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ZENECA GROUP PLC/

{Incorporated in England and Wales under the Companirs Act 1985 with registered number 2723534)

Introduction to the Official List
sponsored by

S.G.Warburg & Co. Ltd.

and

Rights Issue
of up to 224,926,166 Ordinary shares at 600p each
in ZENECA Group PLC

underwritten by

S.G. Warburg & Co. Ltd.

Barclays de Zoete Wedd Goldman Sachs
Securities Limited International Limited

SHARE CAPITAL
Authorised Issued and fully paid following the
Demerger and ZENgCA Rights Issuc®
Number L Number
309,000,000 1,200,000,000 Ordinary shares of 25p each 236,172,475 944,689,900

*Based on the assumptions set ouc in paragraph 2(a) of Pare 11

The ZENBC A Rights shares will, when fully paid, rank pari passu in al| respeets with the ZENECA Demerger shares, including the right toreceiveall dividends and other
distributions declared, made or paid in cespect of the ordinary share c;{inl of the Company. Unless 1CI Sharcholders liave sold or eransferred all their IC1 Ordinary shares,
they should rexain this document for reference pending receipt of a ZENECA PAL.

INDEBTEDNESS

The follawing sets out the combined borrowings and cash and bank balances of the Greur asatthe clase of business on 315t March, 1993 on the basisthatthe Demerger had
taken place immediately prior to that date, The Group had outstanding loan capita) totalling £2,107 million {of which £16 nullion was s:curcd‘) bank loans and overdrafts
of£2?6 million {of which £3 million was secured) and capital obligations undec finance leases o!lélo million. Includedinthe £2,107 million referred toaboveare amounts
duc from ZENECA to the ICI Group of approximately £2,089 million, On 14th April, 1993, asolsidiary of ZENECA issued shareswith a nominal value of £157 million,
the proceeds of which were used to teduce the smounts due from ZENBCA to the 1CT Group, On 1Sth Apeil, 1993 ZENECA refinanced its s{crlil:ig loans with the 1CL
Group of £1,364 million, througis the issue LY asubsidiary of ZENECA oféé.soﬂ million of notes. Part of the proceeds of such notes was deposited with a subsidiary of
the ICI Gtoup and, together with £1,300 million of the net procceds of the ZENECA ll‘if;hls Issue, will be applied o 29&11_‘unc. 1993 toward repayment ofthe 1.?5'00
million an]mun: rcfcrml to above as being due from ZENECA to the ICI Group, Save as lgcluud. there hias been no material chatge in indebtedness of ZBNECA since
31stMarch, 1993,

Save as aforesaid and apart from intra-Group liabilitics and certain matters described in note 32 in Past 8, neither the Company norany of jts subsidjarics had outstanding at
that date any mongages, charges, loan capital (whether ontstanding or ereated bist unissued), terin loams or other borrowings or indebicdness in the nature of borrowing,
including banl overdrafts, liabilities underacceprances (other than normal trade bills), acceptance credits, hire purchase or finance lease commitments, guarautecs orother
material enntingent labilities, As at 31st March, 1993, the Company itsclfliad not traded and had ne abilities. For the purposes of the above statement of indebtedness and
the cath balances refetred to below, amounts denominated in currelicies other than sterliug have been translated into stetling at the exchange rates ruling at the close of
business on 315t March, 1993,

The Group'scashandbank balsnices Sincluding £141 million held by ZENECA sinsurance subsidiarics, amajorpartof which is not readily available for che gencral purposes
of the Group) amounted o £313 million,

Naotice tu persons inthe United States
Thisdecumene i being fuenished to you salely for your use in evaloating thepropasals to be voted onat the Extraandinary Gencral Mecting of TCE Sharchulders tobe hheld
on 28th May, 1993 and shall not constitute an offer to sell of the solicitation of an offer tosubscribe for or purchase any securities.
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The Directors, whose names appearon page 4 of this document, accept responsibiluy forcheantormation
rontained in this docoment. To the best of the knowledge and belicf of the Direczars {who haveaaken
all reasonable care ro ensure thar suck is the case), the information contained in chis document As in
aceordance with the facts and docs not onic anythipg likely to affect the impon of such information.

In accordance with Section 143 of the Financial Services Act 1986, application has been made to the
Lor-Jon Stock Exchange for the admission of the ZENECA Demerger shares and ZENECA Rights shares
to the Official List, The application is subject to the Fass‘mg of the Resolution. The Resolution concerns
aprrval of the Den.erper proposals and certain related macters. 1t is expected that the Demerger, if
approved, will become effective on admission of the ZENECA Ordinary shares ta the Official Listat'the
Lemdon Stock Exchange on st June, 1993 and that dealings in the ZENECA Demerger shares, fully paid,
and in the ZENECA Rights shares, nil paid, will commence at that time, The London Stack Exchanpe
has agreed to permit dealings in the ZENECA Demerger shares, ZENECA Rights shares and ZiNECA
Rights shares nil paid, on a “when issued” basis. Sce Part 10,

8.G. Warburg & Co. Ltd. and Galdman Sachs International Limited are acting for ZENECA Group PLC
in rclation to the Intraduction and ZENECA Rights Issuc and are not acting for any other persons and
will not be responsible to such persons for providing protection afforded to customers of Warburgs or
Goldman Sachs or advising them on the contents of this decument or any matter referred to herein.

The distribution of this document in certain jurisdictions may be restricted by law, and persons into
whosc possession this document comes should inform themselves about, and observe, any such restrictions,
Any failure to comply with these restrictions may constituie a violation of the laws of such jurisdictions,

In connection with the ZENECA Rights Issue, 5.G. Warburg Securities, Goldman Sachs and Barclays de
Zoete Wedd (the “International Marﬁcﬁng Co-ordinators™)intend, subject to entering intotheagreement
with the Company referred to below, through two syndicates of international investment banks (the
“Syndicates") to solicit purchasers for, and themselves as principals to selt, fully paid ZENECA Ordinary
shares (or ADSs representing ZENECA Ordinary shares) ro investors outside the UK and the Republic
of Ireland prior to completion of the ZenECA Rights Issue. For the putpose of making such sales of
ZBNECA Ordinary shares, the International Marketing Co-ordinatars will (both before and after such
sales are made) purchase nil paid or, in certain circumstances, fully paid ZENECA Rights shares or wartants
representing nil paid rights to ADSs and, in the case of nil paidp ZENECA Rights shares, subscribe for
such ZENECA Rights shares. The Company proposes to enter into a2n agreement with the International
Marketing Co-ordinators pursuant o which it will agree to pay certain commissions to the International
Marketing Co-ordinators who will pay certain commissions to the participants in the Syndicates in
connection with such transactions, These transactions may be effected on the London Stock Exchange,
the New York Stock Exchange or otherwise. These marketing activities, if commenced, may be
discontinued atany time. The activities of the International Marketing Co-ordinators in relation to these
arrangements wil be carried on independently of any market-making activities carried on by them, The
Syndicate for the XJS will be Goldman, Sachs & Co., Barclaysde Zoete Wedd Incorporated, 5.G.Warburg,
Sccurities, Donaldson, Lufkin & Jenrette Securities Corporation, Merrill Lynch & Co., J.P, Morgan
Securities Inc., NatWest Securities Corporation, PaineWebber Incorporated and Smith Bamey, Harris
Upham & Co. Incorporated. The Syndicate for the rest of the world (excluding the UK and the
Republic of Ircland) will be S.G.Watburg Securities, Barclays de Zoete Wedd Limited, Goldman
Sachs International Limited, ABN AMRO Bank N,V., BNP Capital Markets Limited, Deutsche Bank
Aktiengesellschaft, Morgan Stanley International, Nikko Europe Plc and Swiss Bank Corporation.

The arrangements described above may commence at any time prior to the latest time for acceptance and
payment in full in respect of ZENECA Rights shares. An announcement will be made to the London Stock
Exchange and the New York Stock Exchange immediately prier to the time of such commencement.

Certain firms expected to be registered with the London Stock Exchange as market-makers in ZENECA
Demerger shares and ZENECA Rights shares who are connected with the Underwriters and certain of
the members of the Syndicates contemplated by the International Marketing Agreement may, as a
consequence of the application of US securities laws, be the subject of certain restrictions on their
market-making activitics during the five dealing days ending on the last date for acceptances. Sce
parageaph 14(k) of Part 11.

SOURCES OF INFORMATICON

All pro forma financial information relating to ZENECA hasbeen extracted or dertved from Part 9. All
other financial information relating to ZENECA has been either extracted orderived from the Accountants’
Report (Part 8) or prepared on a basis consistent with the information contained in that Report,

Except in refation to Pharmaceuticals and Agrochemicals (as to which, see “Statistical Data” on page
139) or where otherwise indicated, figures and percentages included in this document relating to ranking,
market size or market share are based on management estimates.
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Despatch of Zeneca PALs commences 29th May

Demerger Record Date 7.30 a.m. on 1st June

Demerger expected to become effective 8.30 a.m. on 1st June

Zeneca Rights Issue Record Date imniediately after the

Demerger becomes

effective on 1st June

Dealings in ZengcA Demerger shares and in Zienzca Rights

shares, nil paid, expected to commence?*

Definitive ZENEca Demerger share certificates

expected to be despatched on 4th June

8.30 a.m. on 1st June

Latest time for splitting Zeneca Rights shares, nil paid 3.00 p.m. on 17th June
Latest time for acceptance and payment in fuil
in respect of Zengeca Rights shares Midnight on 21st June

Latest time for splitting Zeneca Rights shares, fully paid ~ 3.00 p.m. on 8th July
Latest time for registration of renunciation of

Zzneca Rights shares 3.00 p.m. on 12¢th July
Definitive Zrneca Rights share certificates despatched by 12th August
*Dealings are cxpected to commence at 2,30 pm, on 12th May, 1993 on a “when issued" basis, as described
in paragraph 1 of Part 10,

All times stated in this decoment are London times unless otherwise indicated.
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Part 1

OVERVIEW

Fhe infarmations in this vverview should be sead it conjunction with the full text of this dacunaeny,
Jrom which it is derived.

ZeNeca isa major international bioscience business engaged in the research, development,
manufacture and marketing of ethical (prescription) pharmaceuticals, agricultural
chemicals, specialty chemicals, seeds and biological products. Its businesses are research
and technology intensive, have international development and marketing skills and have
a strong common science base.

ZeNeca was created by separating [CI's bioscience activities from its other chemical
operations, with effect from st January, 1993. Management expects ZENECA to benefit
from its conrinued strong cash flow, providing resources to invest in both its established
and developing activities and to build on its record of inventing and developing major new
commercial products,

ZENECA is committed to meeting customer nec'ls through focused investment in R&D. In
1992, R&D expenditure totalled £457 million, or approximately 11 per cent, of ZENECA's
sales. The Group has extensive technical resources which support manufacturing and
process technology capabilities. ZENEcA's businesses are also served by regulatory expertise
and extensive international marketing, sales and customer service networks.

ZeNeca’s trading profit before exceptional items for the year ended 31st December, 1992
was £,587 million on sales of £3,979 million. Exceptional items before taxation in 1992
amounted to £340 million. Products are manufactured in 25 countries worldwide and are
sold in over 100 counrics. In 1992, 41 per cent. of Group sales (by customer location)
were in the Americas, 33 per cent. in Continental Europe, 8 per cent. in the UK and 13
per cent, in Asia Pacific, Zeneca employed approximately 33,300 people at 31st December,
1992.

KEY FINANC!AL STATISTICS

'The financial information relating to ZenNeca sct out below has been extracted or
derived from Parts 8 and 9, on the bases set out therein,
Zeneca Rights Issue
Net proceeds £1,310 million
Price earnings multiple based on pro forma earnings per share
before exceptional items for year ended 31st December, 1992+ 13.3 times
Forecast net dividend per share in respect of 1993 27.5p
Gross yield based on forecast dividend in respect
of 1993+ 5.7%
Financial information on Zeneca Historical  Pro
Earnings per share before exceptional iteins for year forma
ended 31st December, 1992 48p 45p
Earnings per share after exceptional items for year
ended 31st December, 1992 11p 23p
As at 31st December, 1992
Pro forma sharcholders’ equity £1,522 million
Pro forma net indebtedness £391 million
Pro forma net gearing 25.7%
*based on issue price of 600p per Zeneca Rights share

ZEMECA




SUMMARY FINANCIAL RECORD

The summary combined financial information ser out below in relation to the ghree years
ended 315t December, 1990, 1991 and 1992 and turnover snformation for the yearsiended
31st December, 1988 and 1989 has been extracred from the audited summaristd combined
financial information contained in che Acconntants® Repoit {ser out in Parr 8) and should
be read in conjunction with, and is qualified in its entirety by reference to, the sontents of
that Report.

The summary combined financial information is presented on the basis that ICI's bioscience
businesses arc assumed to have beerr businesses of Zengca for all years presented or from
the date of acquisition by ICI or to the date of disposal by ICJ, as appropriate. Adjustments
have been made to, among other items, historical indebtedness, net interest and tax
amounts, as further described in the Accountants’ Report.

lEN ECA Year ended 315t December,

1988 1989 1990 1991 1992
Lm Lm Lm Lm £m

Turnover
Pharmaceuticals 1,106 1,268 1,375 1,552 1,607
Agrochemicals 1,122 1,276 1,289 1,316 1,288
Specialties 813 917 938 916 936

Trading and Miscellancous™ 266 293 208 145 148
3,307 3,754 3,810 3,929 3,979

Trading profit before

exceptional items
Pharmaceuticals 473 536 488
Agrochemicals 108 145 85
Specialties 34 29 26
Trading and Miscellancous® (15)  (28) (12)

600 682 587

Profit on ordinary activitics

before exceptional iters and taxation 431 527 442
Exceptional itemst® (77) 4 (340}
Profit on ordinary activitics

before taxation 354 531 102
Net profit for the financial year 222 345 80
Earnings per share before

exceptional items 40p  48p  48p
Earnings per share after

exceptional items 3p  48p 11p

Net cash inflow from
operating activities 779 726 682

(1) Trading and Miscellancous comprises the marketing and distribution of ICL Group products
undertaken by ZENECA, agency sales on behalf of third pardes, the results of the Group's
insurance operations, corpurate costs notallocaredta businessesand inter-classeliminations,

{2) Details of the cxccﬁational itets for the years ended 315t December 1950, 1991 and 1992 are
given in note 6 of the Accountates’ Report,

(3} The financial results of Seeds and Biological Products are included with those of
Agrochemicals and Specialties, respectively.




ZEMECA’S BUSINESSES
Pharmaceuticals

Pharmaceuticals, with 1992 sales of £1,607 million, is 2 large, innovative erhical
pharmaceuticals business with an cstablished record of new product invention and
commercialisation, It has leading positions in the sale of products in the cardiovascularand
anti-cancer thcrapcutic areas and intravenous anaesthetics, as well as a strong presence in
haspital antiseptrics, Pharmaceuticals’ principal cardiovascular products include Tenormin
and Zestril, the waorld’s Ica.dmg beta-blocker and the third largest selling ACE inhibitor,
respectively. Pharmaceuticals is also the world’s second largest supplier of anti-cancer
medicines, led by Nolvadex and Zoladex, which are leading products in the treatment of
breast and prostate cancer, respectively, Nolvadex is the world’s largest selling anti-cancer
medicine. Zoladex is the second largest selling LHRH analogue. Management believes
that Diprivan is the world’s largest selling intravenous anaesthetic.

Pharmaceuticals has a target of putting forward one new compound forregulatory approval
cach year. Research is concentrated in six therapeutic areas - cardiovascular, anti-cancer,
anti-infection, acthritis, respiratory and central nervous system — which draw upon
Pharmaceuticals’ existing expertise, Pharmaceuticals’ leading development products are
Merrem, Casodex, Accolste, Arimidex and Scroquel. Rescarch in Pharmaccuticals’
laboratories in the UK, US and France is complemented by its extensive international
clinical development capability.

Pharmaceuticals’ products are sold through a large, geographically balanced sales force
with marketing organisations covering the key therapeutic categories in all major markets.
Its products are sold in over 100 countries and it has approximately 12,600 employees
worldwide, R&D expenditure in 1992 was £256 million, representing approximately 16
per cent. of sales.

Agrochemicals

Agrochemicals (which for financial reporting purposes includes Sceds) is one of the
world’s largest suppliers of agricultural chemicals, with 1992 sales of £1,288 rmillion. It
manufactures and markets a broad range of herbicides, insecticides, fungicides and other
products. Agrochemicals has comprehensive geographical and product coverage, with sales
in 1992 of over £250 million in each of Europe, the Americas and the rest of the world.
The business has a proven record of introducing innovative new products and support for
its existing product range, derived from a strong science base which includes environmental
skills, Agrochemicals’ established product range includes Gramoxone, Fusilade and Karate,
and new products are in development which management believes have significant sales
potential. The business is R&D intensive, with expenditure (including that of Seeds)
totalling £140 million in 1992, representing approximately 11 per cent. of sales.
Agrochemicals has a well-developed international marketing network, selling products in
over 130 countries. The business employs approximately 7,700 people worldwide, Seeds
is a development business which aims to produce high added-value seed products for
farmess, food processors and distributors,

Specialties

Specialties (which for financial reporting purposes includes Biological Products) had 1992
sales of £936 million. Its businesses are based on core Zeneca technologies of organic
chemistry, coatings and biotechnology and share production facilities for organic
chemicals with. other ZEnkca businesses. Specialties operates established businesses in
colours, biocides, fine chemicals and effects and coatings, together with a portfolio of
development activities in biological products, Specialties’ businesses have leading positions
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in selected markets, offering mainly high value-sidded and often sustomised products.
Mamagement believes that Specialties ranks third in the world reacrive dyes maarket, Recent
psoduct introductions include the latest gcncrauon of Procion dyes and high werfastness
benzodifuranone dyes, It holds a leading position inihe world indigo saarket and is adoader
in the world leather finish marker. The resins business bas strong market positions in
watcr-based acrylics and ureshane resins, Specialties sells products in over 80 countries and
employs approximately 7,300 people. R&D expenditure in 1992 totalled £61 million,
representing approximately 7 per cent. of sales.

Biologisal Products, 2 development business, includes such innovative produces as Quorn,
a meat alternative, and Biopol biodegradable plastics, 2s well as Celimark Diagnostics, a
DNA genetic fingerprinting business,

ZENECACURRENT TRADING AND PROSPECTS

Zrngca's trading in 1993 has started ona fitm note, Tornover in the first quarter of 1993
was £,1,131 million, compared with £1,002 million in the first quarter of 1992, anincrease
of 13 per cent. Trading profit before exceptional items in the first quarter of 1993
was £204 million, compared with £180 million in 1992, an increase of 13 per cent,
Pharmaceuticals’ trading profit increased over the first quarter of 1992, with continued
strong growth in sales of Zestril, Zoladex, Nolvadex and Diprivan, despite a lower
contribution from Tenormin. Agrochemicals’ results were below 1992 tevels, while
Specialtics” trading results were ahead of those recorded in the first quarter of 1992. While
it is too carly in the year to express any definite views regarding the prospects for the full
year, the Directors of ZenEca are confident that the Group can build on the good seart to
the year,

The operating performance of the Zeneca businesses for the three months ended 31st
March, 1993 is summarised in Part 5 and was included in the first quarter results of the
ICI Group which were released on 29th April, 1993,

DIVIDENDS

The Board expects to declare ewo dividends in respect of each year. The first dividend ta
which holders of Zenrca Ordinary shares will be entitled is the first dividend in respect
of 1993, which is expreted to be paid before the end of 1993, In the absence of unforescen
cirumstances, the Board expects to declare dividends for the year ending 31st December,
1993 totalling not less than 27.5p {net of tax credit) per ZeNEca Crdinary share,

DEMERGER AND ZENECA RIGHTS ISSUE

Under the Demerger, Zengca Demerger shares will be distributed by way of dividend to
ICI Sharcholders on the basis of one Zeneca Demerger share for each ICE Ordinary share
held as at the Demerger Record Date, Zensca will chereafter raise approximately £1,310
million {rer of expenses) by way of a rights issue of Zrngca Rights shares to be offered to
Zeneca Sharcholders at a price of 600p per Zewzca Rights share on the basis of 5 Zuneca
Rights shares for every 16 ZenkcA Demerger shares held on the Zenzea Rights Issue
Record Date. The Zenrca Rights Issue has been underwritten by Warbnrgs, Barclays de
Zoete Wedd and Goldman Sachs, Asindicared below, £1,300 million of the net proceeds
of the Zrnrca Rights Issuc will be used toreduce Zunaca’s indebtedness to the ICE Group.

- et
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RELATIONSHIY WITH THE ICI GRDOUP

Following the Demerger, Zenega and ICI will each operate as scparate, publicly listed
graups and nejther Zeneca nor ICE will have any shareholding in the other. Sir Denys
Henderson, Chairman of the Company, is 2lso the Chairman of ICI, The Zengca and ICI
Groups have entered into arrangements for the provision of cestain goods and services and
the sharing of certain faciliries, which are to a Large éxtent transitional, and the licensing
and cross-licensing of certain technologics.

As at st January, 1993, Zeneca owed £1,923 million to the ICI Group, arising out of
the reorganisation of the ICI Group prior to the Demerger. This comprised borrowings
of £1,364 million and $850 million (£559 million), Qn 15th April, 1993, Zeneca issued
notes to an ICI Group company under a committed note purchase agreement, The notes
issucd on that date, which have a face value of £1,800 million, were issued principally to
refinance the £1,364 million referred to above and also to provide short term working
capital to ZENECA (see note 22 in Part 8). Part of the proceeds of such notes has been
deposited with the ICI Group at a markee-based rate of interest. £1,300 million of the net
proceeds of the Zizneca Rights Issue of approximately £1,310 million, together with the
amounts so deposited, will be applied toward repayment of the sterling indebtedness owed
to the ICI Group, comprising the notes currently in issue which mature on 29¢h June,
1993, The dollar indebredness is repayable by 2002 (or, at 1CI’s option, at any time after
1st June, 1995) and may be repaid at ZENECA’s option at any time after 4th January, 1994,
Zangca Limited will declare and pay a dividend of £,70 miilion (net of tax credit) to ICI
on 27th May, 1993,

ZENECA
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Part 2

GROUP STRATEGY

ZENECA aims to build on its position asa majorinternationa] bioscience grovp te generate
growing, sustainable profits and to reward sharebolders appropsiately.

ZENECW's strategic priorities are to:

@  develop new products that satisfy customer nceds and offer clear competitive
advantages through junovation, product extensions and appropriate co-operation
wich other partics

#  continue to exploit its global marketing networks in order to realise the commercial
potensial of its products

®  be cost-competitive in all of its business activities by efficiently directing resources
in R&D, manufacturing and marketing

©  concentrate the Group’s resources onan actively managed portfolio of businesses and
products which collectively offer the greatest potential for the Group's profitable
development

In pussuit of these objectives, Zeneca will seek to:

% complyinitsactivities with international safety, health and environmental standards
in a cost-effective manner

®  provide attractive employment conditions and career development opportunitics
for its staff and for the long-term benefit of the Group

The Group aims to enhance its development by exploitation of the commercial benefits
arising from the complementary nature of its core bioscience and organic chemistry
competencies and enabling technologies. This aim will be supported by making best use
of common resources such as rescarch and development, manufacturing and regulatory
expertise. ZENEcA will evaluate regularly the returns achieved by its constituent businesses
with a view to effective portfolio management.

In implementing its strategy, ZENECA will scek to direct its activities in the optimum
long-term interests of shareholders. The initial priority will be the vigorous development
of its Pharmaceuticals business and the selective pursuit of other profitable development
opportunities throughout the Group.
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Part 3

BUSINESSES
PHARMACEUTICALS

Pharriaceuticals is a large, innovative, ethical pharmaceuticals business with an established
record of new productinvention and commercialiszilon, Sales in 1992 were £1,607 million
and trading profit before exceptional items was £488 million. It has leading positions n
the sale of products in the cardiovascular and anti-cancer therapy areas and intravenous
anaesthetics, as well as a strong presence in hospiral antiseptics. Its principal cardiovascular
praduts include Tenormin and Zestril, respectively the world's leading beta-blocker and
the third largest selling ACE inhibitcr. Nolvadex and Zoladex, its principal anti-cancer
products, are leading products in the treatment of breast aiid prostate cancer, respectively,

Sales by main therapeutic area of Pharmaceuticals’ products for the last three vears are set
out below.

Year ended 31st December,

1990 1991 1992

Lm Lm Am

Cardiovascular 857 951 903
Anti-cancer 265 314 377
Anaesthetics 67 104 152
Anti-infectives and other products 186 183 175
Total 1,375 1,552 1,607

INDUSTRY BACKGRCQUND

The world market for cthical pharmacecuticals, which in 1991 was estimated at $190
billion, is concentrated in the major markets of the US, Japan and Western Europe, which
together accounted for 76 per cent. of sales, World sales of pharmaceuticals, of which
ethical pharmaceuticals form over 80 per cent., increased steadily during the 1980s,
growing at an annual compound rate of 13 per cent.. This resulted from a combination of
factors, including the ageing population in major markets and the introduction of a
number of significant innovations. The success of individual pharmaceutical companies has
depended largely on their ability to invent and develop geoducts which represent a
significant improvement on the efficacy or side-effect profiles of existing therapies or the
ability to introduce new therapies which provide a desirable and cost-effecrive alternative
to treatments such as surgery. The growth in the 1980s was achicved against the
background of increasing pressure to contain healthcare expenditure in many markets.

Management believes that, although the underlying factors driving industry growth during
the 1980s are continuing in the 1990s, regulatory pressures and price constraines are likely
to intensify. The most successful companies will have a combination of innevative research,
rapid product development, cost-cffective production and global marketing expertise.
Manzgement also believes that novel therapeutic solutions with well-defined benefits will
have increasing competitive advantages over undifferentiated therapies. The ability to
introduce products to the market ahead of competitors will be eritical, requiring efficient
management of resources, Marketing cfforts will need to adape to the shift in purchasing
power away from the individual prescriber and towards integrated healthcare providers,
especially in the US.
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STRATEGY

Pharmaceuticals’ principal objective ds sumiingd growth in profits from the discovery,
develapment, manufacture and nurketing of innovative presceiption mcdicines which
offer benefits for human healthcare,

Pharmaceuticals’ strategic priorities are 161

®  casure asteady flow of innovative new products wich the target of putting forward
one new compound for regulatory approval each yesr

®  continuc to focus R&D resources on the therapeutic areas in which it has established
strengths and to maintain R&D expenditure at appropriate levels

®  achicve rapid commercial development of new products and extensions of existing
products

@  cnhance the new product flow, where appropriate, by licensing, product swaps,
various forms of collaboration and sclected acquisitions

@  take full advantage of its geographical coverage and irtcrnational marketing
network

@  improve continually efficiency and cost-cffectiveness in all operacions, including
R&D, manufacturing and marketing

@  ensure that high safety standards are applied to all business operations

PRODUCTS

Pharmaceuticals currently markets five major products. Its three fast-growing products are
Zestril, Diprivan and Zoladex which together accounted for £545 million, or 34 per cent,,
of Pharmaceuticals” 1992 sales, Aggrepate sales of these three products grew by 54 per
cent. from 1990 to 1991 and by 41 per cent. from 1991 to 1992, Management believes
that each of these products has the potential for further growth. Pharmaceuticals will seek
to pursue the opportunities presented in the expanding market sectors into which each
product is sold by, for example, extending the indications for which each is approved and
continuing to develop improvements in product fonmulation and delivery, Sales of Zestril,
Diprivan and Zoladex for the last three years are set oue below.

Product Therapeutic area Year ended 315t December,
1990 1991 1992
Lm Lm £Lm
Zestril* Cardiovascular 142 223 294
Diprivan Anaesthetic 60 95 142
Zoladex Anti-cancer 49 69 109

*Includes combination products.

Nolvadex atid Tenormin, first launched in 1973 and 1976, respectively, vogether accounted
for £801million, or 50 per cent., of Pharmaceuticaly’ sales in 1992, compared with £898
willion in 1991 and £850 million in 1990, With the exception of Nolvadex in the 138,
roth of these products have lost patent protection in their najor markets. Management is
adopting 2 varicty of strategies on a market by market hunls to meet the increasing
competition from generic products which bas arisen upon patent expiry,
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Sales of Tenormin and Bolvadex for the last three years aze sex out belowe.

Producy Therupeutic area Year coded 31se December,

1920 1991 1992
£m Lm Lm

Tenormin® Cardiovascutar £34 653 534
Notvadex Anti-cancer 216 245 267

*Includes combination products,

Cardiovascular

Pharmaceuticals is a world leader in the developmene of medicines for the treatment
of cardiovascular disorders, which account for approximately 20 per cent. of cthical
pharmaceutical sales and form the largest therapeutic cacegory in the world pharmaceuticals
market. Pharmaccuticals has held this position since 1985 when it introduced fnderal, the
first commercially successful beta-blocket. Madicines to treat such disorders, particularly
hypertension, include beta-blockess, ACY inhibitors and calcium anagoniss,
Pharmaceuticals has buile on its position iz. s2les of medicines to treat hypertension with
the introduction of Tenormin in 1976 and Zestril in 1988, Pharmaceusicals has also
developed a range of combination products for the ireatment of hypertension, including
Tenoretic, Zestoretic and Nif-Ten,

Zestril

Zestril, sold under licence from Merck & Co. Inc., is an ACE inhibitor used in thetreatment
ol hypertension and congestive heart failure. In combination with a diuretic, it is also
marketed as Zestoretic, Since its launch in 1988, Zestri] has achieved an 8 per cent. share
of the worldwide plain and combination ACE inhibitor market, which grew from £1.9
billionin 1990 to £2.5 biltion in 1992, This position has beenachieved agzinst competicion
from two companies whose longer established products have market shares of 36 per cent.
and 26 per cent., respactively, Despite the entry of several new competitors in recent years,
Zestiril remains the world’s third Yargest selling ACE inhibitor, Management believes that
Zestril’s success is attributable to a number of factors, including its once-daily form of
administration and the strength of Pharmaccuticals’ markering network, promotional
effores and established reputation in the cardiovascular field, Managementalso believes that
Zestril/Zestoretic has considerable sales growth potential, based on expected underlying
growth in the ACE inhibitor market, the increased penetration by Zesttil of the Japanese
market and the use of Zestril in new indications, particularly congestive heart failure.

Sales of Zestril/Zestoretic by major market for thie last three years arc set out below,

Yearended 31st December,

1550 1991 1992
Lan £m Lm

us 92 134 154
Western Europe 45 76 114
Japan {Zestril only) - 3 10

Zestril is protected by pasents until at least 1999 in the US, Japan and in most of Western
Burope, Zestril/Zestoretic’s US market share increased from 10 per cent. in 1991 1o
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11 per cent. in 1992, despite the launch and active promotion of four compenang produces
during this period, Management belicves that this increase was due primanily to Zestil's
established reputation in the cardiovascular field togerher with the absence of any lear
superiarity of the newer entrants.

In February, 1993, the Advisory Committee of the FDA recommended the approval of
Zestril for use in congestive heart failure. Following such approval, Zestril will be ane of
three ACE inhibitors approved for use in this arge segment of the cardiovascular market
Pharmaceuticals has also filed for several product line extensions of Zestril/Zestoretic,

Zestril/Zestoretic has also experienced significant growth in Western Europe. Zestril js
presently one of the five largest plain ACE inhibitors by sales in each major Western
European market. Western European Zestoretic sales increased from £7 million in 1991
to £,21 million in 1992, an important part of the overall growth in sales in that region.
Zestril was launched in Japan, the second largest market for ACE inhibitors, in 1991,

Tenornin

Tenormin is a cardio-selective beta-blocker invented by Pharmaceuticals and used mainly
in the treacment of hypertension, ischaemic heart disease and abnormal heart rhythms.
Tenormin is one of the world’s largest selling prescription medicines and is the world's
largest selling beta-blocker, Tenoretic and Nif-Ten, which use Tenormin in combination
with a diuretic and a calcium antagonist, respectively, provide an enhanced effect in certain
indications.

Sales of Tenormin (including Tenormin combinations) by major market for the Jast three
years are sec out below.

Year ended 315t December,

199¢ 1991 1992

Lm Lim Lm

us 325 346 222
Western Europe 207 198 200
Japan 59 67 67

The patents for Tenormin have expired in all major markets, most recently the US, and
the product is now subject to competition from generic atenolol. Since the expiry of the
UK patent in January 1990 and the main US patent in September 1991, sales in those
markets have declined significantly and in the US the rate of nenetration by generic
ateniolol was faster than expected. Although sales of Tenormin in the US are expected to
continue to decline, management believes that the rate of decline has started to slow.
Geuneric atenolol has been available in Germany since 1988, in France since the end of
1991 aad was introduced in Japan in July 1992, Management believes that the high level
of brand loyalty, prescribing practices, or a combination of these factors may limit the
overall rate of decline in Tenotmin sales in markets outside the US compared with that
which has occurred in the US.

Pharmaccuticals has sought to meet competition from generic atenolo! through a range of
measures including strong brand promotion and patient care programmes, Pharmaceuticals
also introduced its own generic atenolol in the US shortly before the expiry of the main
"Tenormin patenit, [n addition, Pharmaceuticals has a well established range of combination
treatments. One of these, Tenoretic, is the leading bera-blocker/divretic combination
product on the US market,
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Inderal

fnderat, introduced in 1965, is a beta-blocker invented by Pharmaceuticals and fs nsed in
the treatment of hypertension and ischaemic heart disease, It is 2lso vsed 1o reat vestain
types of anxicty and to prevent migraine, Inderal is the third Jargest selling bera-blocker
worldwide even chaugh its patents expired in all major markets by 1984 and generic
propranolo} has been widely available in recent years. Management believes chat Inderal's
position is duc to its long established reputation and wide variety of uses. Pharmaceuticals’
sales of Inderal in 1990, 1991 and 1992 were £65 million, £63 million and £64 millien,
tespecrively.

Anti-Caacar

Pharmacenticals is the world's second largest supplier of anti~cancer medicines, led by its
products Zoladex and Nolvadex, World sales of anti-cancer medicines grew from £1.3
biflion in 1990 to £2.5 billion in 1992. Anti-cancer medicines are broadly classified as
cytostatic hormones, cytotoxic agents or immunomodulators. Zoladex and Nolvadex are
cytostatic hormones. This elass of treatments, which includes anti-oestrogens, LHRH
aralagues and anti-androgens, acts to create an adverse environment for the growth of
certain cancer cells either by manipulating hormone levels or by decressing hormone
activity. Cytostatic hormones have grown inimportance in recent years owing to increasing
evidence of efficacy, a more tolerable side-effect profile than cytatexic agents and because
their use is Jess tranmatic than surgery. They now account for approximacely 30 per cent.
of the world anti-cancer pharmaccutical market.

Zeoladex

Zoladex, an LHRH analogue, is used to treat prostate cancer a5 an alternative to surgical
castration or athee medical treacment. LHRH analogues were first introduced during the
mid-~1980s. Sales of this class of products grew from £ 160 million in 1990 te £289 million
in 1992, Management believes that this has resulted partly from patient prefercnce for this
form of treatment and paxtly from the cffectiveness of LHRH analogucs. Growth has also
resulted from a significant increase in the number of diagnosed cases of prostate cancer,
primarily due to the greater availability of screening techniques and the general publicity
surrounding medica! conditions associated with the prostate. There are currencly five major
brands of LHR¥ analogue in the market. Zoladex has the second largest worldwide market
share, with 24 per cent., compared with 43 per cent. held by the leading product.

Sales of Zoladex by major market for the last three years are set out below.

Year ended 3ist December,
15%0 1991 1992

Lm £ Lm
Us 5 12 19
Western Europe 43 52 70
Japan - 1 15

Since its launch in the UK in 1987, Zoladex has become the UK’s largest selling LHRH
analogue and it is second ot third largest in most of its other major markets, Zeladex sales
in the US and Japan have grown rapidly since it was aunched in chose councries in 1990
and 1991, respectively. In Japant, Zoladex was the second LHRH analogue oa the market
and the first in depot injection form,

Management believes that the application of LHRH avatogues, including Zoladex, in
cancer treatment will continue to grow with an ageing population, the increasing
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prcfcn:nc: for pharmaceurical treatment over surgical intervention and porentiatusein the
early stages of discase, Zoladex is also beneficial in the treatment of endometriosis and
advanced breast cancer, Approval for 1zse in these conditions has been olbrained or dsbeing
sought, In pasticular, Pharmaceuticals has recently received EDA approval for whe
use of Zoladex in the teatment of endometriosis, Since all LHRH analogues possess a
similar pharmacological profile, product development concentrates on the method of
administration, Zoladex and its principal competitors are administered by moxthly depot
injection and Pharmaceuticals is developing a long-acting depot injection, which would
represent a significant advance over existing delivery systems.

Zoladex is protected by patents covering the active ingredient and, separately, the depot
formulation, in the US, Japan, and widely in Western Europe, including France, Germany,
Italy (depot formulation only), The Netherlandsand the UK, Pharmaceuticals has taken or
will take advantage, where possible, of legislation providing for extended patent protection,
Patent extension is not available in Germany, where the patent on the acrive ingredient
expires in 1995, Apart from Germany, patent protection for the active ingredient will
expire in the above countries between 1997 and 2001, Patent protection for the depot
formulation will not expire until 2008 in the US and 2002 in the other countries referred
to above,

Nolvadex

Nolvadex is the world's largest selling anti-cancer medicine and is used predominantly in
the trearment of breast cancer. Nolvadex was invented by Pharmaceuticals and introduced
in 1973 as the world’s first anti-ocstrogen medicine to be registered for breast cancer
treatment. Management believes that Nolvadex is the most widely accepted hormonal
therapy in delaying a recutrence of breast cancer following mastectomy. Nolvadex has also
been shown to be effective in the treatment of metastatic breast cancer and as an alternative
to removal of ovaries and/or ovarian irradiation in pre-menopausal women.

Sales of Nolvadex by major market for the last three years are set oue below.

Year ended 31st December,

19%0 1991 1992

£Lm Lm Lm

us 108 137 150
‘Western Europe 50 50 53
Japan 47 48 52

Patznt protection for Nolvadex has expired in all markets othier than the US, where the
patentis due to expirein 2002, The patenthasbeen the subject of infringement proceedings
brought by Pharmaccuticals against a generic manufacturer, Barr Laboratories (“Barr®), in
the US courts and settied in March 1993, The terms of the scttlement include the
appointment of Barr as a non-exclusive distributor of generic tamoxifen in the US until
2002, with Pharmaceuticals manufactoring tamoxifen for sale by Barr from November
1993. Qutside the US, the product competes with generic tamoxifen, with the impact on
Nolvadex sales and market share varying between markets according to local conditions.
Nolvadex sales have continued to grow in Japan and France despite the introduction of
generic products. In the UK, Nolvadex now laas a stable share of the tamoxifen market.
In Italy, generic tamoxifen has been available since 1991 and is slowly affecting sales of
Nolvadex, while in Germany both sales and market share have declined since the
introduction in the mid-1980s of generic tamoxifen.
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Anaesthetics

Pharmaceuticals has a long history of involvement in the general anaesthesia marker,
primarily through the introduction into clinical practice in 1956 of the first modern
inhalational anaesthetic agent, Fluothane, which is still used worldwide, ‘The use of
anaestherics and intravenous sedatives falls into three broad categories: induction of
anaesthesia, maintenance of anaesthesia and sedation of intensive-carc patients.
Maintenance accounts far abour. half of the worldwide anaesthetics market, with sedation
accounting for about one third and induction the remainder. General amesthetics are
administered either by inhalation or by intravenous injection,

Diprivan

Diprivan, a unique injectable anaesthexic, is believed by management to be the world’s
largest-selling intravenous anaesthetic, Diprivan was first launched in 1986 in the UK and
its worldwide sales have grown from .£60 million in 1990 to £142 million in 1992.
Diprivan isused mainly in the induction and short-term maintenance of anaesthesia, where
it competes with inhalational anaesthetics, and it is also approved in a nomber of markets
for use in the sedation of intensive-care patients. The product is zapidly cleared from the
body, permitting patients to recover quickly from anaesthesia or sedation with limited
after-effects, making it particularly suitable to meet the increasing demand for out-patiens
surgery, as well as early eransfer from the recovery room to the ward,

Sales of Diprivan by major market for the last chiree years are set out below,

Year ended 31st December,

1990 1991 1992

L Lm Lm

Us 19 37 60
Western Europe K1 48 66

Management believes there are several opportunities to expand Diprivan’s use, including
further penctration as an induction and shert-term maintenance agent and possible use
in place of inhalational anaesthetics as 2 long-term maintenance agent. Furthermore,
management believes that Diprivan's advantages should position it to compete with
sedatives in the intensive-care market, Diprivan has been approved for use in intensive-care
sedation in several European markets, including the UK. In March 1993, Diprivan was
approved by the FDA for usc in intensive-care sedation. Pharmaceuticals is planning to
launch Diprivan in Japan in catly 1995.

Diprivan is protected by patents in the US and some countries of Western Burope, including
the UK, France and The Netherlands. The German patent expired in March 1993. In the
US and France, Pharmaceuticals has taken advantage of legislation to obtain extended
patent protection until 1996 and 2002, respectively, Similar extensions will be sought in
other markets, including the UK and The Netherlands, where these extensions will provide
patent protection until 2000. Management believes that this protection, together with the
complex manufacturing process and facilities required, may limit the attractiveness of
Diprivan and other injectable anacsthetics to generic competitors.
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AT Anti-Infectives and Other Products

5 Pharmaceuticals has had 3 significant presence in the antiseptics market singe the
Gerte mid-1940s, Its well-known hospital antiseptic, Hibitane, was introduced in 31954 and a
' PR companion product, Hibiscrub/ Hibiclens, was introduced in 1971, The antiseptics range A
generated sales of £73 million, £77 million and £77 million in 1990, 1991 and 1992, ¥

LA respectively. Other products include Apatef (1992 sales £45 million), an antibiotic nsed R
SRR mainly to treat and prevent serious infection in hospital patients, and which is sold
SRt under licence from Yamanouchi International Limited. Pharmaceuticals also sells the |8
s Yo 1V '\-’."’ anti-depressants Elavil (US only) and Vivalan (mainly in Europe). B

i RESEARCHAND DEVELOPMENT

- Pharmaccuticals has an established record of successful R&D. les R&D activities are aimed
Ll at generating a flow of new prescription medicines and preserving or enhancing the
e ZENECA competitive advantages and market position of existing products, i

In 1992, R&D cxpenditure represented approximately 16 per cent, of Pharmaceuticals’

PR SN sales, a proportion which is broadly in line with that of its major competitors,

L Pharmaceuticals employed 3,400 R&D personnel at the end of 1992, concentrated in the

AR UK and the US. R&D in the pharmaceuticals industry entails considerable uncertainty and

& is generally characterised by long product development periods and high development
costs.

s J i Pharmaceuticals’ R&D expenditure for the last three years is set out below.

ALY N o Year ended 315t December,
j“ 'llle‘\. : 1990 1991 1992
RURL I Lm Lm £Lm
gl Research 67 77 80
A Development 135 146 176

L] —

. T Total 202 223 256

Ry R&D expenditure as a percentage of
%y Pharmaceuticals’ sales 14.7% 14.4% 159% o

s F iy Pharmaceuticals’ research function aims to put forward for development, on average, six
/ compounds cach year. Research is focused on six selected therapeutic areas —
AL, cardiovascular, anti-cancer, anti-infection, arthritis, respiratory and central nervous system H
J ~— which draw upon Pharmaccuticals’ existing cxpertise. Projects that appear to be
Ly AR uncompetitive in terms of performance or that do not achieve their development targets
e are terminated at regular performance reviews. 5

LTI Pharmaceuticals works closely with academic insticucions and pharmaceutical companies -
to supplement its own research expertise. Such collaborations broaden the range of carly
exploratory rescarch and permit access to a wider base of scientists and new technologies,
S Pharmaccuticals secks to obtain appropriate commercial rights whenever possible to any g
PR resulting patents and technology. 0

ol The development process for a pharmaceutical product involves a preclinical evaluation o
o phase followed by several phases of heman clinical development. The time taken in the

: . different development phases may vary depending npon the nature and intended use of i

el e the compound and the nature and extent of the clinical trials required. In Phase I, a .

’ compound is tested in a small group of healthy voluntecrs for safety, side-effects and s




pharmacological profile. In Phase I studies, 2 compound is tested in a limited number of
patients for safery, efficacy, and appropriate dosage. In Phase 11, 2 compound is tested in
a larger diverse group of patients to assess safety, efficacy, side effeess and dosage ina
stapistically significant fashion, The results of these clinical trials are submitted ro
appropriste regulatory bodies with che objective of obtaining approval to sell the
compound, After commercial launch, Phase IV trials are often begun to monitor the safety
and efficacy of the product in large paticnt bases, A compound may fail at any stage in this
process,

Industry seatisticsindicate that only a small proportion of compounds entering developraent
succeeds in reaching the market, and there can be no guarsntee that the compounds in
development will survive the development process and obtain necessary approvals for sale,
Pharmaceuticals’ development process has taken, on average, between 8 and 11 years from
the start of development to submission of an applicavion for regulatory authorisation. In
1991, Pharmaceuticals intvoduced a programme designsd to reduce the average
development time to under 7 years, with intermediate targets such as first human
administration in 14 months,

As in the case of research, collaboration also plays an important part in Pharmaceuricals’
development activities, For example, the active ingredient in Merrem, Pharmaceuticals’
new antibiotic in Phase III development, was invented by Sumitome Pharmaceuticals
Company Limited, researched by Pharmaceuticals and Sumitomo and subsequently jointly
developed.

Product Pipeline

Pharmaceuticals has 13 new chemical entities (“NCEs”) in human clinical development,
Five NCEs will be in Phase III clinical development during 1993 with applications for
approval expected in the nextthree years, Anadditional eight NCEsarein PhaseI or IThuman
clinical development, Management believes chat several of the development compounds are
innovative and that, in some cases, Pharmacenticals is well positioned to apply for approval
ahead of competitors.

In Pharmaceuticals’ major markets, the NCEs in human clinical development are protected
by patents or patent applications owned cither by Zeneca or by third patties who have
licensed the relevant rights to ZENECA. In most cases, patent protection covers the active
ingredient.

The following table shows the main new products and product line extensions for which
regulatory filings are expected to be made before 1996 in one or more major markets, The
time beeween filing and regulatory approval is typically one to two years, except in the US
vhereitis two to four years.

Expected filing pre-1996

Product name Type of praduct Main area of use
Mertem Catbapenem antibiotic Bactetial infection
Accolate Leukotriene antagonist Asthma
Casodex Oral anti-androgen Prostate cancer
Zoladex Long-acting depot injection of Prostate cancer
LHRH analogue
Arimidex Aromatase inhibitor Dreast cancer
Seroquel Dopamine and serotonin antagonist Schizophrenia

The extension of Pharmaccuticals’ produce lines represents an important aspect of its
strategy. This can be done by extending the range of existing products to new indicarions,
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increasing she effecriveness of 2 product {for example by combining dt with «ther
compounds), improving the method ofadministrationorenlarging the rangecidosages,mses
and formulasions, Pharmaceuticals hasa nurnber of product extensions for whichregulatory
approval has recently been obtained or applied for, or for which regulatory approval will e
sought during the next two years, For example, enhancements to Zestril include its secent
combination with various doses of a diuretic to improve prescribing flexibility. Further
enhancementsinclude the registrations of a Tow dosage formulation of Zestril for initdation
of ACE inhibitor therapy. Planned line extensions for Zoladex include improved
administrationthrough long-acting depotformulationsand useinadvanced pre-menopausal
breast cancer. Planned enhancements for Diprivan include improved delivery systemsand
an addicional formulation for use in intensive-care sedation 2nd in long-term maintenance
of anaesthesia,

Anti-Cancer

Pharmaceuricals has five productsin clinical development for the treatment of cancer.

Casodex

Casodex is an orally administered anti-androgen being developed for the treatment of
advanced prostate cancer. Itis in Phase Il clinical trials with first regulatory filings expected
in 1994, Anti-androgens are generally used for hormone-dependent advanced prostate
cancer or where it is particularly desirable to maintain libido.

Casodex has shown significant efficacy in once-daily dosage with high receptor selectivity
and good patient tolerance, in particular, minimal gastrointestinal side effects and a low
incidence of decreased libido. This contrasts ‘with existing anti-androgen therapies which
require more complex dosage schedulesand/or show a higher incidence of side effects.

Phase III trials ace under way to test whether Casodex, given at higher doses, can replace
cither LHRH analogues or surgical castration as the primary treatment for prostate cancer.
Clinical studies have shown that at higher doses Casodex reduces levels of 2 biochemical
marker for prostate disease, prostate-specific antigen, to levels achieved by LHRH therapy
and surgical castration, Casodex’s ability to achieve the therapeutic benefits of these existing
therapies, withouc certain of the side effects, loss of libido or other consequences of existing
therapies, would represent a significant advance. Casodex is also being developed for
administration in a combination therapy with LHRH analogues such as Zoladex.

Arimidex

Arimidex is a potent aromatase inhibitor which prevents the non-ovarian synthesis of the
hormone oestrogen. It isbeing developed forthetreatment of breast cancer. Itistaken orally,
is selective and does not interfere with adrenal steroid biosynthesis, Clinical studies have
shown Arimidex to be well tolerated and effective in reducing circulating oestrogen levels,
and it should therefore be effective in preventing the growth of breast cancer in
post-menopausal women. Phase IT1 studies will commence this year in the US and Burope.
The target date for the first regulatory filing is carly 1995. Arimidex shows selectivity and
potency in blocking the enzyme responsible for oestrogen syntliesis.

ZD 1694

ZD 1694, a novel cytotoxic agent, inhibits the enzyme thymidylate synthase, thereby
limiting growth of cancer cells, Phase 11 efficacy studics have recently commenced in the
treatment of lung, colo-rectal, hepatic, breastand ovarian cancer.
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Qther Anti-Qoncer Products

The table below sets out the other aati-cancer products swhich Phapmaceuticals has in
clinizal development.

. Current
Nzme Class of Product Indication Phase
Zepeea 182,780 Injectable steroidal Advanced breast cancer I
anti-ocstrogen
2D 04490 Ricin A Immunotoxin Calo-rectal cancer i

Anti-Infection
Merrem

Merrem is the first DHP stable carbapenem antibiotic with an ultra-broad spectrum of
activity, Pharmaceuticals filed for regulatory approval in Italy at the end of 1992 and,
subject to approval, plans to launch Merrem there in early 1994, Pharmaceuticals plans to
file for regulatory approval of Metrem in other European countries and the US, with the
objective of launch during 1994 and early 1995, Merrem is in Phase III clinical trials in
the US, Meropenem, the active ingredient, was invented by Sumitomo Pharmacetticals
Company Limited in Japan. Pharmaceuticals subsequently became involved with
collaborative research and development of the compound. Pharmaceaticals has a licence
from Sumitomo to market Merrem in most territories outside Japan.

Carbapenem anti-infectives are a new sector of the injectable antibiotic market which has
grown rapidly due to their ultra-broad spectrum of activity. The only commercially
available carbapenem was launched in 1985 and by 1992 its estimated sales were over $500
million. Merrem has exhibited a number of advantages over that product and certain other
hospiral antibiotics, including a broader spectrum of activity, greater potential for use asa
monotherapy in severe infections, a better side effect profile and greater case of use.
Management does not cxpect that any DHP stable carbapenem antibiotic or other
competing product with similar characteristics and cfficacy to Merrem will be launched
for two to theee years.

ZD 0870

ZID 0870 is a potent, broad spectrum azole anti-fungal agent in Phase I studies, being
developed for the oral and injectable treatment of systemic mycoses.

Respiratory

Pharmaceuticals has four products in clinical trials for the treatment of asthma and other
pulmonary discases.

Accolate

Accolate is a potent, selective peptide leukotriene antagonist being developed for use in
the treatment of asthma, a discase which is estimated to affect up to 5 per cent. of adults
and 10 per cent. of children in most major markets. Leukotrienes are substances that cause
the bronchoconstriction typical of an asthmatic attack and help in triggering inflammation
and mucous secrction in the lungs. Current treatments for asthma include broncho-dilators,
steroids, theophylline and cromoglycate and serve a market estimated by management to
exceed 2.5 billion. Accolate is currently in Phase III clinical trials in Evtope and the US
and is being developed as an orally active treatment which has to be given only twice a
day, an important advantage in the treatment of asthma, The first regulatory filing for
Accolate is currently anticipated for the end of 1994, An extensive Phase 1t programme
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has demonstrated the effectiveness of Accolate in blocking bronchocoustristion caused by
leukotrienes and other challenges. Clinical resuits to date have shown good patient
telerance, improved pulmonary functions, reduced night-time waking, fewer attacks and
less frequent usc of inhaled broncho-dilators. Accolate 2lso has potential application as a
treatment for huy-fever.

Several compatitars are believed to have leukotriene antagonists in clinical development,
but management believes that, outside Japan, Accolate is at a more advanced stage of its
clinical development than the other comparable compounds.

Other Respiratory Products

Pharmaceuticals’ other respiratory praducts in clinical development are set out below,

Name Class of Product Indication C;l:rent
As0
Zeneca 200,880 Enhibitor of the enzyme human Adule respiratory n
neutrophil elastase distress syndrome
ZD 2138 Inhibicor of the enzyme Asthma 1
5-lipoxygenase (
ZD 3523 Leukotricne receptor antagonist Asthma 1

Central Noervous Systam
Seroquel

Seroquel, = dopamine and serotonin antagonist, is being developed for the treatment of
schizophrenia and other psychotic disorders, In Phase II trials involving over 400 patients,
Seroquel has been shown to be effective and generally well toleraced. Seroquel will enter
Phase III trials this year, The first regulatory filings are currently anticipated by the end
of 1995, The compound is designed to be an improvement on existing agents by reducing
the incidence of serious side effects. Management believes that the world market for the
pharmaceutical treatment of psychotic disorders is currently valued at approximately £600
million,

Arthritis
ZD 2138

ZD 2138 is a highly potent and selective inhibitor of the enzyme 5-lipoxygenase which
is believed to Be important in arthritis, asthimna and some other inflammatory conditions.
Phase IT clinical studies are under way and encouraging preliminary results kave been
obtained in treating rheumatoid acthritis. To date the product has been well tolerated.

Management believes that a competing product which is in Phase Iil development has
shown cfficacy in early studies of asthma and in inflammatory bowel disease, but it appears
to be less potent and requires administration two to four times a day. Management believes
that the principal advantages of ZD 2138 will be its once-daily admiuistration and its
highly selective action.
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PP Cardjovascular
ZD 7288

e Z1) 7288 isa sino-atrial node modulator and is being developed for the treatment of angina
! pectoris, Tr has a novel, selective action on the cardiac pacemaker cells, which should
‘ provide a therapeutic advantage over calcium antagonists and beta-blockers and make v
i ZD 7288 particularly suitable for angina patienats. Phase I studies showed that ZD 7288 '
significantly reduces exercise heart rate to a level at which anti-anginal efficacy should be
R demonstrated and that the drug was well tolerated, Phase I studies in angina patients will -
L) commence in Burope during 1993, ;

Lo SALES AND MARKETING gs

" . Pharmaceuticals has invested significant resources in developing an extensive worldwide

. sales and marketing network, with products sold in over 100 countries. The business has ZENECA
e ‘ a strong presence in the US and in each of the major Western European markets and

operates in all other important pharmaceutical markets. Recent initiatives to expand the

sales and marketing network include the formation of local teams in several Eastern

o : European countries, Turkey, South Korea and the People’s Republic of China.

kF BT Pharmaceuticals’ sales and marketing personnel by major territory as at 31st December, al
i M 1992 are set out below,

e A Western Burope (including HQ) 2,000 j

; Us 1,400 iy
o dme japan 600 pERS
‘ Other 400 :
gt Total 4,400

, Pharmaceuticals’ marketing plans for new products are developed on an international i
fit basis, with detailed planning beginning in the early stages of clinical trials, As product )
development and trials proceed, research is conducted in individual markets to establish e
the appropriate marketing strategies, taking into account such issues as the competitive i
T environment and healthcare economics. Concurrently, medical communities are kept &
ol informed of the progress of new developments through scientific conferences and

i publications.
it

g DN Once product development is complete and regulatory approval obtained, products are ;
’, ’ launched in the principal world markets as rapidly as possible. Sales and marketing plans )
are adapted by Pharmaceuticals’ territorial subsidiaries to the needs of individual markets.

3 Pharmaceuticals reviews its marketing strategies throughout a product’s life cycle to
‘. optimise sales and profits by developing new uses and fornyalations and by giving particular o
MR attention to changes in medical needs. :

oy In most of its major markets, Pharmaceuticals maintains separate sales forces to target the i
bl primary care (general practitioners) and secondary care (hospital and specialist) sectors, i
; ' These sales forces receive continuous training to maintain up-to-date medical knowledge L
o and kiigh sales and marketing standards. Where profitable opportunities exist and diffcrent )
' ‘ expertt.s may be required, Pharmaccuticals enlarges its sales coverage through licences
y with third parties, Pharmmaceuticals has recently entered into separate promotional
1 agreements with Antersham International plc (“Amersham”) and with Miles Inc. (“Miles”). S
a subsidiary of Bayer AG, Under the agreement with Amersham, Pharmaceuticals will &
N promote Amersham’s palliativé treatment for cancer-related bone pain, Metastron, initially [3%
to certain physicians who treat prostate cancer. Amershain’s responsibilities will include vas
i

o 23




ZENECA

the manufacture and distribution of Metastron, which has been approved oz apatketing dn
a number of countries including the DK and js awaiting approval from che ¥DA for
martketing in the US, Under the agresment with Males, Pharmaceoticals sl jojndy
promote Cipro, 3 quinolone antibiotic which was first Taunched by Milis dn 3987,
Management believes that the agreement with Miles will enable Pharmucesticals to build
on its long-term commitment to the anti-infective therapeutic area,

Fharmaceuticals’ cardiovascular portfolio is marketed primarily to general practitioners
and specialist cardiologists, whereas the anti-cancer portfolio, Diprivan and the
anti-infectives are marketed to hospital specialists. Marketing efforts are also directed
towards explaining the cconomic and therapeutic benefits of Pharmaceuticals® products to
healthcare buying groups such as Health Maintenance Organisations in the US, trost
hospitals and budget-holding medical groups in the UK, and insurance groups in Germany,
Marketing and sales efforts in all markets are periodically reviewed in the light of the
developing product pipeline and forecast chamges in the competitive and regulatory
environment. For example, Pharmaccuticals expanded the primary care sales network
ahead of the launch of Zestril, adapted the hospital sales force to the marketing of Diprivan
and established specialist sales forces for Zoladex.

Management believes that Pharmaceuticals’ international sales and marketing organisation
is well balanced both ycographically across the major markets and between central and
local resources and expertise. It also believes that Pharmaceuticals® sales and marketing
strategies, combined with its product development capabilities and established reputation,
have been important factors in the profitable growth of the business.

COMPETITION

Pharmaceuticals is subject to competition from alternative therapies or products of other
international research-based pharmaceutical companies and research-based biotechnology
companies. In addition, Pharmaceuticals competes in certain markets with manufacturers
of generic products who typically do not incur significant rescarch and development costs
and consequently offer generic products at prices considerably lower than those prevailing
when patent protection is available.

Pharmaceuticals’ competitive position depends in part upon its ability to develop
innovative, cost-effective new products, as well as new indications for, and improvements
on, existing products. Its competitive position also depends upon, among other things, its
ability to compete on the basis of price and to maintain a reputation for quality, «fficacy
and cost-cffectiveness with the purchasing groups to which its products are targeted, as
well as the wider group of customers whickh includes pharmacies, wholesale dealers,
hospitals and insurers.

In addition, Pharmaceuticals’ ability to attract and retain qualified scientific and other
personnel, to develop and implement production and marketing plans, to obtain and
maintain patent protection inits significanc markets and to secure adequate capital resources

is also expected to be an important competitive factor.
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AGROCHEMICALS

Agrochemicals is ane of the world’s largese suppliers of agricaltural chemicals with 1992
sales of £1,288 million and trading profic before exceptional items of £85 million. Its
products comprise mainly b :tbicides, insecticides and fungicides. Other products include
garden produces, rodenticides il plant growth wrgulators. Agrochemicals' principal
products include the herbicides Gramoxone and Fisilade, and Karate, an insecticide.

The financial results of Agrochemicals include those of Seeds, which is described under
“Development Businesses”, Agrochenticals’ sales for the last three years are ser out below.

Year ended 35t December,
1990 1991 1992
£m £m Lm

Herbicides 639 633 623
Insecticides 248 299 262
Fungicides 143 136 158
Seeds 129 139 134
Other agricultural

chemicals 130 109 i1
Tatal 1,289 1,316 1,298

Agrochemicals has comprehensive geographical and product coverage, with sales in 1992
of £489 million in the Americas, £524 million in Europe and £275 million in the rest of
the world, and a product range covering key weeds, diseases and pests in most major crops.
Management believes that the scale of Agrochemicals' operations and the breadth of its
international network enasble it to develop products cost-effectively and to bring them
quickly to the market. Agrochemicals has leading positions in Latin America and the Asia
Pacificregion and is firmly established in the expanding non-selective herbicide scctor.

The business has a strong R&D base and a proven record in introducing innovative new
products, Agrochemicals’ R&D and environmental skills are essential to developing new
products, extending its existing product range and achicving product registration and
re-registravion. The ability to obtain registration and re-registration is an increasingly
important competence and one in which management believes Agrochemicals has a
competitive advantage.

Planned extensions of the existing product range, and development products such as
Touchdown, Surpass and 5504, a non-selective contact herbicide, pre-emergence maize
herbicide and broad-spectrum fungicide, respectively, are believed by management to offer
profitable growth opportunities. The manufacturing, marketing and administration
functions are subject to a continuing rationalisation progranmune to reduce Agrochemicals’
cost base and improve its cost-effectiveness.

INDUSTRY BACKGROUND

Agricultural chemical products ave designed to improve crop yields and food quality and ro
reduce storage losses, The world market in 1991 was estimated to be valued at $27 billion, of
which the US, Western Burope and Japan together accounted for 68 per cent. Ir. developed
countries, the agricultural chemicals industry is in 2 mature stage. The industry is relatively
concentrated, with the ten largest companics now accounting foraround 70 per cent, of total
worldvide sales. The principal manufacturers of agricultural chemicals are mainly units of
large, integrated chemical companies based in Western Europe wnd North America.
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Reglone

Reglone, 3 non-selective coptact herbicide, js used as 2 crop desiceant to 2liow «casier
harvesting of such crops as potatees, sunflowers and oilseed z2pe and 1o reduce dryang
costs, Its particular strengths arc its speed of action and reliability, Adthough Reglone
ceased 1o be effectively protected by patents by the beginning of the 1980, management
believes that the complexity of the manufacturing processes, together with Agrochemica]s®
process technology, have limited generic competition. Western Europe, Eastern Europe
and North America accounted for 51 per cent., 13 per cent, and 9 per cent, of sales of
Reglone in 1992, respectively,

Eradicane/Eptam

Eradicane and Eptam, which are based on the same active ingredient, are herbicides
incorporated into the soil prior to planting and are used to control 2 wide range of grasses
and some broadleaf weeds, Eradicane isused in maize, a major crop sector in the agricultural
chemicals marker, and Eptam is used on a range of broadleat crops. The US and Eastern
Europe accounted for 73 per cent. of combined sales of Eradicane and Eptam in 1992,
Demand for Eradicane has fallen in recent years due to US tnarket conditions favouring
sales of competitors’ products and to a shortage of foreign exchange in the Commonwealth
of Independent States (the “CIS™), Steps are being taken that should improve the long-term
profitability of Agrochemicals’ maize herbicide business, including a rationalisation of its
cost base.

Otlier lrerhicides

Agrochemicals has a range of other herbicides, including Ordram, Flex, Grasp, Boxer and
Racer. Ordram is a long-established herbicide used on rice and is sold primarily in the US,
Japan, Brazil, the CIS and the People’s Republic of China. Flex is a post-emergence
selective herbicide used to control broadleaf weedls in broadleaf crops, principally soya, and
management believes that it has a leading market share in South America and Western
Europe. Agrochemicals plans to cxpand production capacity for Flex. Grasp,
post-emergence wild oat herbicide for use in cereals, was launched as Achieve in Canada,
its largest market, in 1992, Bover is used to control grasses and broadleaf weeds in winter
cereals, and Racer is used mainly on sunflowers and potatoes.

Insecticides

Insecticides control various types of insect pests, They arc used on chewing pests, such as
caterpillars and rootworms, which would otherwise damage crops such as maize, cotton,
rice, fruit and vegetables. They are also used to control sucking pests such as aphids which
transmit yield-threatening viral discases and cause quality problems following the harvest.

Agrochemicals’ main insecticides ate the Karate, Ambush and Cymbush groupand Pirimor.
The former group belongs to a class of insecticides known as synthetic pyrethroids, which
display lower mammalian toxicity and higher activity than most other insecticides in
common use. Agrochemicals has an cstimated 20 to 25 per cent, share of the world
synthetic pyrethroid market sector, The products are used in both the agriculeural and
public health areas.

Karate

Karate, a pyrechroid insecticide, is Agrochemicals® largest selling insecticide. Pyrethreid
insecticides are one of the faster-growing sectors of the insecticide markat, Karate was
invented by Agrochemicalsin 1982 and is protected by patents in most of the major markets
in which it is sold, except the People’s Republic of China, until at least 1998, Management
believes that Karate’s competitive advantage comes from superior cfficacy and a wide
spectruin of pest control. Major crops treated are cotton, maize, oilsceds and cereals.
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The US accounted for 26 per cent. of Kazate's sales in 1992. Other major markets are
Frange, the People’s Republic of Chins, Germany, the CIS, Pakistan 2nd Brazil.

Anmbush, Cymbysh, Pirimor and others

Ambush has a wide range of applications, including use on vegetables, soya, fruit, tomatoes
and specialty crops. Cymbush is used mainly an cotton. Piximor is a specific aphicide used
on a wide range of cerzal, vegetable and tzee crops, It acts rapidly on aphids while having
minimal effects on predator insects (for example, ladybirds) or plant pollinators (for
example, bees) and its low residues enable crops to be harvested relatively shortly after
spraying, Other insccticides supplied include Force, Dyfonate and Actellic. Foree and
Dyfonate have a significant share of US sales of maize insecticides, Actellic, a broad
spectrum insecticide, is sold into specialised market sectors, including stored grain and
public health,

ZENECA

Fungicides

Fungicides control plant diseases which affect crop yields, such as cereal mildews, rice blast
and potato blight. Fungicide treatments also improve qualizy as well as yield in many crops,
for example by controiling mildew on grapes and scab on apples,

Agrochemicals’ main fungicides are Impact and Plancte. Impact is used on wheat and
batley and the majority of sales are in France, the UK and the CIS. Impact is also used in
many European countries, mainly on sugar beet and oilseed rape. Plancte was launched in
France in 1989 as a successor to Impact for use on wheat. It is the basis of a product range
which is cffective against all major wheat fungal diseases. Registration for use of Plancte
on wheat in other European countries is currently planned. Sales of Impact have been static
in recent years, reflecting in part its substitution by Planete in France.

Other important fungicides produced by Agrochemicals include Anvil, captan and
cthirimol. Anvil is a broad spectrum fungicide with the same active ingredient as Planete.
It is used on many crops and its major markets are Italy, France, South Korea and Japau.
New registrations are being sought, for example for use on bananas in Central and South
America, Captan, a long-established, broad spectrum fungicide, is sold into the vegetable,
orchard fruit and sced treatment sectors worldwide. Ethirimol controls mildew on cereals
and is sold primarily in Europe, both 25 a foliar and seed treatment.

Other Agricultural Chemicals

Agrochemicals continues to develop and market insecticides and rodenticides for the public
health scctor, building on its strengths in its main markets, In the public health sector,
insecticides arc used to control mosquitoes, sandflies and other insects that spread disease
and rodenticides kill rats, mice and other vermin which carry fatal diseases and consume
and contaminate foodstuffs. Agrochemicals also sells a range of garden chemicals and
related products to the UK retail market.

SALES AND MARKETING

Agrochemicals has marketing organisations in most of its major markets, with dedicated
sales forces which also offer customer and technical service, product promoetion and market
support. Agrochemicals’ products are sold to the end-user through independent distributors
and dealers, most of whom also handle other manufacturers' products. Management
believes that this marketing network enables Agrochemicals to launch its products quickly
and effectively and to exploit its range of existing products,

29




ZENECA

RESEARCHAND DEVELOPMENT

In 1992, Agrochemicals’ R&D expenditure {including that of Seeds) represented
approximately 11 per cent. of Agrochemicals® sales, a proportion thathas remainedthroadly
stable over the last three years, Agrochemicals’ R&D has been directed towards providing
innovative and differentiated products that respond to the growing requirements for
environmenially benign, safer and more effective products and formulasions, Between
1280 and 1990, Agrochemicals introduced 18 new active ingredients ro the market, which
compares favourably with its competitors. Since its product range is relatively complete
and registration costs are high, Agrochemicals has become increasingly selective in its
choice of development candidates, enabling Agrochemicals to devote greater resources to
extending the uses and maintaining the registrations of existing products.

Agrochemicals’ principal areas of R&D expertisc are chemical design and synthesis,
environmental science, biological characterisation and formulation chemistry,
Agrochemicals’ new product introduction and re-registration performance has benefited
from these strengths and from the toxicological and process technology skills available
within Zenzca at the Central Toxicology Laboratory, the Brixham Environmentil
Laboratory and its manufacturing operations. Management belicves that Agrochemicals®
environmental expertise provides a competitive advantage in developing environmentatly
benign products.

Agrochemicals’ rescarch is concentrated in the UK and the US, enabling Agrochemicalsto
draw on different scientific approaches and to recruit from a broader scientific community.
Agrochemicals also operates a worldwide network of field stations designed to allow
year-round testing on major crops, pests, weeds and diseases. Agrochemicals (including
Seeds) employed 2,300 R&D personnel at the end of 1992,

The entire process from the decision to develop a new compound through to registration
and launch into the markee typically takes between seven and ten years. This process
involves a complex interaction between scientific expertise and skills in production,
marketing and regulatory management. Agrochemicals uses its international experience
of managing this process with a view to achieving speed and sccurity of registration,
cost-effective manufacturing and reinforcing its competitive position. Development costs
cover both the costs of developing new products and the costs of re-registering 