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Darren L Dobbs                 To: J Dean Barren/AMILl.Y@LILLY, S Suzanne Huxen/AMILLY@LiIly,

11!16loo 1049 AM                  Sherry M KorczynskilAM/LLY@LiIly, John N Law/AMILLY| LlLLY,

~                              Nidiolas G Love)AM!LLY@LlLLY, Marlis F Morrison!AMlLLY@Lll.LY,

Russell D Patyl<IAMlLLY| LILLY, Donald V StewartjAM/l.LY@LlLLY,

Julie M Tweedie/AMILLY| LILLY

cc: Miohael E BandickIAMlLLY@Lilly, Karen BeharIAMlLLY@l.lLLY, Mark

J Bemauer/AMll.l.Y<o Lilly, Ajay K BhsrdwajlAMILLY|LilIy, James

DelisleJAM/LLY@Lilly, Donald P HaylAM/LLY@Lilly, Chnstine M

Pieroe/AMlLLY@Lilly, Arthur S Snow JrlAMILl.Y@Lll.l.Y, James M

SweeneylAMlLLY@ LILLY, Jo A Taylor/AMlLLY@LlLLY

Subject: Zyprexa questions from the field

Area Zyprexa Champions:

Below is a response from Zyprexa medical to recent questions from the field.  Please disseminate to your respective areas, Also, for future questions, please send them to Art Snow in training and development. l have enjoyed working with all of you and will miss our interactions in my new assignment.  Thanksl

Darren

Quution:

e    We know that Zvprexa has a low potential for drug-drug interactions, but we need to feel a little more contident about a "cocktail" question that has come up for several of the reps:

Can doctors use Zyprexa Mth Aricept or Excelon? It is thought that Aricept/Exoelon works on the Alzheimers and Zyprexa can pick up the unmet need of agitation that goes with it. is it common to add Zyprexa; what doses of Zyprexa are added; anything to wem the doc about?

Also, if Zyprexa is going after the Alzheimers indication, wouldn't it make sense to forget the Aricept/Exoelon (we know that we can't discuss future indications, but is there good data! medical letter to support Alzheimers efficacy).

Answer:

e    Zyprexa has multiple metabolic pathways and though it has not been studied with Aricept or Excelon, we would not expect any signiiicant interaction between Zyprexa and these medications. During other interaction studies, it was found that other meoications metabolized through similar pathways as Zyprexa (1A2 and ZD6) may influence the plasma levels of Zyprexa (the other drug's plasma levels are not effected). With Zyprexa's broad range of dosing and blood levels, changes in the blood levels for Zyprexa does not create a concem unless there are more factors involved (i.e. elderly, smoking). Additionally, the notion that Zyprexa has significant anticholinergic effects (thus

negating the increase in acetyloholine by Arioept and Exelon) has not been a factor during our studies in the elderly. In fact, we have seen a trend toward cognitive improvement with Zyprexa. Secondly, at the current time, we are not pursuing an indication fortreatment of Alzheimers. We had submitted for an indication for the behavioral disturbances associated with Alzheimers; however, it was withdrawn due to vagueness on the FDA*s part regarding a definition of efficacy that they would utilize to determine a medications approval for this use.

Question:

=    Since the diagnosis of our 3 patients in the Zyprexa oore message piece are: Martha - dementia, David - bipolar, Chnstine - schizo; can you enlighten us a little more about dementia. We know that we are to describe the symptoms and stay away from diagnoses, but for our own

background, can you elaborate on dementia and how it is different from other things like Alzheimers, etc. We are getting a little grief from some of our doos about promoting Zyprexa for dementia, but according

to the slides in the audioconferenoe set, there is no FDA approved drug for dementia.                               `-<

Answer:                                                                                                                                            $

e    Dementia is a broad classification that basically indicates a disease which produces a decline in             tlg

cognitive functioning. As we know, there are many other symptoms associated with this as well
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(behavioral disturbances, psyohosis). Alzheimers disease is the most prevalent form of dementia, estimated at over 80% of dementia cases. Other forms may include vascular dementia, Ieweybody

dementia, dementia NOS.

Question:

e    Dosing of 2.5 mg vs 5 mg - we are ttnding that 2.5 mg is the dose most often used in nursing homes. We want to stay consistent with our 5 mg message for ambulatory outpatients. For our own benefit, what are the real differences between 2.5 and 5 mg in efficacy and safety for the "Martha" type patient.  If the patient is on multiple meds, when and how are patients started on Zyprexa in both settings ~ the

nurse home and outpatients.

Answer:

e    Regarding 2.5mg erncacy, we currently do not have any tirm evidence of the eftlcacy at this dose. White some of the patients in our Alzheimer studies were taking a 2.5mg dose, the dose most

efttcacious was 5mg and 10mg` Support for the 2.5mg dosing at this point is anecdotal in nature. The only evidence we have to date of eftloacy at 2.5mg is that 20% of patients in an open label, tlexible dosing dementia study by Kinon et. al. were on a mean dose of >0 -2.5mg (mean dose of the study was 5mg). As you know, our package insert states efncacy at 5 to 20mg, not 2.5 to 20mg. More studies are needed with regard to dosing in elderly populations to ctesrty identity if 2.5mg is both safe and etnoaotous.

Thanks to Marlis Morrison for forwarding these questions.
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Strategy Overview

.                      Overview

|

|                     12 months ago, Lilly had not yet made the decision to launch ZYPREXA in primary care.

l

i                    8 months ago, we met in Orlando for a very successful-and memorable-launch meeting.

Just over 3 months ago in Dallas, we reviewed the positive impact we've had on patients, families, doctors, and Lilly's bottom line.

i                     "Viva ZYPREXA!" is more than a signature; it's a battle cry to make sure that every day we bring energy

and passion to our customers, who are still getting acquainted with this incredible molecule. At the June l 2001 district meetings, you will have the opportunity to take that energy to the next level. We have evolved the sales aid and message flow to better meet the needs of customers-identifying the right patient and linking that patient with the right safety and efficacy data. We are launching a powerful new

reprint that highlights the efficacy of ZYPREXA in the treatment of mood and depressive symptoms. And we've just completed a 3-part "Lunch & Learn" CD that offers a new and effective way to tell a patient-focused ZYPREXA story.

New Sales Aid Message

The new sales aid message flow is an evolution, not a radical redesign. We've listened to our customers in market research, and we've listened to those in the field via the new Message Management process.

The result is a tight, powerful sales aid that is effective in an in-depth 30-minute visit or a stand-up 30-second summary.

The primary difference in this piece is that we structure each major spread around a patient, not around data. In other words, when you paint a picture of a specific patient type, you need not jump around the piece to show supporting evidence. It's all right there, in one place, enabling you to create action on the spot.

You'll see an old friend (Martha) and meet two new ones: Michael and Kelly. Michael exhibits clear signs and symptoms of bipolar disorder, without appearing to be as threatening as his predecessor

ZY   8967   1068

3

zyprexa Moan] 596  o5nfidentiaI~Subject to Protective order                              it                                ZY1  ooszoesa

Zyprexa MDL Plaintiffs' Exhibit No.O3916  

###########################################################################################################################

### File ZY1-00520636-p004.txt based on page 4 of ZY1-00520636.TIF (or .pdf) from the so-called "ZyprexaKills Memos";

### the ASCII text was extracted automatically using the tesseract 1.02 OCR engine with an optimized user word list.

### Please be aware that the content of this file only approximates the textual content of the original document.

###########################################################################################################################

(David). Kelly struggles with mild to moderate psychosis, with visible elements of a mood component. Again, the intent was to make Kelly more "treatable" by a PCP (versus the defiant Christine).

l

i                     In each spread, safety information and efficacy data have been tailored to the patient type. For example, a doctor may be more concerned about drug interactions in an older patient and pregnancy issues in a young female. Sounds obvious, but the goal is to open and close on a single patient type without tuming a page. As with the previous piece, the more time you have, the richer the discussion; subsequent pages on safety and ease of use offer additional patient benefits. You'll see more head-to-head data in the new sales aid, including the results from a recent trial of ZYPREXA versus Depakote. From listening to customers, it's clear that ZYPREXA doesn't get enough recognition as a mood stabilizer. The fact is, ZYPREXA is indicated for the treatment of acute bipolar mania, in the same league as lithium and Depakote but with big advantages. In addition to the data, you'll see more references in the script comparing ZYPREXA favorably with lithium and Depakote.

|                     Under "Ease of Use," we've added ZYPREXA Zydis, the orally disintegrating tablet. While Zydis tablets cost about $1 more apiece than the original oral tablets, keep in mind that price comparisons in primary care favor ZYPREXA. At the most common doses in primary care, ZYPREXA is about equal to Risperdal and much less expensive (30% to 50%) than Geodon.

As we expand the ZYPREXA Brand in primary care, sales representatives can now order limited quantities of 10-mg samples. These are particularly appropriate for patients such as Michael, who will likely respond better to higher doses of ZYPREXA. Kelly and Martha are more appropriate for 5 mg and 2.5 mg, respectively. This segmentation by dose may help the PCP identify and differentiate ZYPREXA patients in his/her practice. As you educate your customers, encourage them to reach adequate doses of ZYPREXA. More severely ill patients-like Michael-require higher doses (eg, 10-15 mg).

Market Segmentation Safety is the first and foremost consideration for PCPs when discussing ZYPREXA. Regardless of customer group, safety emerges as the most significant barrier to considering antipsychotics, and it is the first issue that must be addressed when speaking to PCPs about trying ZYPREXA.
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Martha Spread

This is Martha. Martha is a widow who lives independently and has been your patient for some time. She is becoming more complicated to manage, and you note increasing agitation. Her sleep is disturbed; she dozes during the day and is up most of the night. Her family has shared their concerns with you, saying, "She thinks we're trying to take advantage of her." Marthass family doesn't want to send her to a nursing home, but her agitation and confusion must be addressed. Your goals of treatment for Martha may include reducing her behavioral disturbances without impairing her cognitive functioning.

|                     PROBE: Do you see patients like Martha? What medication(s) do you prescribe in treating her behavioral disturbances?

ZYPREXA is a safe choice for Martha. It has a low potential for drug interactions and anticholinergic side effects. Unlike drugs such as Haldol or Risperdal, ZYPREXA has an EPS profile that is comparable to placebo across the full dosing range.

l

i                    As I said before, ZYPREXA is quite different from older antipsychotics, so you can be confident treating Martha with a low dose. The most common side effect is somnolence, which is dose-dependent, so a starting dose of 5 mg-or even 2.5 mg-at bedtime is appropriate. In fact, this could help Martha's poor sleep.

Doctor, ZYPREXA works. It has proven effective in reducing hostility as early as the first week. Early improvement will give Martha-and her faniily-confidence in the treatment you've prescribed. And ZYPREXA won't impair Martha's cognition; in fact, it actually improved cognition in prelaunch trials.

(If the physician asks, a medical letter on the use of ZYPREXA in older populations is available.) Would you agree that these are important benefits for this patient? Doctor, will you give ZYPREXA a try in a patient like Martha? (Would you consider trying ZYPREXA in adults of all ages who present with secondary anger, agitation, and tension?)
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l             Michael Spread

This is Michael. Michael is a professional in his mid 30s. He's highly functional, but his wife says that he's always been prone to mood swings, and lately, things have gotten worse.

l

i                     You rule out substance abuse and possible organic causes, and you`re left with a complicated mood disturbance. The last time you saw Michael, he seemed down, unmotivated, detached. You prescribed an antidepressant. Now, 2 months later, he appears "wired," irritable, and anxious, and he hasn't been sleeping much.  His wife is very concerned, not only about Michael's health, but also his recent spending habits and erratic behavior.

i                    Michael says he won't "see a psychiatrist." In fact, he denies that there's anything wrong with him. Simply switching antidepressants may not alleviate his symptoms. Your goals of therapy for Michael may include stabilizing his mood while reducing his agitation.

.                    ZYPREXA, unlike mood stabilizers such as Depakote or lithium, does not carry any black-box or bolded warnings in its package insert. There is no routine blood monitoring required with ZYPREXA, and its cardiovascular safety is proven. ZYPREXA enables you to prescribe with confidence and without hassles.

i                    The most common side effect is somnolence, which is dose-dependent, and for a patient like Michael, a calming effect may be desirable.

Doctor, ZYPREXA works. In this head-to-head study versus Depakote, the most widely used mood stabilizer, ZYPREXA was equivalent or superior in all symptoms of bipolar disorder. Even if you don't use Depakote, notice how effective ZYPREXA was in treating elevated mood and irritability, and in improving sleep. Would you agree Michael could benefit from a trial of ZYPREXA? Dosing for a patient like Michael should be higher than in a patient like Martha; in fact, efficacy in bipolar mania was demonstrated at a dose range of 10 to 15 mg in clinical trials.

                     ZYPREXA has not been studied in bipolar depression, but it's worth noting that in bipolar mania trials, there was actually improvement in depressive symptoms. Does this give you enough information to try ZYPREXA in a patient like Michael`?
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Ease of Use Spread

Another reason ZYPREXA is so popular among your colleagues is its ease of use: once a day, with or without food, with no mandatory titration. It doesn't get much easier than that. And that's important for

the patients we're talking about, who may be easily confused or overwhelmed. With some agents, like Seroquel or Geodon, the target dose is unclear. In contrast, the starting dose and therapeutic dose for

ZYPREXA are often one and the same. Now that's simplicity.

The starting dosage for ZYPREXA depends on the patient. We recommend a lower dosage, such as 5 mg or 2.5 mg once a day, for a patient like Martha; a patient like Michael will respond better to a 10-mg QD dosage. Somnolence is the most common side effect, so we recommend bedtime dosing. For additional flexibility, consider our orally disintegrating tablets, which are called ZYPREXA Zydis. These are

appropriate for patients who have difficulty swallowing or when you suspect a patient may "cheek" or spit their medication.

The best evidence I can show you that ZYPREXA is well tolerated is this graph. The discontinuation rate due to adverse events is comparable to placebo. Very few agents-in any class-can make that claim.

l

PROBE: Doctor, does this increase your comfort level with ZYPREXA?

All drugs have side effects, and ZYPREXA is no exception. We've discussed somnolence, which you'll recall is dose-dependent. You should also know that some of your ZYPREXA patients may gain weight

due to an increased appetite. Not all ZYPREXA patients gain weight, and the majority of those who do will benefit from simple diet and exercise interventions. However, there may be situations in which weight gain causes you to reexamine the risk/benefit ratio of keeping a patient on ZYPREXA. Because of its prohle of safety, broad symptom efficacy, and ease of use, many of your colleagues elect to manage

the weight gain rather than switch agents.

Back Cover/Close

In summary, doctor, prescribing ZYPREXA is a safe, proven solution for patients like Maitha/Michael/Kelly who suffer with mood, thought, and behavioral disturbances. It's easy to use, and it works.
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Objection  Handling

I understand ZYPREXA works, but it causes so much weight gain.

Rep:    Doctor, have your patients on ZYPREXA gained weight or have you heard ZYPREXA causes weight gain?

Dr:      I've seen it in a few of my patients.

Rep:    I can see how it could be a concern for you and your patients. Weight gain is associated with many antipsychotics, mood stabilizers, and antidepressants. Doctor, not all patients gain weight on ZYPREXA.

|                              When you have 500 patients on ZYPREXA (and I hope someday you will), this is what the weight -change curve will look like [show weight-change sell sheet]. 25% of your patients will have lost weight. 50% of your patients will either have lost weight or will have gained no more than 11 pounds. Of those patients who do gain weight, it will plateau at around 39 weeks. You'll

also be glad to know that behavioral modifications such as diet and exercise can really help. l'm sure you want your patients to experience the full symptom efficacy of ZYPREXA, so keep in mind that weight gain is usually seen in patients with lower BMIs and is not dose-dependent.

So you wouldn't want to dose down if a patient experienced some weight gain. Doctor, consider the efficacy of ZYPREXA for behavior, mood, and thought disturbances coupled with its safety and ease of use. Also take into account that weight change is manageable. Does this make you more comfortable with the overall profile of ZYPREXA? Are you willing to

prescribe ZYPREXA for a patient like Martha/Michael/Kelly?
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I don't treat patients with schizophrenia or bipolar disorder, I refer

them to psyohiatric treatment.

Rep:    Doctor, that makes sense. Patients with moderate to severe symptoms of schizophrenia and bipolar disorder should be treated by a psychiatrist. However, in your own practice there are probably patients who may experience symptoms such as elevated mood, emotional withdrawal, and agitation who may benefit from ZYPREXA. Keep in mind that referrals can be expensive,time-consuming, or logistically difficult. Also, it is reported that about two thirds of patients who are scheduled for a referral never make it. What will you do with them?

                                ZYPREXA is an excellent option. It improves the quality of the patient's life and therefore the

lives of family members. Let's spend some time reviewing who in your own practice might benefit from ZYPREXA. Let me introduce you to Maxtha.

p                      Your Michael patient looks scary. I would not even want to be in the same room with him.

Rep:    Michael is in the postmanic crash phrase. He is spending money he and his wife do not have, and the bills, lack of sleep, and manic behavior are catching up with him. You see him in your office

when a family member has forced him to see an MD, and he is resisting your efforts to refer himto a psychiatrist.

Michael needs your help and he needs ZYPREXA. ZYPREXA will calm his elevated mood and help him get some sleep.

With Martha I would just prescribe a cholinesterase inhibitor, such as

Aricept. They are supposed to be pretty good with agitation.

Rep:    Have you tried to use Aricept with Martha for her behavior`? Doctor, the cholinesterase inhibitors are indicated for dementia and do show some limited improvement in cognition. The Aricept
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representatives are trying to expand their target patient population by reaching into behavior-type symptoms. But the data are limited at best. Why not prescribe ZYPREXA, which has proven efficacy for agitation and related behavioral disturbances, has been on the market for more than 4

years, and has helped over 6 million patients with symptoms just like Martha's?

i                      I am concerned about the higher doses that you are recommending for Michael. I have never prescribed over 5 mg.

Rep:    What concerns you about a higher dose? The incidence of EPS associated with ZYPREXA is equal to placebo across the entire dosage range. With ZYPREXA, you therefore have the flexibility to dose for desired therapeutic effect without worrying about unwanted side effects. If sedation concerns you, it may actually be a benefit in a patient like Michael.

The Pfizer rep was just here and told me about Geodon. I understand

that it has the efficacy of ZYPREXA without the weight gain.

Rep:    What efficacy data did the Pfizer rep share with you? Did he or she mention the QTC bolded warnings in the Geodon PI? Did he or she explain the complicated dosing? If you look at the Geodon PI closely, a number of issues come to light, such as:

*    Geodon's inconsistent efficacy data showed little-if any-improvement over Haldol.

*    Ten bolded paragraphs highlight the warnings for prolonged QTc and unpredictable related

risk of sudden death.

*    Geodon was shown to have clinical efficacy only at higher doses (80-160 mg/day), which may lead to dose-dependent side effects.

*    It must be taken with food and is BID.

Doctor, with ZYPREXA your patients will benefit from more than 4 years of market experience in 6 million patients, as opposed to trying an unproven product with a questionable safety profile.

ZYPREXA is safe, effective, and easy to use. Let's explore some of the patients in your practice who would benefit from ZYPREXA.
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1                            Commonly Asked Questions

How should I transfer patients from a typical agent, such as Haldol,

to ZYPREXA? There are limited data to suggest a definitive method for transferring a patient from one antipsychotic to ZYPREXA. Although each patient will require a tailored approach using your best clinical judgment, we suggest adding ZYPREXA at a full target dose to the patient' s current regimen and gradually tapering the other agent to reduce the risk of rebound symptoms. In an older or more sensitive patient, such as Martha, you may consider using a lower starting dose of ZYPREXA, such as 2.5 mg [offer medical letter].

.              What is the recommended starting dose of ZYPREXA?

The recommended starting dose depends on the patient and the severity of symptoms that are present. A patient like Martha, who may be fragile and especially vulnerable to side effects, may require a lower

starting dose (2.5-5 mg).  In addition, you might consider this low starting dose for patients with multiple medical conditions.

For a patient like Michael, who may be suffering from bipolar disorder, we would recommend a higher starting dose of 10-15 mg.  Two placebo trials were completed for the indication of ZYPREXA in bipolar

mania, and both proved ZYPREXA was effective. Patients responded quickly, as early as week one, and robustly, while experiencing few adverse events. A patient like Kelly offers you the flexibility to "start low and go slow"-but to go as high as needed based on therapeutic effect. One advantage of ZYPREXA is that you generally do not have to worry about increasing side effects as you raise the dose. Please keep in mind that several dosage forms (ranging from 2.5 to 20 mg) are available for your convenience.

Can I break the tablets?

Since ZYPREXA tablets are not scored, we don't recommend breaking them. Split or broken tablets will oxidize, thereby potentially corrupting the integrity of the tablet. However, for your convenience, we offer

several dosage forms (2.5, 5, 7.5, 10, 15, and 20 mg), as well as ZYPREXA Zydis, orally disintegrating
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                                          Helpful Hints

l

l                      Cover

Michael may be perceived as a little threatening. During market research, doctors were much less

hesitant to treat him if they knew he was a bipolar patient and we framed him as being in the postmanic

"crash" phase. He has just spent months spending money he and his wife do not have, the bills are piling

up, and he is feeling the pressure.

Y                      High-Ground Opener

l

|                    In longer calls, it may help frame this page with the following statement: "Doctor, the goal of today is to

l

i                     get you to consider using ZYPREXA in patients whom you may not have considered before. I will

l                                                                                                                                              .

|                     present patients who are suffering from behavior, mood, or thought disturbances. I will frame our

discussion of ZYPREXA around its safety, efficacy, and ease of use."

Martha Spread

)                     An important point here is the low potential for anticholinergic side effects such as dizziness,

|                     dehydration, and lack of steadiness. Martha cannot afford to fall and potentially break a hip due to

l                      her medication.

l

Secondly, older patients are frequently on several medications, such as cholesterol-lowering agents or

anti-hypertensive medications. It is crucial to point out that with ZYPREXA, the potential for drug-drug

interaction is minimal.

You will note that on the right-hand side of the spread under the cognition information is a space that has

been intentionally left open. Upon launch of the IM formulation of ZYPREXA, we will be placing a

sticker in this spot to announce the new formulation and new indication (agitation associated with

dementia).

Michael Spread

When presenting the Michael profile, it is critical to understand that patients suffering from bipolar

V                     disorder will not want to see an MD during the manic phase. They like feeling manic and cannot
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                                          Helpful Hints

l

l                      Cover

Michael may be perceived as a little threatening. During market research, doctors were much less

hesitant to treat him if they knew he was a bipolar patient and we framed him as being in the postmanic

"crash" phase. He has just spent months spending money he and his wife do not have, the bills are piling

up, and he is feeling the pressure.

Y                      High-Ground Opener

l

|                    In longer calls, it may help frame this page with the following statement: "Doctor, the goal of today is to

l

i                     get you to consider using ZYPREXA in patients whom you may not have considered before. I will

l                                                                                                                                              .

|                     present patients who are suffering from behavior, mood, or thought disturbances. I will frame our

discussion of ZYPREXA around its safety, efficacy, and ease of use."

Martha Spread

)                     An important point here is the low potential for anticholinergic side effects such as dizziness,

|                     dehydration, and lack of steadiness. Martha cannot afford to fall and potentially break a hip due to

l                      her medication.

l

Secondly, older patients are frequently on several medications, such as cholesterol-lowering agents or

anti-hypertensive medications. It is crucial to point out that with ZYPREXA, the potential for drug-drug

interaction is minimal.

You will note that on the right-hand side of the spread under the cognition information is a space that has

been intentionally left open. Upon launch of the IM formulation of ZYPREXA, we will be placing a

sticker in this spot to announce the new formulation and new indication (agitation associated with

dementia).

Michael Spread

When presenting the Michael profile, it is critical to understand that patients suffering from bipolar

V                     disorder will not want to see an MD during the manic phase. They like feeling manic and cannot
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|

[ MIKEGRAD.TSC - pg. 13

pass Risperdal and squeeze the life out of a dangerous            t

little drug called Geodon.

Which brings me to our new, radically redesigned message...

(shakes head nnon)

The Zyprexa 3 X 3  plus 1.

The plus 1|is what we'll do to blunt Geodon so that our

customers understand that it has no place in primary care.

But the rest should look familiar.

Broad symptom efficacy in mood, thought and behavioral             e

disturbances.

Let me call a

time out and make one quick comment

on Martha.

What's the first thing you notice about Martha?               Kj

Ms

.A

f-`

ro

She's old!

Pt

on

O1

~4

fi           That does two things.
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[ MIKEGRAD.TSC - pg. 14

First,

it reinforces Zyprexa as a nursing home drug.

Our mission is to build a primary care franchise, and let

our long-term care team drive the nursing home business.

Second, it limits the perception of behavioral disturbances

agitation, tension, anger, hostility all show up in primary

care in a variety of packages.

Young, old, male, female.

When you describe Martha, make her symptoms more prominent

than her age.

Zyprexa is extremely safe;

>    note rhat Zyprexa has now been used to treat more than

6 million patients.

hl

-<

\r

Proven safety.                                                                           i

co

Unsurpassed ease of use.

on

or

a>

No hassles, doctor.
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ZYPREXA RETAIL HVIPLEIVIENTATION GUIDE

For your information ONLY; not for use in detailing.

TABLE OF CONTENTS

1. Strategy Overview

2. Message Flow

3. Objection Handling

4. Frequently Asked Questions

STRATEGY OVERVIEW

Welcome to the Primary Care Resource Guide. This guide will function as your resource                   Q

for our launch of the Primary Care message. Our vision is to expand the market of

ZYPREXA by redefming how primary care physioians help reduce mood, thought, and

behavioral disturbances. Our strategy is to establish the position of ZYPREXA as a "safe,

proven solution for mood, thought, and behavioral disturbances related to schizophrenia

and bipolar mama.', We can accomplish this by:

*    Placing a strong emphasis on direct-to-physician marketing; establishing ZYPREXA

as the next incremental step in the POP's treatment and prescription orbit                                     S

'    Broadly targeting office-based PCPs

*    Communicating a message based on patients, symptoms and behaviors

Symptoms and behaviors...

In order to succeed in the Primary Care market, we must focus on the symptoms and

behaviors found in mood, thought, and behavioral disturbances. The sales aid has been                      5

organized in such a fashion that will allow you to identity specific symptoms for these

disturbances. This message flow and the patient proiiles (Martha. David, and Christine)

Will aid you in helping the physician to recognize these symptoms in patients he or she

sees 'frequently. Use these tools to aim for early identitication of relevant patient types, as

well as pointing out the important role that the family members play.

Proven safety...

Because many primary care physioians may not be familiar with the safety profiles of the

newer psychotropic medications, We must emphasize the safety of ZYPREXA and its low            N

risk of certain serious medical complications, safety that is proven by 5 years of use and               -<

over 5 million patients treated.                                                                                                 \!

Zo`

to

so

rs
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Effectiveness...

When communicating our message, be sure to define effectiveness as the following:

"Effectiveness": efllcacy + ease of use + well tolerated = compliance                                                  to

As We know, compliance can be an issue for some patients. Be sure to point out that

ZYPREXA is effective in treating symptoms, but its ease of use (QD dosing with or

without food, no blood monitoring) and its generally safe profile may allow for a higher

compliance rate.

Key message elemontsu.

In essence, the ZYPREXA Primary Care message has a "3X3" component to it.  The                          1

three sets of disturbances we need to focus on are:                                                                               t

'    Mood disturbances

*    Thought disturbances

'    Behavioral disturbances

We then have three components to our message:                                                                                    Q

'   Broad eflicacy {refer to 3 patient types: Martha, David, Christlno)

'    Safety (Proven: 5 years, 5 million patients, low risk of certain serious medical

complications)                                                                                                                   `

*   Ease of use (5 mg to start, QD, at bedtime, with or without food, no blood

monitoring)                                                                                                                         G

In closing, We hope you Will fmd this information helpful for the now challenge you are

taking on. As a Primary Care representative, you need to have the flexibility to handle

both situational and sit down messages. We appreciate your dedication and expertise and

are counting on these attributes as We launch into the market of Primary Care!

ZYPREXA - PRIMARY CARE MESSAGE FLOW

Cover

Objective:

e   Assure physioians that they can effectively treat the symptoms associated with

various mental disorders frequently observed in patients that physioians know and                N

treat.                                                                                                                                        -<

\:

`    Introduce ZYPRBXA, a versatile agent that will allow physicians to treat these                      It

patients more effectively.                                                                                                     (0

5

at

2
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Key message:

ZYPREXA is a safe psychotropic with proven emoacy in treating mental illness and

reducing symptoms of mood, thought, and behavioral disturbances.

Sales Call:

Doctor, you know your patients better than ony other clirzicion. Your patients rely on you

to heho them manage their mental health and some moy present with one or more of the

following symptoms: agitation, elevated moooi aggressiveness, disorientation, and

suspieiousness. What happens when they don 't respond to "ordinary" treatment?                                *

Rejerrals can be expensive, dhyiouit to schedule, or rejected by the patient

[ would like to shore information with you about ZYPREX4, o versatile psychotropic

agent indicated jor bhoolor manio and schizophrenia that may heho these patients and                         *

their families.  Letis meet one of these patients.

(Patient profile #1):

Martha is a widow you've known and treated for several yeors.  As she 's aged, shek

become more complicated to manage-clinically, and at home.  These are comments you                   e

hear jrom her family (read testimonials from proiile).  Your main goal of treatment is to

treat her illness and reduce her behavioral disturbonces.  Do you see patients like

Mortho?

{Patient profile #2):

Davio' is highly funetionah and in good general physical health.  Heisr been a patient of

yoursfor okw yeors, and has been having trouble lately His history includes treatment

with several dhjererzt ontidepressarzts, but his current symptoms are not being well                              i

controlled  This is how Doviovs w% describes him (read testimonjals from profile).                          1 Q

Your main goal oftreotment is to treat and stabilize his mood disorder.  Do you see

patients like David?

{Patient profile #3):

Christine is in her 20s, single, and has a history of poor work performance.  You 've ruled

out substance abuse, yet she continues to struggle.  These are comments you hear from

her fomiiv (read testimonials ijom profile).  Your main goal of treatment is to treat her                        |h

thought disturbances.  Do you see patients like Christine?                                                   N

-<   e

1*

8

N

N

oa

3
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|

|

 Z    rexa Primary Care |     ~

 YR    . |

  Patient Profiles                  Qssbhwc

| Martha-older agitated patient, focus is  n behavior

David-younger patient, higher functionin , focus is on mood

Christine-early twenties, schizophrenia "lite', focus on thought.

 |

 | J

2 |

8                                                                  IN |

L8 | | namellocation                                Copy|nghx@2000 Eli Lilly and Company |
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