich categories and point values are available.

- = As each category/point value js sclected, usc a marker to X-out that box.

Keep score on 2 flipchart page divided into 3 columns.

" Note: Use the *14 Questions To Ask Your Celcbrex Representative” as an additional category

during Obstacle Jeopardxx {found in the Appendix to this Leader's Guide). The first question can
be phrased: “Recite one of the 14 Questions To Ask Your Celebrex Representative.”” Additional

questions can be phrased: “Recile the Question To Ask Your Celebrex Representative that
includes an FDA rejection.” (Insert the topic of each question here).

The game will end when all questions have been asked, or when you run out of time.

. : I R
e,..,_r_—ysm.ﬁ__-“.rw'ﬁw;- ey

+ e s p————

-

Instruction

[ AtAGlance — Material/Media |
' u

Transition |™

Note: Obslacle JeopardXX questions and answers can be found in the Appendix to this Leader’s
Guide. .

Transition (o the next activity by saying that participants will have an opportunity to put alt they
have leamned to use in an interactive skill practice session that follows.

Learning Point Learning Point:

Consistent practice of obstacle handling and compeltitive issues will help

e R
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' PROGRESSIVE DISCUSSION

. Time: T hour

representatives 10 confidently deliver product discussions for VIOXX®.

P @Am-wma ]

Instroction

Set-up
Instructions |m

Divide into 2-3 groups.
Explain that you and the business manager will play the role of physician, the physician will role-
play with several different representatives to complete a sajes discussion.

Explain that you will throw 2 koosh ball to a representative, who must open the discussion, using
appropriate materials and messages. : -

Next, that representalive throws the koosh ball to a different representative to deliver the next
portion of the discussion.

The koosh ball is thrown to a néw representative for each discrete section of the discussion.

o kAT T T R

[ AtAGlance - MaterisiiMadia 1L

Instruction

PETLZIO HAT

Explain that the keosh should be thrown back to the trainer (or physician) when appropriate within
the product discussion (i.., when questions are being asked, when representatives needs to check-
in to make sure the physician is in agreement throughout the discussion, elc.).

Note to Facilitator; This segment is meant to be fun and spontancous. It should generate ideas that
representatives can use when developing their sales discussions during the role-play/skill practice
session. _

This is also an opportunity for the trainer or business manger to provide constructive feedback
either after each participant response (10ss of the koosh) or after the entire discusston is over. This
feadback should direct them in their later role-play/skill practicing.

Take each round of the koosh toss to the “close” or Call to Action.

P T A i

R

-
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Transition

Leaming Point

B Note to Facilitator: There may be times when the trainer/business manager needs to stop the round
and ask the group “where they are and what is needed next in the call™.

B Qptional: Trainer and business manager may choose to conduct a sample progressive discussion to
provide participants with a model of “what good looks like”. '

B Scvera! progressive discussions will be completed, each lasting approximately 10-15 minutes
(including feedback 1o the group). This allows each representative several opportunilics lo praclice
their product discussion skills, and will allow you to observe each representative.

B Transition to the next activity by saying that participants will have an opportunity lo put afl they
have learned to use in a rplc-p]ay!skill practice session that follows.

Learning Point:

Constant practice of product discussions will help representatives to incorporate
creative ideas and to prepare for their skill practice.

o P

S
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SALES DISCUSSION AND CERTIFICATION

 Time: 30 Minutes

[ AAGIance - MaterisiModia

!

tnstruction

Skilt Practice Process.
Two 15 minute Rounds

- 3 minutes prep

« 5 minutes rolc-pley
. - 5 minutes
e R i

Skill Practlee Roles

Representative Role
Physician Profile 1o prep

Mﬁamwerm
- | physician Profile Lo prep,
i record nbsesvations

9ETLZIO HA

Explain that during this session, they will have an opportunity to practice formulating and
delivering their product messages and using detail aids and/or package inserts.

Ask participants to group into pairs.
Explain that skill practice sessions will consist of two _ 15 minute Rounds, Pre-Prepare
flipchent showing break down of Rounds. ‘
Rourids consist of: :
=5 3 minutes prep
= 5 minutes role-play
= 5 minutes feedback
= 2 minutes transition

Remin’d participants that they will be rotating in and out of two roles ~ representative and
physician/observer. Pre-Prepare flipchart outlining cach role. '

1

1
. . -
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Instruction

[ AtAGiance - MaterialiNedia |
Physician Profiles

Feedback Process

First- -
Representative Role

Second -
Physician/Observer Role

Feedback Forms

Obstacle Handling Gulde for
VIOXX®

Explahi that each role-play group will be given two Physician Profiles.

Explain that based on the direction and focus of the discussion, representatives should also

- incorporate an appropriate “close” or Cali 1o Action in their discussion. Emphasize that feedback

should be focused on all components of the Needs Based Selling process.

Explain that order for giving feedback is as follows: Representative first, physician/observer
second. Pre-Prepare flipchart outlining feedback process.

Ask pairs to begin Round 1-of the skill practice.
Call time at each interval: prep, discussion, feedback, transition.
Call time at 15 minutes and ask pairs to transition to Round 2 of skill practice.

Note to Facilitator: Trainer and manager should circulate and provide feedback to pairs.
Reference the Obstacle Handling Guide for VIOXX® when giving feedback.

'Ask how playfng different roles helped them 10 see the sales discussion from a different

perspective. Ask what lessons they leamned through this experience.

Note to facilitator: Prepare a flipchart by placing a horizontal line at the top and a vertical
line down the middle. On the left-hand column header write the word “Do’s™; on the right
hand column header write “Don’ts”.

Ask representatives Lo share out the key leaming points (do’s and don’ts) and insights that they
gained by playing the roles of representative and physician/obscrver ona flipchart.

Thank representatives for their participation.

12
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OBSTACLE JEOPARDXX
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“I'm concerned about the potential edema thét
occurs with VIOXOL”

Question: - _
A) Provide a clarifying statement, and
B) State two possible specific concems a physician
-may have regarding edema.
Answer:’ ' _
A) Clarifying statement: What are your specific
corcems regarding edema?
B) Two possible specific concems: 1) overall
incidence of edema, 2) dose refated increase of
edema with once daily VIOXX® 50 mg.

- 100 -

“Pm concemed about the potential ederna that
occurs with VIOXX”
A) What drug corrperatars are induded in the AE Table
B) State the overall inddence for VIOXX each corrparaier,

Ansvwer:

A) luprofen, ddafenac, placebo

B) MOXX- 37%
Ibuprcfen - 3.8%
Elddenac -34%
Placebo-1.1% .

-200 -
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“I'm concerned about the potential edema that
occurs with VIOXX,”

Question:

State the responsas if the physician is specifically concermad about
the averall incidence of edema. .

Response:

- Daclor, adems iy reported with alt NSAIDS and is thought (o result from
cyciotxygenass inhibition in the kidney. Clinical trials with once dadly VIOXX® 12.5
and 25 mg have shown renal effects such as edema similar to those cbserved with
campsrator NSAIDS. in'thesa shudies, the incidence rates for lowar extramity
sdema wera Ba follows: (In the AE tatile, point to row on sdsma undar Body As A
Whale) .

~VIOXX® 12.8 mg or 25 g onca daily « 2.7%
=ftuprofen 2400 mg - 3.8%

=Diciofanst 130 mg ~3.4%

=Placebd « 1.1%

- 300 -

“Pm concerned about the potential edema that
occurs with VIOXX."

Question:

Stafe the response if the physician is concerned about a dase
related Increase in edema with once daily VIOXX 50 mg.

Response: -

Doctor, sdoma is reported with al NSAIDs and s thought o result from
cytlooxygenase inhibiion in the kidney. :
Regarding the safety of onoa dally VIOXX® 50 mg, ist ma sxpiain where the use of
80 mg is recommended. 50 mg Is recommanded for use in acute pain in adults and
ls nol recommendsd for DA, In the ansigesia studies, the renal effects of once daily
VIOXX® - guch as edema-were generally similar 5 comparater NSAIDs.

The 50 mg dose, while not recommendsd for OA, has baan studied In clinical trials
for up to 6 months. In these trials, tha incidence of lower axtremity edema was
6.3% for 30 mg. In the 6-weak to B.month studias with 12,5 or 25 mg, the incidence
of lowss oxtramity eden was 3.7%. Are you concemed about a 3.7% ncidence
rals of iower extremity ederna in your OA patienls?

- 400 -

LEH 0127240

R e b= weaera T T RN T T

e LT



Wild Card

Question:

What were the three endpoints once daily VIOXX
demonstrated comparable efficacy to ibuprofen
2400 mg in a 6-week OA study?

Answer:

Primary - Pain on walking
Secondary - Physical function
. Tertiary - Joint Tenderness

- 500 -~

“What hepatic effects can | expact with VIOXX?"

Question: : .
A) Provide a clarifying statement, and
B) State two possible specific concerns a physician may
have regarding hepatic effects.
Answer:
A) Clarifying statement: What specific hepatic effects
" are you concerned about?:
B) Two possibie specific concerns: 1} increase in fiver
function testing (LFTs), 2) metabolism of once
daily VIOXX® 50 mg.

- 100 -

LEH 0127241
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“Wild Card

Quaestion: _

Enzyme /nduction can lead to an {increased/decreased)
rate of drug meisbolism and cemesponding

(increases/decreases) in ihe availability of the parent drug.

Answer:
increased, decransas

-200 -

“What hepatic effects can | expect with VIOXX?"

Question: ‘

In ptacebo-controlied trials, what percentage of patients
" taking once daily VIOXX 12.5 or 25 mg had notable

elevations of ALT or AST? '

Response. _
Once daily VIOXX - approximately 0.5%
Placebo - 0.1% '

-300-
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“What hepatic effects can | expect with VIOXX?"

Question:

If the physician is concerned about the potantial incraase in lver function
tosts, how would you respond?

Responss:

In controlled clinicsl irials of VIOXX, the lncidencs of borderiine slevations *

of liver tasts at dosas of 12.5 and 25 my daily was comparabia to the
incidance observed with ibuprofen and lower than that obsarved with
diclofenac. in placebo-controtied trisis, approximately 0.5% of patients
taking once dally VIOXX 12.6 or 28 mg and 0.1% of patiants taking
placebio had notable slavations of ALT or AST, A patlant who has an
shoormal liver tast whils on once dally VIOXX should be monitored
carahully for evidence of a more severe hapatic reaction.

Use of VIOXX is not racommended in patients with moderate or severs
hepatic insufficlancy.

“What hepatic effects can | expect with VIOXX?"

Question: ‘ '
If the physician is concerned about the metabolism
of once daily VIOXX, how would you respond?

Response: .

Dactor, metabolism of once dally VIOXX is primarily
mediated through reduction by cystolic enzymes in
the liver. Itis not primarily metabolized by the P450
system and is not known to inhibit the P450 systemn
in the liver. ’

- 500 -
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“l am concerned about the cardiovascular effects of
VIOXX.”

Question:

Provide a clarifying statement to uncover the
physician’s true obstacle.

* Answer:
What Is your specific concern?

- 100 -

“f am concerned about the cardiovascular effects of
VIOXX.”

Question:

State two possible specific concerns a physician may
have regarding the potential CV effects of once dally
VIOXX.

Answer: _

(1} I am hesitant to use VIOXX in my patients because
it may worsen CHF”

(2) “VIOXX has the potential to increase the risk of MI”

-200 -
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Wild Card

Question:
The general safety profile of once daily VIOXX 50 mg

q.d. in OA clinical trials of up to six months was similar
to that with the recommended OA doses, except for a

higher incidence of R , and
Answer:

G! symptoms, lower extremity edema(6.3%), and
hypertension (8.2) '

- 300 -

““] am concerned about the cardiovascular effects of

VIOXX.”
Quaestion:
If the physician is concermed that once daily VIOXXE may worsen CHF, how
would you respond?
Responsa:

Doctor, as you know, there are preéautions you shoukd take when prescribing
any NSAID for your patients with CHF. Becauss onca dally VIOXX is an
NSAID, you should considar taking these same precaulions when considering
the use of once daily VIOXX® for this spacific patient populatian.

Clinkcal trials with once dally VIOXX® 12,5 mg and 28 mg have shown renal
affects such as hypertension and lowsr exiremity edema similar t2 those
obsserved with comparator NSAIDs. VIOXX® should be used with caution and
should be introduced at the lowsst recommended dose in paliants with fiuid

retention, hypertension, or edema.

=400 -
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“| am concerned about the cardiovascular effects of
VIOXOL™

Question: _ :
If the physician is concerned about a potential increase
in the rigk of MI, how would you respond?

Reésponse: _

Doctor, once daily VIOXX has no efiect on platelet
aggregation. Once daily VIOXX® is therefore is not a
substitute for aspirin for cardiovascular prophylaxis.
However, once daily VIOXX 50 mg had no effect on the
anti-platelet activity of low dose (81 mg daily) aspirin.

- 500 -

“V1OXX cannot be used for longer than five days
when treating patients for acute pain”

Question:
According to the Pl for VIOXX, what is the appropriate
dosing for the management of acute pain?

Response.

The recommended initial dose of VIOXX is 50 mg once
daily. Subsequent doses should be 50 mg once daily
as needed. Use of VIOXX for more than 5 days in
management of pain has not been studied.

- 100 -
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Wild Card

Question:

In the postorthopedic surgical pain study, patients on
once daily VIOXX consumed a significantly smaller
amount of additional T medicine than
patients treated with placebo during the entire five-day
study.

Answer:
analgesic

- 200 -

“VIOXX cannot be used for longer than five days
when treating patients for acute paln”

Question:
Explain the rationale for the § day duration of
the pain studies for VIOXX,

Response:

To obtain an indication for the management of acute
pain in adults, alf analgesic drugs are studied in short-
term standard pain models as defined by the FDA. The

-maximum duration of these studies for once daily

VIOXX® was 5 days.’

- 300 -
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Overtake Celebrex

Overtake Celebrex

Question: -
Name two questions for the doctor to ask his/her
Celebrex Representative.

Answaer:
Refer to list.
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Overfake Celebrex

Overtake Celebrex

Question: )
Mame the Sclence Massages for VIQXX,

Answer:

» . VIOXX has demonstrated no effect on plateiet aggregation or blesding time; no
effact on bieading ime even at dosea of up 2 3T5my.

«  VIOXX has an effactive halt.life of 17 hours

+  VIOXX is not contraindicated in patents with sulionamids slisrgles. Celebrex it
contraindicatad in patlants with sulfonamids allergies.

= VIOXX is not primariy metabolized via e cytochrome P4S0 system and there
are no special considerations for patients who ars sytochrome PAS0 2CX
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Overtake Celebrex

| Mystery ?
Question; .
Whan should physiclans prescribe VIOXX® 12.5 mg, 26 mg, and 50 mg

Rasponse:

Whather you're treating OA or acute pain, once daity VIOXX® is alvays a
simple once dally dose.

12.5 m or 25 mg once daily for OA .

Once dally VIOXX® 12.8mg is the starting dose for OA. If a patient
requiras grastar pain relief, you have the flexdbility 1o Increase the dose to
25mg onca dally st no additional cost to the patient.

50 mg once daily for Acute Pain and Primary Dysmenorrhea

In patienis with moderate to savare acute pain, the doss is S0mg once
dally. Once dally VIOXXP® relieved moderate to sevare pain following
orthopedic surgery, dental surgery and primary dysmenomhes,
(Approprists batance: The use of Viaxx for more than 8 days for the
managemeni of pain has not been studied.}
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Mystery ?

_ Mystery ?
Question: T/F -
Like Celebrex, VIOXX is contraindicated for patients allergic to
sulfonamidas.

Answer: FALSE!

Once daily VIOXX is not contraindicated for patients with known
sulfenamide allergies, commonly known as “sulfa aliergies.”

Untike Vioxx, Celabrex contains a suifonamide group {S-NH2)
which is associated with sutfonamide aliergles. This
contraindication is is based on the specific chemical structure of
Celebrex and is not a class effect.
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Mystery ?

Question:

Mystery ?

Question: )
Discuss the larms “salactive” and “specific.”

Answer: .
The relationship betwean the desired and the undesired effects of a drup is
tarmad its selectivity. Exproased In ancither way, selectivity is defined as
the “abillty of a drug fo discriminate between speciiic largets.” Thus 8 truly
selactive drug will Interact with only one specific target irespactive of the
dose of drug used. I this criterion is satisfled absolutely, that drug can ba
refatrad to as being specific.
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'_I’bp 5 MéSSégéé for VIOXX |

Messages to defiver in the context of balanced product discussions.
Messiges 1 m:mwa.whmmwmwmmm

( o1 VIOXX demonstrated ONCE-DAILY POWER in chronic
¥ osteoarthritis (OA) pain.
Supported by:
« powerful pain relief all'day and all night and into the
next morning . N .
( + Power in one small tablet once daily comparable to
ibuprofen dosed three times a day
« powerful refief of chronic OA pain demonstrated over
one year (52-week data)

document must not be topied, distributed, or shown o anyone outside the company. - "

77 VIOXX demonstrated FAST ONSET of pain refief; VIOXX
% consistently demonstrated POWERFUL RELIEF across
ALL moderate-to-severe acute-pain models studied.

This docment must not petopicd. dstriduled. or shawn to xryone putside the company. e

N , " VIOXX dgr,nonsitéted significantly fewer endoscopic ulcers
Y than ibuprofen, and was consistent across all studies.

‘I— Clnt

This documeant mmust not be ropied, distributed, of shiown to enyone outside the compan

‘? Safety profile of VIOXX ‘derﬁonsttated in patients 30 years
' o7 older.

Ml This doquoent must not be copied, dustributed. or JhowT to anyone putside the company. - )

== VIOXX is NOT contraindicated in i:atients with sulfonamide
allergies.

ONCE-DAILY POWER... One tablet, once 2 day, in all Indications

These statements can be usad by professional representatives in
discussions with physicians.

This document must aot be copled,

distributed, of shown to anyone

outside the company. ONCE DAILY -
Be sure to provide appropriste

balancing informati of »
b sions. (rofecoxib)

LEH 0127254

e N I

A =



L e
.

AUTHOR/TITLE ' OAN#

taine. A Rondomized Biol Comparing 2604(1)
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Messages to deliver in the context of balanced protiuct discussions.
(*Messages #1 and #2 should be delivered in reverse order for Orthopedic Surgeons)

1. *VIOXX demonstrated ONCE DAILY POWER in chronic osteoarthitis pain.
Supported by: _ '
- Powerful pain relief all day and all night and into the next morning

- Power in one small tablet once daily comparable to ibuprofen dosed three times a day
- Powerful relief of chronic OA pain demonstrated over one year (52 week data)

2. *VIOXX demonstrated FAST ONSET of pain relief; V[OXX consistently demonstrated
POWERFUL RELIEF across ALL moderate- to- severe acute pain models studied.

3. VIOXX demonstrated significantly fewer endoscopic ulcers than ibuprofen, and was
consistent across all studies.

4. Safety profile of VIOXX demonstrated in patients 80 years or older

5. VIOXX is NQI contraindicated in patients with sulfonamide allergies

ONCE DAILY POWER... One tablet, once a day, in all indications

* These statements can be used by professional representatives in discussions with physicians.

This document must not be copied, distributed, or shown to anyoue outside the company.

- Be sure to provide appropriate balancing information as part of all product discussions.



