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L EXECUTIVE SUMMARY

Schizophrenia, unlike most diseases, occurs with a consistent incidence rate throughout the world.
Approximately 1% of the world’s population is afflicted with this disease. Though its etiology is
unknown, there is evidence (0 suggest that genetics may be involved in some cases. Because
schizoplirenia is an incurable, relapsing disease which causes it’s sufferers to behave in socially
unacceptable and sometimes dangerous ways, it’s cost to society s staggering. $32 5 hillion is the
estimate of the annual burden of the disease on American society, with less than 5% of the total
attributable to the cost of drug therapy’® Multiple sources estimate that more than 25% of all
hospital beds in the US are occupied by schizophrenic patients, with 40% of all fong term care
days and 20% of all Social Security benefits attributable to the disease.

The antipsychotic market had been stagnant for many years. In the 1950°s and 1960’s a number of
breakthrough compounds were introduced which, for the first time, provided clinicians the ability
to control the overt psychotic symptoms of schizophrema, Though eflective, these drugs were not
without significant drawbacks, having poor tolerability and long term safety profiles. Through the
1970%s and 1980°s no new products were brought to market and there appeared to be little hope
of iniproving upon the existing neuroleptics, which were in wide use by that time.

The launch of clozapine (Sandoz, Clozaril) in 1990 marked the advent of a new era in the
treatment of schizophrenia. Its characteristics: a broad range of brain receptor activity, efficacy in
treatment resistant patients, no Extrapyramidal Symptoms (EPS), no Tardive Dyskinesia (TD),
lack of sustained increase in profacting ete have come to define the “atypical” antipsychotic agent.
Thus, clozapine is the benchmark against which all new atypicals will be measured Clozapine's
use has been restricted to third line therapy due to a 1% incidence of agranulocytosis. Qther
atypicals appear at this time to have overcome this detrimental effect.

The US antipsychotic market has grown markedly in dollar value since the introduction of
clozapine and in February 1994, Janssen’s Risperdal {risperidone). In 1989 {pre-clozapine) the
total market value was [EBINGIEEN-ompared ol anNCRlabgin 1995, Risperda achieved

n sales and ar[g{Sl:otat Rx share in 1994, it’s first 11 months on the market™ 1995
Risperdal sales have exceeded with a consistent, strong rate of adoption, as
measured by growth in new Rx share’. The value of the market will continue to increase with the
expansion of the atypical segment, fueled by new product introductions in 1996 - 1998, Recent
industry projections of aariael by 2G03 shouid be exceeded in 1996,

Even with the introduction of Risperdal there remains enormous unmet medical need. Risperdal’s
performance to date, though solid, has not reflected the potential for new therapies in this field.
This may be due in part to some reported disappointment with the drug’s performance in clinical
practice, eg limitations on dose ta avoid significant EPS The new entrants will be held to
clozapine performance standards, as was Risperda/, though clinical trial data suggests they will be
better able to meet climcal expectations.

There are currently four putative atypical antipsychotic agents in Phase 111 development. Lilly’s
olanzapine {Zyprex), Abbott/Lundbeck’s sertindote, ZENECA’s SEROQUET, (quetiapine}, and

et
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Pfizer’s ziprasidone. Lilly and Abbott submitted NDAs in October and November, 19935,
respectively, and anticipate marketing approvals within a year. The SEROQUEL NDA
subrmission is slated for July, 1996 with approval expected between July and September, 1997, An
axecittive from Plzer has been quoted as saying that ziprasidone’s NDA will be submitted in
1997, though competitive intelligence suggests that the drug may be experiencing some
ditficulsies in clinical trials. A 12 month review would be expected for this compound as well
unless gpecific.areas of clinical concern are identified.

SEROQUEL will face considerable competition at launch given its timing to the market relative to
olanzapine and sertindole, as well as the formidable presence of Janssen, Lilly, Abbott, aad Pfizer
in the psychiatric marketplace. SEROQUEL s climcal profile is strong but not unique in having
demonstrated efficacy vs positive and negative symptoms, EPS no greater than placebo across the
dose range, and tack of sustamed increase in prolactin levels, with a receptor binding profile that
closely resembles that of clozapine. The strategic positioning statement for SEROQUIEL at taunch
is!

“The atypical antipsychotic agent for first line treatment, with proven efficacy against
positive and negative symptoms plies no EPS or prolactin tability compared to
placebo across the SEROQ UL dose range.”

Risperidone’s positioning has been “The only first-choice serotonin-dopamine antagomist”
emphasizing efficacy against both positive and negative symptoms, and “EPS comparable 1o
placebo at doses <i0mg/day”. This positioning will be weakened by the new entrants, including
SERCGOUILL.

Olanzapine’s positioning is expected o revofve around once daily dosing, no titration needed, and
EPS comparable to placebo at low doses (like nisperidone),

Sertindole is also expected to emphasize once daily dosiag but is likely to be hampered by & very
tong titration period (2 weeks). Their EPS and profactin message is similar to SEROOULT in that
the data suggests no increase over placebo at any dose

SEROQUEL will not bave relapse prevention data to support long term use af launch, a
previously anticipated differential advantage Qualitative marketing research conducted in carly
1996 has suggested that the success or failure of any one of these products will be a direct
reflection of time to market and effective sales and marketing efforts, given the similarities among
the new products at launch. Pricing sensitivity analysis will need to be conducted to better
understand how this factor will contribute to market adoption.

In addition to traditional marketing initiatives, resources to reach patient advocacy groups wiil be
important to the success of SEROQUIL. These groups are increasingly well organized and

influential in the adoption of new therapies by clinicians and payers alike.

Base case forecast for SEROQUIL achieves gross sales of (SNSRI 2000, with peak year
gross sales of [JEBINCNSVINii: 2010. This compares favorably to the 1995 Strategic Plan forecast
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1. OBJECTIVES

e Submit SEROQUHL NDA by end of June, 1996

e Launch 3rd quarter 1997 no more than 12 months after olanzapine and serundole.

: Achieveﬁnarket Ty <= DACTED aross sales in 1997

o Achievellshare of the total antipsychotic in 1998, :‘eaaresemmgof‘the atypical

segment, Peak year target oiﬁo-ﬁ total market share, of the atypical market.
[\ A i

o Achieve [NERSIREBE i o105 sales by end of first full year on the market (1998)
and peak year sales of|(=ID\CII=IDRN i, 201

» Launch once daily tablet and fiquid formulations within 3 vears of initial product
introduction (3Q00).

-

» Demonstrate safe and effective use in special populations: treatment resistant,
¢iderly, Parkinson’s disease, children and adolescents within 3 years of launch (3Q00).

s Demonstrate significant health outcome and economic benefit for SEROQUEL vs
“usual care” medications within 3 years of laonch (3Q00).

I
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LI, SETUATION and SWOT ANALYSIS

SITUATION ANALYSIS

Al Enteirnal Analvsis

SERCQUIL represents the first product that ZENECA wilf launch to psychiatrists. As such, we
are at 2 competitive disadvautage in entering the antipsychotic market. The psychiatry market s
dominated by several large, long-time players: Lifly, Plizer, Janssen, SKB, Sandoz and Abbort.
Additionally, the late market entry of SEROQUEL relative to other new atypicals will be an
obstacle 1o adoption. ZENECA must therefore commit significant resource in order for
SERCQUIL to achieve it's potential Prelaunch activities for olanzapine, as demaonstrated by
meeting/convention presence and product awareness among psychiatrists, have been significant.
Sertindele, though not as well recognized as ofanzapine, has been fully resourced at Abbott,
having surpassed SERCOQU/EL in submission of its NDA when it had been behind only |8 months
ago. Pfizer has kept a very low profile with ziprasidone. This stance has caused some speculation
that the drug is underperforming in clinical trials.

Although there are over 30,000 licensed psychiatrists in the US, only 12,000 - 15,000 actively
treat schizophrenia. These physicians will form the basis of sales targets for SLROQULL. Current
Risperdal detailing levels (160,000 annually’) provide a benchmark for planning the necessary
detailing level for SEROQUEL. Given the level of competition in the market at the time of launch
and beyond, SEROQUEL expenditures must be allocated so as to maximize share of voice,
Equally important will be the support of peer influence programs and outreach through patient
advocacy groups, ey the National Alliance for the Mentaily I (NAMI).

If ZENECA goes it alone, a new sales force of at least 100 representatives will have ta be hired to
detatl SEROC UL, with additional details possibly provided by the existing hospital sales force
where appropriate. As SERCOQUEL will be the only product promoted to psychiatry, it will bear
the full detailing expense for the specialty force. Copromotion options currently under
consideration, if pursued, will ease this cost (estimated at $150 per cally and result in an increase
in taunch year -peak vear market shares.
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B. Market Overview

Schizophrenia affects approximately 1% of the warld’s population over the age of [ 5. Onset is
typically in the late teens or early 20°s, with diagnosis often delayed due to clinical confusion with
behaviorat disorders and/or depression. The widespread stigma attached to serious mental ilness
is an additional obstacle to diagnosis.

Schizophrenia is a clinical psychiatric syndrome with diverse presentations characterized by two
major types of symptoms:

s Positive symptoms
- delusions
- hallucinations
- cognitive deficits

s Negative symptoms

social withdrawal/isolation

bluted or mappropriate affect

lack of energy

~ low levels of emotional arousal

fow levels of mental activity {cognitive function)

T

1

There is no known cause of the disorder, thus the treatments which are avaiable are for the
management of its symptoms and do not “cure” the disorder itself. The chronic, relapsing nature
of schizophrenia contributes significantly to the difficulties in successtul fong term management,

A diagnosis of schizophrenia ofien does not occur uniil a patient’s positive symptoms become
severe enough fo warrant hospitalization. Upon hospitalization, the primary climical goal is to
stabilize the patient’s condition, principally through the management of their positive symptoms.
This pertod of stabilization in the hospital usually Tasts several weeks, due to the need for gradual
titration to an effective dose and a high interpatient variability in response to antipsychotic
medications. Although drug treatment has proven to be effective in most patients, the vast
majority (upwards of 80%) of diagnosed schizophrenics suffer multiple relapses and are likely to
require rehogpitalization for exacerbation of psychotic symptoms.

After discharge from the hospital, treatment is continued on an outpatient basis for the rest of the
patient’s life. The most commonly prescribed medications are the old, “typical” neuroleptics
which are divided by potency, with haloperidol (Haldol and generics) representative of a high
potency agent and thioridazine (Mellaril and generics) representative of a low potency agent.
High potency agents are considered more effective in controlling positive symptoms but cause
more EPS than the low potency agents

The variable eflicacy and tolerability of these compounds results in a very high “switch” rate by

osychiatrists. The average clinician has 7 or 8 different antipsychotics in their usual
armamentarium, switching among brands regularty. 20% of patients started on any one drug are
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eventually switched over 1o another drug, as no one antipsychotic medication is effective and/or
well tolerated by most patients’. A recently initiated market research project will help to answer
the question of when patients are switched and why,

Clozapine was introduced m 1990 as the tirst “atypical” antipsychotic and represented a major
breakihrough in pharmacotherapy. ft's usage has been restricted 10 third line therapy due to a 1%
incidence of agranulocytosis, a potentially fatal blood dyscrasia. Despite the high cost and need
for weekly blood monitoring, clozapine continues to gain market share®. This is a manifestation of
the enormous unmet medical need 1 this market.

The secand putative atypical agent to launch was risperidone, introduced in February 1994, 1t is
considered “putative” because it’s receptor binding profile does not match that of clozapine,
which “defines” atypicality This is particularly so in the minds of the FDA. The market has been
somewhat less academic in it's definitions.

Risperidone has had a significant impact on the market in several ways. Firstly, it has established
the treatment of negative symptoms as an achievable clinical goal. The neuroleptics are relatively
ineffective at treating this aspect of the disease. Risperidone has also increased the dollar vahie of
the market tremendously and set a benchmark for premium pricing vs generics. The total market
value was[REDNSHI=8n 1989 a5 campared o in 1995 Risperidone is ranked third
in new Rx and total Rx, according to industry audits® and is poised to overtake second place
rafiking from thioridizine and challenge halopendol’s teadership position in 1996, Risperdal
achicved RaSRl i sales and an(fEgfotal Rx share in 1994, it’s first 11 months on the
market 1995 Risperdal sales have exceeded [JERENCRISNY with a consistent, strong rate of
adoption, as measured by growth in new Rx share*’. This is remarkable in light of the reported

RS

general disappointment with the drug’s clinical performance™.
The value of the market will continue 1o increase with the expansion of the atypical segment,
fueled by new product introductions in 1996 - 1998 Recent industry projections of a|Raieigiedl

market by 2005 should be exceeded in 1996, The following graphs illustrate the dynamics of the
marketplace since the launch of Risperdal.

g
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C. Competitor Analvsis

Sandoz and Janssen are currently the two major players in the antipsychotic market with several
others preparing (o launch new products in 1996 and 1998 These include Lilly, Abbott, and
Pfizer. Each of these competitors has been actively promoting other products to the psychiatric
community and therefore has a significant advantage over ZENECA.

Lilly’s olanzapine {Zyprex) is expected to be the first new market entrant and command the
largest share of all antipsychotic drugs. both typical and atypical, within 4 years of launch’. Sales
estimates of [JERINCISRI" US revenues have been posited by the year 2000° Physician
feedback obtamed during market research interviews supports this projection”. Once daily dosing,
high visibility teading to positive perception prelaunch, an aggressive publications plan, and
significant financial and human resource, will belp to secure this masket feadership role for
olanzapine. It is anticipated that Lilly will launch olanzapine at a[JSRlprice premium to
risperidone givent it’s once daily dosing and no tfration advantages.

Abbotr’s sertindole (Serlect) s not expected to fair nearly as well. External analyst forecasts tor
sertindole project a market share of one fifth that of olanzapine, equating to approximately
REBLY US sates”, though we think this is pessimistic Our view is that sertindole will gain a

RN <hare, jess than half that of ofanzapine at peak. This is unless Abbott is required to do further
study or have restricted labeling due to QT prolongations reparted in sertindole clinical trials. The
fengthy titrazion period {13 days) is also seen as a liability. Abbote will likely price sertindole at
parity with risperidone.

Pfizer’s ziprasidone is expected 1o submit its NDA in mid-1997 wath launch anticipated in mid-late
1998% Ziprasidone is seen as a refatively weak competitor due to late market entry and
surprisingly little premarket awareness. Pfizer has keep a very low profile on this compound,
leading some to speculate that it may be experiencing some difficulties m chinical trials. Clinical
trial data expected to be presented ar the 1996 American Psychiatric Association convention in
May should vield further insight into the status of ziprasidone. Current forecast models project a
market share of.?fizefr may chose to introduce ziprasidone at a discounted price relative to
risperidone, sertindele and SEROQUEL given it's late entry and apparent lack of differentiating
features.

Extensive competitive intelligence is being gathered on all atypical antipsychotics and wilt be
reported in May (final report from the Dunn Group}. The findings of this research will add
substantially to our understanding of the likely strategies of our competitors.

10
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B. Environmental Analysis

The rising cost-of healthcare in the US is causing profound changes in the healthcare markerplace.
In this environment, the same business pressures which threatened medical product companies in
the 1980°s are surfacing in the pharmaceuticals market, namely the growth of large buying groups
which increase pricing pressure and resuli in intensified competition for market share; the
emergence of non-clinician decision makers in product selection; the growing trend 1o
commodisize preducts as customers attempt to diminish the value of new technology and thwart
product differentiation; and the increasing importance of value-added services in contract
negotiations.

Schizophrenia is one of the most costly diseases 1n America and is the most costly mental iflness’
Multiple sources estirate that more than 25% of all hospital beds in the US are occupied by
schizophrenic patients, with 40% of all long term care days and 20% of all Social Security
benefits attributable to the disease. The annual economic burden exceeds $32 biltion'.
Schizaphirenics are high utilizers of medical care and tend to concentrate in subpopulations that
are highly dependent on public assistance. The majority of treated patients are covered by
Medicald (43%) and Medicare (31%). Medicaid 1s important because a) government pays for
oral medications, sometimes less a smalf co-pay, b) best price issues, and ¢) potential for future
involverment in MCOs. Medicare is less important currently, but may well become important if, as
projected, these patients become managed by MCOs, which pay for oral medication and therefore
have an interest in managing those costs. H 15 expected that increasing numbers of Medicaid and
Medicare recipients will be transferred into managed care plans, as the government tries to curb
escalating heaith care costs. This shift in plan coverage is exemiplitied by the recent
implementation of a Medicare contract for one of the nation’s largest HMOs, US Healthcare
Trends such as this will need 1o be watched closely and proactive initiatives set forth to capture
the busimess of mental healtly carve outs. This 1s particularly relevant for SEROOUEL given the
alliances of Lilly with PDS, Abbott with Caremark, and Pfizer with ValueRx

Canitation and disease management programs may also play a role in the treatment of

p e prog ¥ play

schizophrenia in the future. it is believed that Lilly has already established a disease management
plot program®. Stmilar activities should be explored with Stuart Disease Management Services,

The gap between research/clinical data and treatment patterns may be particularly important in
schizophremia For example, the combination of antipsychotic medication and psychosocial
intervention which is considered the most effective approach to the management of the disease is
not widely practiced. Since schizoplirenia is such an expensive iliness, creating a link between
effective medicines and overall cost savings will be paramount o the lasting growth of the
antipsychotic market.

Magket research conducted in 1994 indicates that 65-71% of schizophrenia treatment occurs in
the outpatient setting®. 17%* of treatment occurs in acute care hospitals with the remainder in long
term care facilities such ag nursing homes, With the aging population it will be important to
consider detailing efforts for the long term care market, particularly in the later years of the
product life cyele.

AZSER 10808295



1996 SWOT ANALYSIS
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STRENGTHS:

Efficacy in positive and negalive symploms
established in Phase Fl

Clinical results to demonstrate redaction i
pegative symptoms as compared to placebo.

No greater extrapyramidal symptoms of (EPS)
thau. placcho across the complete clintcal dose
range. Competitive advantage vs olanzaping,

Risperdal, & standard neuroleptics

Inplications of no Tardive Dyskinesta dac to low
ingidence of £PS

Lower co-administration of anti-cholinergic
miedioations vs standard neurofepiics

Ng increase in prolactin levels across the dose
range - A competitive edge over risperidone and

stapdard neuroleptics

Sedative effect of Seroguel a benefitin aggressive
andfor agitated schizophrenics,

Heatth coonomic benefit v “usnal care” (to be
proven in trial ynderway)

Efficacy in treatment resistant patients
Efficacy in clderty patienis

Efficacy in adalescents

Efficacy in Parkinson’s

Improvement i cognitive function in sefect
patient populations

Brand pame 1COZNILON versus competition:
“Seroquel” trademark.

Sakes and Marketing organization that has proven
its ability 1 change traditional medical practice

Corporate history of advocacy group support

Zeneca has established, strong relationship with
Managed Care

Licensing/co-promotion oppartulics

WEAKNESSES:

Risperidone will luve had »3 vears of “market
exclusivity” by the tine Seroquel launchics.

SEROQUEL launch will be after risperidone.
alanrapine (Lilly) and sortindole

Seroquel has bid dosing vs QU dosing for
olanzapme & sertindole.

Titration: SEROQUEL dosc titeation will be more
complicated than olanzapine but less complicated
than sertindole. } is stmilar (o typical
antipsychotics.

Sedative cffect may be  delriment in cortain
paticnl types

Seroquel is perceived as having low officacy dae
to low potency profile

Possible negative thyroid offects

Limited formulation: olanzapine and sertindole
have plans for IM injection and depot
formniations; olanzapine may have Zydis ~fast
melt” tablet. Seroquel will not have an TM, depot.
or fust melt.

limited tablet sirengihs.
{imifed package stzes

FENECA inexperience and lack of presence in
CKS/psvchiatry arena.

Limited range of psychiatric products and services
available to provide cost effectiveness {o
customers (disease management)
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QPPORTUNITIES:

e Janssen, with risperidene. has cstablished fhe
receptivity of the antipsychotic market (o the
new atypical agents. There will be contnued
expanding and segmentation of the market as
other atypicals arc launched,

o Unsaturated, unsatisfied market. Even with the
sucpessful lannch and penetration of risperidone,
there is significant nmuet need for new agemis
with improved cfficacy and safoty,

s Need for improvement in management of
negative symptoms (acute and chronicy,

e Need for improved eflicacy in positive symptom
controb (¢.g., treatment refraciory patietds.
partialty responding patients).

e Neeit for agents with better side effect profile in
sormits of misimatno EPS (despite nisperidone
fatsich) - opportunity fo improve patient
compliance and earlier treabment

+ Poteatial for use i adolescents (fo be quantifiad)

o Potential for use in other high unmet medical
need discases, e g. dementia, due to lack of EFS

« |l addition to non-compliant patienls, {here ave
a significant number of untreated schizophrenic
patients.

«  High switch rate in use of antipsycholic agents
by psvchiatrists, which implies significant
anmet need. This also implies each product is
prique, making formiutary control difficutt

+  Need for products with. health economics
packages or ottcome benelits that ustrate
direct benefils (o payvers and society - especially
in terms of reductions in hospitalizations and
other cost-inensive services

THREATS:

Olanzapine & sertindole o be marketed by Lilly
& Abbatt: both have significant presence with
the psvchiatric audience already (Provac,
Depakoie).

Olanzapine & sertindole witl be launched ahead
of SERCOQUEL and as once daily capsules,
foliowed by depot formwdations,

Competitors (c.g Janssen/risperidong) have
abready taken the Jead to promete use in treating
nepative svinplomms.

“Specialized niches” are being ¢reated by
competilive companics. simply by novel analysis
of duta and outline of clinical trials (e.g. . data
againsl pristary vegalive syngnoms by
Lilly/olapzaping}.

[ncreased competition will result in need for
increased/significant promotional spend.

Greater number of newer agents will lead 1o
further markef segmentation and create niches
for products based on profile and cost. eic.

Expericnce m development of line extensions by
comapetition wifl clevate competitive Turdles.

Lilly's ownership of PCS and Pfizer’s ownership
of Caremarks/Value Rx wall give these
campanies a wealth of paticat information.

Lilly's discase management prograwm for
schizophrenia.

Managed Care groups may ¢reate more
restrictive formularies i the perception is iat
all atypicals are sinuiar,

There is still a social stiging associated with the
diagnosis of schizophremsa. This creates
barricrs for palionts to scck treatinent

and manage schizophrenia (e.g., tirough
unproved compliance).
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OPPORTUNITIES:

Butld on documented studies which support the
fact that drag therapy for schizophrenia
decreases overatl cost of treating the tHness,

Strong paticnt advocacy groups (c.g., NAMI}

andt other health care institutions (e.g. NIMH)
are increasing awareness of the need 1o beter

treat and masage schizoplwema (o.g. theough
improved compliance}

Because the disease of scliizophrenia has a
significant impact on family members, there is
an opportunity o fiffluence family regarding
type arld Tevel of care.

Heterogeneity of schizophrenic population - not

all patients respend equally to the same
therapies.

Heavy Medicaid population currently, bul
movement 10 Managed care [or administering
health care benefits is already happening (shift

in provider: mcreased nmber of patients
treated

Licensimg/co-promotion opporiuniiics.

Significant discounting is not anticipated i the
forecast period.

Shorter FDXA review pertod (12-13 months vs.
14 months)
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IV. FIVE YEAR STRATEGIC PEAN

Al Summary of Previous Strafegies

Previous strategic plans for SEROQUEL have included the original Commercial Development
Plan (1995-2000), written by the Commercial Strategy Team and accepted by the PDC in October
1994, as well as a five year strategic plan for the US, written in April 1995 and endorsed by US
upper management. The strategic intent of these plans remains valid, although the tactical
approach te achieve sustainable competitive advantage, as wedl as timing of deliverables, have
changed significantly. The previous strategic objectives were:

13 To submit the SEROOUEL NDA, including refapse prevention data, no later than
April 1996,

2} To launch SEROQUEL in the US in 1Q98, being the third atypical on the market
{behind risperidone and olanzaptne)

3) Gainmarkez share by the end of the first year, increasing to m}sare by
end of second year. Achieve third atypical market share ranking by 2002,

4y Exceed NSRS | ;1.5 by the end of the third full year from launch (2060).

$) Achieve early trial and usage of SEROQUEL by 85% of practicing psychiatrists
within two years of launch.

6) Achieve awareness of SEROQULL amoag 8% of APA attendecs one year prior 10
launch {1997},

7) By launch, develop a cadre of at least 10 top opinion leaders with sufficient
experience and influence to serve on advisory pauels, to present at meetings, and
publish SEROQU/EL clinical data,

8) In 1995, develop a life cycle management strategy to wdentify additional needs o
augment the growth phase for SEROQUIEL and to maximize or extend profits.

The pivotal Phase [HA trials (Studies 12 and 13) were designed to compare SEROQUEL to
placebo, measuring efficacy against positive and negative symptoms, assessing the safety profile
including EPS and profactin, and establishing a dosing schedule. These trials have been completed
and support the position of SEROQUEL as an atypical antipsychotic agent.

To further enhance the compatitive position of SEROQUIEL, relapse prevention, freatment
resistance, and health outeomes trials were initiated. It was anticipated that (hese ground-breaking
clinical studies would provide compelling selling messages at or about the time of launch, and

16
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safeguard price integrity. [t was also felt that studying the large unsatisfied segment known as
“partial responders” would strengthen the perception of SERCQUEL as a broadly effective first
line agent. The previous positioning statement tor STEROCQUEL was:

“SERQQOUIE]. 1s the best available first-line antipsychotic - unique in possessing demonstrable
efficacy across the full spectrum of positive symptomatology {including “partial responders”™ and
treakment resistant patients), coupled with the attractive safety profile including ne or decreased
EPS and improved ocutcomes/quality of life over all other antipsychotic agents ™

This positioning was based on what was expected to be the likely deliverable clinical
characteristics of SERCQUET and assessment of market research and consultant views on needs
from antipsychotic therapies. The relapse prevention study (Study 15) failed, with neither the
SERCOUEL or the haloperido! arm demonstrating efficacy 1n preventing psychotic relapse due to
chinical trial desigri flaws The treatment resistance trial has been plagued with recruitment and
drug supply problems and is currently expected to deliver in 2Q96, approximately 6 months - 1
vear after original planned delivery.

The Phase 1118 Health Outcomes trial 15 underway though recruiting slowly. This study compares
SERCOQUIEL 1o “usual care” {any first line therapy) in the treatment of “revolving door” patients
These patients are a subset of schizophrenics who do not adequately respond to current therapies,
leading to a high level of noncompliance and resource utilization, The primary endpoint of the
study is the rate of hospitalization It is expected that SEROQUEL will provide effective and
better toierated treatment, resulting in fewer hospitalizations over time. The clinical team is
addressing ways to ensure timely completion of the study and what other trials might be done on a
snialler scale to provide meaningful economic data in the short term.

Given these events, the Strategy Team has addressed ways to adiust the risk and delivery of
chirical data to support a differentiated position {see Five Year Strategic Direction).

New formulations of SEROQUEL are also being investigated. These include the current
immediate release formulation administered on 4 oace daily basis (based on suggestive PET data);
an in-house sustzined release formulation of the immediate release tablet; a sustained release
formulation from Burand; and a sustained release granule formulation for reconstitution, also from
Furand. The competition continues to pursue alternate formulations also, working on depots (not
possible with SEROQUIEL), Zydis fast melt tablets, and so on. Given that olanzapine and
sertindote will be Jaunched with once daily dosing schedules, it 1s imperative that ZENECA
provide innovative dosing options for SEROQUIT as soon as possible post approval.
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B. Five Year Strategic Direction

As the treatment of schizophrenia becomes more sophisticated, new rating scales, receptor
binding theories and patient categotizations are emerging. Janssen initially capitalized on the new
categories and product attributes {0 create & position for risperidone as effective in controliing the
positive and negative symptoms of schizophrenia. Promotional efforts {or all the new atypicals
entering the market between 1996 and 1998 will attempt to create differential positioning built on
unique combinations of features addressing the needs of the varicus patient subgroups and
symptomatology. Recent marketing research indicates, however, that the perception of these
drugs is that they are all very similar®. This suggests that the success or failure of any of these
products will largely rest on the timing to market and effective sales and marketing efforts.

SEROQUIEL s strength lies in it’s safety and tolerability profile. Strategically, this must be
capitalized on in order for the brand to achieve its potential As such, the proposed direction for
brand augmentation is to study SEROQUEL n patient populations who are known (o be
particularly sensitive to the adverse effects of antipsychotic medications as outlined below.

o Differential tolerability vs risperidone, especially EPS

Effect of SERQQULL on TD

Treatment of adolescents with schizophrenia. schizoaffective disorder, and bipolar disease
Elderly schizophrenics

Parkinson’s Disease patients with treatment-induced psychosis or dyskinesias

Dementia in Parkinson’s and Alzheimers patients

Effects of SERQQUFEL on cognitive function

. & 5 @

With the failure of Study 15, the Strategy Team reevaluated the Phase [HIB program and
determined that the level of risk had 1o be reduced, as faifure of another large scale trial, eg
treatmient resistance, would result in signiticant damage to the brand’s market perception if there
weren’t other trials successfully completed in parailel To lower the future risk, a decision. (o
cancel a high risk trial (US Partial Responders) was made The European partial responder trial
(PRIZE) will continue as ptanned and, if successtul, will provide support for further differentiation
in-the US.

The resources which were allocated for the US Partial Responders trial are being reinvested in
these smaller, lower risk studies which will further augment SEROQUE] s advantages relative to
EPS/overall tolerability, and expand its application info new patient populations. These trials are
being designed to deliver in relatively short timeframes (1-2 vears post launch). The revised
positioning statement for SEROQULL developed by the Strategy Team in February 1996 is:

“The atypical antipsychotic for first fine treatment of schizophrenia with proven efficacy against

positive and negative symptoms plus no EPS or profactin liability compared to placebo across the
SEROOQUET dose range.”
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This positioning is based on an evaluation of the deliverable clinical characteristics of SERQQUEL

which will be included in the NDA/MAA and was supported by qualitative market research
conducted in February 1096° Tt will require definitive testing in 1996.

Kev Promofional Messages

At launch SEROQUEL:
« Is an atypical antipsychotic agent which is active at multiple brain receptors.

Is a first-line antipsychotic agent with efficacy against both positive and negative symptoms.

-

Is well tolerated, with EPS no greater than placebo across the dose range.

Does not caise sustained increases i prolactin.

Requires Jess coadministration of anticholinergic medications.

Post faunch SEROCUEL:
e Can be administered once daily with either a tablet or iquid form.

s more effective than chlorpromazine in treatment resistant schizophrenia with response rates
similar to those reported for clozapine

e Is more effective than usual care medications at reducing the rate of hospitalization, thus
providing significant cost-benefit,

o Is effective and well tolerated in special patient poputations: elderly, Parkinson’s, dementia,
Alzheimer's, and adolescents

o 1s effective in improving cognitive function in schizophrenic patients.

o [5 well tolerated in patients intolerant of risperidone

14
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Five Year Strategic Direction

Strategic Action | Resp. Function Priority Timing Resource Needs
Aés-i.gn Product Marketing High 1096 Full time product
Managernent manager and
Team APNM/PPM
“Submit CMA, DRAD, High TH96 Adequate clinical
NDAMAA - Development and biometrics
staff plus CRO
_ budget
Complete Phase | CMA, High Completed 3Q95 | Centrally funded
HTA Trials Development
Implement CMA, MRD, High 1Q96 - 4098 Centrally Funded
Revised Phase NPP, PSD,
1B Program, DRAD,IRD,
including US and | Development
European studies
Implement Drug | CMA, DRAD, High 4Q95 - 4Q96 Centrally Funded
Interdaction & Pevelopment
Switching
Studies
“Evaluate Options [ CMA, MRD, High 2095 - 4098 Centraily Funded
for QD Dosing; | NPP, PSD,
Submit NDA(s) | DRAD, IRD,
' ‘Development,
B ‘ Licensing _
Evaluate Liquid | CMA, MRD, Medium 2095 - 4098 Centrally Funded
Formulation; NEP, PSI,
- Submit NDA DRAD, IRD,
Development,
: Licensing _
Initiate second CMA, DRAD, High HO97 - 4098 Locally Funded
US treatment Marketing sNDA 1Q99
resistant study to
obtain indication
“Implemient 1996 | NPP, Marketing, | High Ongoing Outside Services

Operational Plan | EA, CMA*, Budget
including Seroquest, *CMA resources
comprehensive Discovery Int’l constrained
COmITUNICations

_plan

20
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Five Year Strategic Divection Continued

sates personnel
reguirements

Sales, Sales
Adrmnistration

Sirategic Action | Resp. Function Priotity Tuning Resource Needs
Counduct NPP, Marketing, | High 1995 - 1997 Outside Services
rharketing BMR*, Market

research to Strategy Dept., FFull time market
- support strategic | Sales, Sudier & research analyst |
plan inftiatives, Hennessey

eg pricing,

positioning,

managed care,

C1 ,

Deterimine field | Markeung, NPP, | High Ongoing Sales Budget

2
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