" 'News Release

THE BOOTS COMPANY

MANOPLAX i 8000ne: 0802 506111

Bocts Pharmaceuticals reatment for congesive heart faiure, Manoplax (Fesagquinan), is
being voluntarity withdrawn frem sale immadiately. The crug was launched with full
regulatory approval in the UK in Seplember 1952 and in the US in Marc 18¢3.

A major study among 3,000 patents - PROFILE - was intiate= n Juiy 1691 in Non
Amerka and Scandiravia to estabish the effecis of Manopiax on survival. In Aprl 1983
prelminary survivai resubs showed increased monaity among satets given 100 mg daily
and the Company withcrew ‘hat sTength in the UK and acvisec UK and “S physiciars o
use jower strengin doses. An increase in hespialisations of savents on the 75 mg dose of
Mancclax has been seen in further Titenim aralyses of dawa from this study, In view of
these data, the comtinued usa of Mancplax car no ionger be recmmandad. Doctors are
being acdvisec tc assess cumrent Manoplax catents as socn as possibie and 1o insttuta
ahematve reatnents wharevar Necassary. The licensing authorities in =a UK and tha us
have bean fuily nfermed of this develczment

The mplicatons of this decisicn are now being reviewed, with parbeular regard to any
resiruciuring requirements. Costs 2ssodiatad with this wil redica the savings on markating
& researcn expenditure. The ne!l effec when taken togeiter with the kess of revenue is
expecied to have a small postive mpact on cash ficw ang prefils for this year, However,
there will also be write-offs of stock and provisions against ranufaciuring faciites whisn
are unlikely to exceed £35 millicn.

Tre Boon Comoary PLC
Nt g e NG2 33A
Fax 0602 53577



In other therapeutic areas Boots Pharmaceuticals researcy has basn successiul, noably
with ibuprotan for the treatment of many forms of inflammation and pain. The curent
research programme includes, in cinical develcpment

® ananti-cbesity agent at an advanced stage
¢ streatment for schizepnrenia

¢ an anti-diabetic agent for patients with aAan-insuin depencen: diabetics
and at pre-dinical stage:

¢ anantkinflammatory for use in asthma

®* anovel ani-depressant

-ENDS-
For further information, please contact:
Mike Gates or Terry Steel
Head of Pnammaceuticals PR Director of Investor Relations
The Boots Company PLC Tha Bocts Camparny PLC
Tel: 0802887032 Tel: 0602 887471

19th July 1993



July 16, 1993~

DEAR "DOCTOR LETTER"
REVISED U.S. VERSION (3:34 pm - 7/16)

Dear Doctor
RE:  Withdrawal of MANOPLAX® (flosequinan)

This letter is to inform you that after further analysis and review of additional efficacy data
from the PROFILE survival study, Boots Pharmaceuticals, Inc. is voluntarily withdrawing from
sale  MANOPLAX®, (a drug used for the treatment of heart failure). We have seen on
preliminary analysis that after three months of treatment hospitalization for symptoms of
congestive heart failure were increased compared to placebo. This new information, coupled
with the previously reported mortality data, has led to our decision to withdraw the drug.

Sincerely,



Dear po:?or
RE: WITHDRAWAL OF MANOPLAX (FLOSEQUINAN)

Thx‘sletterisminf'ormyoumatMamp#ax,admgusedfu-memmmemafhmfaikre. is
being voiuntarily withdrawn from sale in the UK by Boots Phammaceuticals Lid.

!nA.pri1993mlnfumedyouofheptelhinarymmdmeP‘RDFILE:qual:mdy
whichstmdi'veasedmartaﬁfyanmngamdn We therafors withdrew the
100mghb¢etandmmne¢1dedanzndrnwnmsecf50mgmdairy. An ncrease in
hespitalsations of patients on the 75mg dase of Manopiax has been seen in further
hxzrimanalysesddatafromﬂussmdy. In viaw of these data, the continued use of the
5CmQ dose can no longer be recommended.

We advise that patients being trested with Manopiax shouid be assassad as soon as
possDie and attemative freatment instituted as considered necassary.

Please contact us on 0802-452900 if you have any queries or you require further
information.

Yours sinceraty,

TS




