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POST- MENOPAUSAL WOVEN HAVI NG EARLY BREAST CANCER | n post-nmenopausal wonen,
the anti-oestrogen tanoxifen citrate (NOLVADEXTM has becone accepted as
standard first-line treatnment of advanced breast cancer. Furthernore, 5
over 34,000 wonmen have taken part in clinical trials of adjuvant tanoxifen
fol I oW ng PRioBAYs4asSUr g€ry. The anti-cancer effect of tar@&léﬁ]@ogsgrate
(hereinafter "tanoxifen") is related to its ability to conpete wt
oestrogen for binding sites in target tjssue such as the breast. In
addition, it has a variety of other conplicated nechani snms which may
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(ovarian suppression and aromatase inhibition), are dependant on an intact oestrogen receptor

mechanism at the sites of metastatic disease.
Aromatase inhibitors are a class of compounds that act systematically to inhibit
oestrogen synthesis in tissues. These compounds prevent oestrogen biosynthesis by inhibiting
25 the enzyme aromatase, which catalyses the conversion of adrenal androgens (androstenedione
and testosterone) to oestrogens (oestrogen and oestradiol). There has therefore been interest
in developing these compounds as potential therapies for hormone responsive breast cancer in
post-menopausal women.
Aminoglutethimide was the first aromatase inhibitor to be approved for treatment of
30 breast cancer and has proven efficacy in post-menopausal women with advanced breast
cancer (Stuart-Harris at al 1984, Acta Oncology 27: 721-728). Wider use of the drug has
been limited by its lack of specificity, resulting in a requirement for concomitant

administration of corticosteroids, and the occurrence of troublesome side effects (Wells et al



-2 1978, Annals Surgery 187: 475-487). Consequently, research has been

- focused on the developnent of aromatase inhibitors with greater
specificity and a better tolerability profile. AR M DEXTM (anastrozole) is
a non-steroidal aromatase inhibitor which is highly selective, well
tolerated and is effective in treating advanced breast cancer (Buzdar et al
1995, 5T 4(3): 256-257 Abs 104; Jonat et al 1995, European
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Bi ochem stry 53:175-179). (Further information on the clinical experience
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Tamoxifen therapy also provides other beneficial effects, which relate to the partial

agonistic action of the drug. These include cholesterol-lowering effects (Love et al 1994,
Journal of the National Cancer Institute 86: 1534-1539), cardio-protective effects (McDonald
et al 1995, British Medical Journal 311: 977-980) and protection against bone loss (Love et al

25 1992, New England Journal of Medicine 326: 852-856). However, adverse events are also
associated with tamoxifen which can be classified as being either consequences of the anti-
oestrogenic action of the drug, e.g. hot flushes, vaginal bleeding or discharge or dryness, or
more general effects, e.g. gastro-intestinal intolerance, tumour flare, light headedness, skin
rash.

30 An increased incidence of endometrial cancer has also been reported in association
with tamoxifen treatment. The incidence and pattern of this increase suggest that the

underlying mechanism may be related to the oestrogenic properties of tamoxifen. Uterine
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20 AstraZeneca group of companies.

Surprisingly we have found that anastrozole is efficacious and well tolerated in the
adjuvant treatment of breast cancer, but even more surprisingly we have found that
anastrozole is significantly more effective than tamoxifen for disease-free survival in early
breast cancer. Thus according to a first aspect of fhe invention there is provided herein a

25 method of reducing the rate of recurrence of cancer in a post-menopausal woman having early
breast cancer comprising administering an effective amount of anastrozole, or its
pharmaceutically acceptable salt, to said woman.

| According to a further feature of the first aspect of the invention there is provided the
use of anastrozole, or a pharmaceutically acceptable salt thereof, in the preparation of a

30 medicament for the reduction of the rate of recurrence of cancer in a post-menopansal woman
having early breast cancer.

In women who are receiving adjuvant treatment for breast cancer, the cancer can

re-emerge in the same breast as the original cancer or may occur in the other breast, referred



- cancer, thus according to a second-aspect of the invention there is
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fozole or its pharmaceutically acceptable salt is administered in the substantial absence
of tamoxifen.
According to a further feature of the third aspect of the invention there is provided the
25 use of anastrozole or a pharmaceutically acceptable salt thereof, substantially in the absence
of tamoxifen in the preparation of a medicament for the reduction of the rate of recurrence of
cancer in a post-menopausal woman having early breast cancer.
The phrase ‘substantially in the absence of tamoxifen’ means that the anastrozole is
administered to the patient in the absence of tamoxifen. Patients receiving adjuvant therapy
30 for early breast cancer are likely to have previously received tamoxifen treatment. Thus, this
phrase relates to the anastrozole medication rather than the patient being treated.
Surprisingly we have also found that the combination of anastrozole and tamoxifen

was only equivalent to tamoxifen and significantly worse than anastrozole alone in the
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g pharmaceutically acceptable salt, is administered in the substantial absence of tamoxifen. -

However, in a further feature of the third and fourth aspect of the invention the anastrozole is
administered in the substantial absence of an anti-oestrogen agent such as arzoxifene,
tamoxifen, fulvestrant, lasofoxifene, raloxifene, toremifene, trilostane or TSE 424,
25 preferably in the absence of tamoxifen.
Treatment of post-menopausal women is preferred as described above, however,
treatment of pre-menopausal women is also contemplated. |
In one aspect of the invention, the administration is carried continuously, for a least
one year, preferably for at least two years. Five years continuous treatment is most preferred,
30 although greater than five years treatment is also contemplated.
In carrying out the methods of the present invention, anastrozole may be provided in
various formulations such as parentally (e.g. aqueous or oily suspensions) or orally (e.g.,

tablets, powders, capsules, granules, aqueous or oily suspensions). Preferably, anastrozole is



5 hazard ratio. Values wherein the hazard ratio is |less that 1.00 nean the.- ...

-values are in favour of anastrozole or the conbination of anastrozole and
tanoxi fen as appropriate. Values wherein the hazard ratio is greater than
1. 00 neans that the values are in favour of tanoxifen. The “tine to
“events' is the tine between the conmmencenent of receiving therapy within
the trial and.gi,agnosis of recurrence of breast cancer. Figures 1-3 depict
Kapl an- Mei er Curves which 10 woul d be faniliar to the skiFCTAPHE* however,
nore information can be found in I\/bdeléi ng Survival Data in Medical
Research by D. Collett (Published by Chapman & Hall, 1994). Figure 1 -

Kapl an- Mej.er: .di.sease:-f.ree survival in | TT popul ati on The Fi gure
shows ° 'ﬁh@l%et%ééﬁ g‘tailgn%lﬁ Raylatgns I}T?fljgfaggyzi&{fogn&lﬁ@on%?ggg)‘Frpmdrfo@pmgpat ients
event fr eeasi¥fdle,aimst frefedibiingg. THtedoudd debokibit BEM w8 meRSE He%Qséa V'S

t anoxi fen 0. 8i.h0. 71-0. g’ﬁ%o' 0%29 conpi nation vs tanoxifen 1.02 0.88-1.18
0.7718 15 Thi <™f [RyEHHen SHLORY phHtustraied with rslessnse fo the fliowingaan-liniting r ozol e i s
super i or ek@mplean®k feowhigtiiufes Sh Mblek. CRMNhis HEAH fdeit Hf;st i85 ol Sease
recurrence, q&he, conbination is sim]|ar t(s) 1;1%’& gg#mt arri)sxapglggnr%g?&t%e

overal | E‘G{ﬁﬁ Etip o {alugs Whrein she haggs rasin igdsssehat G @0vessn dfe vdluseas & favae ofur vi val
i N T eceplugistBah bi tHEcARMMMBE bORastRRIeThd orbbiTRe L PuSUeRLS.{ mont hs) |
on the X axis and, ~Proportion ofaS 20€pat %Eelﬁ’%(gfa{e)évgzdﬁ?{g#re% ?@%@s%ﬁr eyY
axis. fi ReoBzargritio ipegroaerfhan hAdmerns it thewsluesarein frenu 0f EROLGS The93 0. 0054

combi nat igfe ¥SeveATRXInE e beRfked ﬂﬁﬁ:’o&:ﬂ%ﬂ[ce@ﬂeﬁg cﬁ@ec-g?rii)ﬁsg t%lg-%@r;% H‘%Vq\ﬁlﬂt gat In

t he overal | population, anastrozole Is Superior
si gni fi capd diagepsistof waurence pcbreast eancdr. Higemads depctiKamacMeiet Dervee®Aloh nat i on

I s sinigl t : I4f he overall.popul ation. Figure 3 -
Anal ygﬂios %2019 ?foﬁeﬁ?%gf% é%%%@é? ngagwﬁﬁec‘)’%rf anfeéf’{gpﬁtﬁogﬁg‘ég%’{ou’b({]‘?%?%ﬁEl,g 25 The
figure sfhymwsval Datrsn MediclReseardrityRICallat @ublivhed oy Chivmiin @B41L h894). on the X
[ . ' ' t Nt t | .b t %' the Y
i . o b Fabl Bl el B sE R EhEE et BEARorBAIGT e anastrovol e v

tanoxi fen 0.42 OTIRFiBudchodk ‘Din(6 Sveneqfdhha)t bothe WSaxdiSdHaXPiopstifn 8f4 0. 51- 1. 40
0.5132 This figueaﬁeﬁshé)v\/evlslt eréﬁﬁ/u eﬁliiiﬁ&ri tsy of anastrazole is also evident in
terms of the incldence o ‘g‘} A contral ateral ) breast cancer,

relative to tagnoxifen, HR 95.2% CI p-value
anastrozole vs tamoxifen 0.83 0.71-0.96 0.0129
combination vs tamoxifen 1.02 . | 0.88-1.18 0.7718

15 This figure shows that in the overall population, anastrozole is superior to

tamoxifen with a significant reduction in the rate of disease recurrence, the
combination is similar to that of tamoxifen for the overall population.
Figure 2 - Kaplan-Meier Curves of disease-free survival in receptor positive population

The Figure shows ‘“Time to events (months)’ on the X axis and ‘Proportion of

20 patients event free (%)’ on the Y axis.
HR 95.2% CI P-value
anastrozole vs tamoxifen 0.78 0.65-0.93 0.0054
combination vs tamoxifen 1.02 0.87-1.21 0.7786

This figures shows that in the overall population, anastrozole is superior to
tamoxifen with a significant reduction in the rate of disease recurrence, the
combination is similar to that of tamoxifen for the overall population.
Figure 3 — Analysis of the incidence of new (contralateral) breast primaries;
25 The figure shows “Time to first contralateral new primary (months)’ on the X axis

and ‘Proportion without contralateral breast cancer (%)’ on the Y axis,



whereas the conbination is simlar to tanoxifen. Figure 4 - Significant -
differences in pre-defined adverse events between anastrozole and 5

t anoxi f en expressed as a percent. Adverse events | ess prevalent in
anastrozole are shown on the left hand side of the figure and adverse
events | ess prevalent wth tanoxifen are shown on the right of the figure.

The advers shown are as follows: (i) hot flushe [

Muscul oskeﬁ’et aﬁgﬁ[ﬁ sorders (iii) Weight gain (proportion %ﬂgm{g %gai nin
body weight from baseline in year 2) {iv) Fractures of any bone (v)
Fractures of hip, spl ne wrist (these factures are indicators of

ost eoporosi s) 5w r—Vvagrral—bleedipg—{vH—Yagkpa “:%’—‘hﬁr e (viil)

" Endonetrial Canpcer (ix) |schaem c|Car vascgﬁzy cji dg (x) Venous
Thr onboenbol i c| kyanttezold Vs amakifbieep Veo.n2 Thriorgnsy.® Thi $.dosgur € shows t hat

Anastrozole ispwell tolerated and! cted safety caoncefns energed in
the adjuvant p S‘Q‘PhWﬁﬁonﬁsdBP’@mien Sunfréty af &Hel €har ad¥BPstfcs of the
patients in the triat; Table - oummary of the disease chraracteri stics of

the patients in THefigyes éhowsmupg@rrrmﬁ gaagyrazolqis alsp ewgent insterms of e

popul ati on. Abbr; gyhggcgg%m daAteruA d ratio;

i TT - intention to treat; ‘gén a-ry_gcgg{éﬂgtgﬁ préed e BT BRI 505105554
OR - odds ratio. whbrgamﬂeelcoméslamlsgmebr@rtatn@ofmuct ed to conpare the efficacy
and saf Syl L LA A0 ANBRLEGRE) SRl 0enRREhIL Qt@@oaz%i rggol e and

t anmoxi f en nation as a vant rea T rrenopausal womnen
with early brea%mgémn%premmmbrmdmwdwmém pﬁv@cntnmmyasﬂrmmpy. The
trial was desig C r i f edal and

anast r ozol e (1rrgn?§(gc}:§°gv11 g‘q?ealﬁhgnadgsr%e(e ({fgh%béﬁ%%ngd? Orrg “0¢ tyleés&’r%‘%%?ngonbi nati on
of anastrozole \(/ﬂﬂngmodffeqﬂwﬁmtmmmxmefrdght Qﬂﬂmﬁgwd)Tlm&dadpamms shaveat ment in
ternms of: a) ti ne flsf;gecurrence of breast cancer (defined as the earliest

of local or dist®&h ¥ rence
)] hot flushes
10 (i1)  Musculoskeletal Disorders

(i) Weight gain (proportion with >10% gain in body weight from baseline in
year 2)
(iv)  Fractures of any bone
(v) Fractures of hip, spine , wrist (these factures are indicators of osteoporosis)
15 (vi)  Vaginal bleeding
(vil)) Vaginal discharge
(viii) Endometrial Cancer
(ix) Ischaemic Cardiovascular Accidents
) Venous Thromboembolic Events
20 (xi)  Deep Vein Thrombosis
This figure shows that Anastrozole is well tolerated and no unexpected safety
concerns emerged in the adjuvant programme.
Table 1 - Summary of the characteristics of the patients in the trial;
Table 2 — Summary of the disease characteristics of the patients in the trial; and
25 Table 3 — First events in ITT population.
Abbreviations:  CI- confidence interval;
HR — hazard ratio;
ITT — intention to treat;

od — once daily; and



new primary breast cancer, or death); and 10 b) safety and side effects.
- Secondary objectives of this trial were to conpare (i) tanoxifen and
anastrozole and (ii) to conpare tanoxifen and the conbi nation of
anastrozol e plus tanoxifen as adjuvant treatnment in terns of: a) tinme to
~distant recurrence; 15 b) survival; and c) incidence of new breast
primaries. ikieally, the trial was designed as a ran 1
doubl e- bl i r@?%nq?ﬁs?cent re trial to conpare the effi cacygg%ﬁgzzqsa“y of
t anoxi fen al one, anastrozol e al one andganastrozole in conbination with
tanoxi fen as adjuvant treatnment for breast cancer in post-nenopausal 20
wonmen. Patients who grel,dyfgigl igibility criteria were random sed on a
1:1:1 basis into one of three oral treatnment schedules to receive one of
the fol | owi ng:A tiial was doyignesrad consizeted tolaemparsdhe eff¢dcy apd safety efftembtiém pl acebo
once dal | anfirofit kidfe LATHN L ERAM L AIEEHR N Yottt RUARELAZP! € P} acebo
once daily;, c. active anastrozole I'ng once daily In co i atioh with active
t anoxi f erfreaGment & pestdagnbyausal Momen witheady weast caseewhehbvatcompleted the nont hs, 6

nmont hs QQE fte . H- t.h .ntervals. Patients were.r uited from
381 cenS?r es %ﬁgl%%ﬁ&zih%ﬁﬁﬁsi eegsl.gne’liﬁ%c%%‘ﬁreetrsﬁ?’?‘@%‘r@&% %%cfm%ﬁ’%b@? en July
1996 and dubstoiaol2(Ufg odi ané td donips@nanddifes €2 iy odl) aah he comshixdtivn sk X (9366)
patients entered,the trial and e given the drugs as follows: 1)

Anast rozdl & uofﬁlgégﬁ%?é)%sﬁ%%%ﬁ‘g?‘?ﬁﬁ vag a%ﬁﬂ&lamnﬁa ‘ion (n=3125).
30 I n or dgtintedo beeuebricg obbreast @ihce ddved i the Edﬁﬁeﬁt ﬁiilac%al &mStﬁﬁEéceﬂE&e,had to o
satisfy all the. folJ]low ng: a tiepts wt i stol ogically proven operable
i nvasi ve bﬁﬁgmt}’éﬁC%fo@gd@%%ypw GB02/ 05554 -9 b) patients who
have ctonb)eifes aalikidpeffessy.y surgery and chenot herapy (if given), and are
candi dates to, receive harnonal adjuvant therapy; and c) wonen_ defined as
post - mendSRRATY cg’é‘?f’B?’?ﬁ‘ﬁ&mt Falyye COFpFE (Bftamovaten a1d waitregele apd fi)éged 60 or
more 5 (HonpgRdaridxiRey alERE Sorhlfatdalof Blakir&¥d1cPIe: BholiRR 8s Mjuvalifrdghd®W nY
criteria:, - amenorrhoea for at |east 12 nonths and intacCt uterus; -
amenor r hdB¥™M8PE| ess that 12 nonths and FSH within the post - menopausal
range;  id)ehdédd BBfant refMch&It s Who have had a hysterectony; 10 - patients

who have recei ved HRT,;
15 b) survival; and

c) incidence of new breast primaries.

Specifically, the trial was designed as a randomised, double-blind, multicentre trial to
compare the efficacy and safety of tamoxifen alone, anastrozole alone and anastrozole in
combination with tamoxifen as adjuvant treatment for breast cancer in post-menopausal

20 women. Patients who meet the eligibility criteria were randomised on a 1:1:1 basis into one
of three oral treatment schedules to receive one of the following:
a. active anastrozole lmg once daily plus tamoxifen placebo once daily;
b. active tamoxifen 20mg once daily plus anastrozole placebo once daily;
c. active anastrozole 1mg once daily in combination with active tamoxifen 20mg once daily.

25 Patients were assessed at entry, 3 months, 6 months and thereafter at 6-month
intervals. Patients were recruited from 381 centres and in 21 countries. The patients were
recruited between July 1996 and March 2000. Nine thousand three hundred and sixty-six
(9366) patients entered the trial and were given the drugs as follows: 1) Anastrozole
(n=3125), 2) tamoxifen (n=2116) and 3) combination (n=3125).

30 In order to be eligible for entry into the trial the patients had to satisfy all the
following:

a) patients with histologically proven operable invasive breast cancer;



- patients rendered anenorrhoetic by adjuvant chenot herapy (such patients
must have FSH neasured at | east 6 weeks after stopping chenotherapy);

bi | ateral oophorectony. Patients with any of the followi ng were excl uded
fromthe trial: 15 a) patients in whomthere was any clinical evidence of
nmetastatic disease; b) patients who, for whatever reason (e.g. confusion,
infirmty, 4a Lism), were unlikely to conply with tr rerrents
C) patients \Aﬁose chenot herapy was started nore that 8 béﬁc{;@%&s ,

days) after conpletion of primary surgery or whose chenot her apy was
conpleted nore that 8 weeks (i.e., 56 20 days) before starting random' sed
t r eat menty) pERRREREIERE YorhdletSd MEpHirS! 1 en@ENERIbHR V%
patients \?\/Igo receive neoa%Jeuva C”&lgm) hér apy V\erepd?ggfgﬂ%@?%d ag pat| ents
who had rférdidaiesdp yecgive hemsmpladiapgnt thetepihowsle pr| mary surgery was conpl et ed
nor e tharb & Srirleld i sed treatnment; e)
patients V\hg&ﬁgée reég OStgﬁ aﬂvﬁ%ﬁégg{ﬁﬂ ﬁ%ﬁg er%@ggogfng&f]%vant treat ment
for breast (IIngﬂaﬁﬁmmorunl ess: (i) this was tam)X|fen started prior to

first rgi ived for ) han 9days or (ii) this
was ho?glrmnaﬁ%f‘1 Rer apy )?é%%éxlg@ga Sﬁm ° e?b‘@?reofﬁlesfﬂli HORTEE® of a formal trial,

approved by thea:ﬁbmﬂune@ommmtzeﬁonﬂ&&nﬂ)nmmeﬁmm who have recei ved

t anoxi fen as part o anc ntrlals,, ) . patients

unwi | ling to st&B ?‘?/gfoﬁﬁ?a%’t&g @’\ﬁﬁg‘{ggg the past-mshopa 3 Ta88%  us

(1 ncluding HRT)mcl(idimgn whom it woul d be inappropriate to stop; WO

03/ 053438 PCT/ GB02105554 -10 .h revious history of invasive breast cancer
at any time or ot hBHCPYAORa M pDYHEREO™Y thin the |ast 10 years, other

t han sfuanmous or -bpﬁﬁhts%blhaﬁﬁéé‘eﬁﬁ@mmf the skin or carcinoma in situ of

t he cervix, adequate|ly cone biopsied; i) any severe concon tant disease
whi ch woul d pl ace PHESFIERd a’&?“"ﬁﬁﬂ?ﬁé?ly afhuwtehe%bﬁmﬁwc patigpes |k ul t s of

the trial, e.g. strongrSETdadrdl 10606 Wek@SiR AREHIAS LitmoRRYSLE enal or
hepatic i npai rrrent defined as AST or ALT greater than thrée tines the
upper linit of thebilacsslopphitewtonynge): or j) treatment with non-approved or
experi ment al  @gg ik 89 of bR 1 Weére BENRICE rohPMdefl.sati on; 10 k) patients
considered by the invesfigator to be at risk of transiting any infection
through® #paisatsér Wb?rﬁéberweaﬁnwhme@ evitense gbumbtegtatisl disedset ri al used bot h

active anypRl-AGSRR, fAR3Rhic0E AUaSorARYE. (AR ﬁxﬂrﬂ-iff’}blaﬁﬁhohsm) were unlikely to

comply with trial requirements;

¢) patients whose chemotherapy was started more that 8 weeks (i.e., 56 days) after completion
of primary surgery or whose chemotherapy was completed more that 8 weeks (i.e., 56
20 days) before starting randomised treatment; Chemotherapy if given should be given post-
operatively i.e. patients who receive neoadj uvant chemotherapy were ineligible;
d) patients who had not received chemotherapy and whose primary surgery was completed
more than 8 weeks (i.e., 56 days) before starting randomised treatment;
€) patients who have received previous hormonal therapy as adjuvant treatment for breast
25 cancer, unless:-
(1) this was tamoxifen started prior to first surgical procedure and received for less than
29 days; or
(i) this was hormonal therapy received pre-surgery in the context of a formal trial,
approved by the Steering Committee;
30 1) patients who have received tamoxifen as part of any breast cancer prevention trials,;
g) patients unwilling to stop taking any drug known to affect sex hormonal status (including
HRT), or in whom it would be inappropriate to stop;



in order to naintain blindness to trial therapy. Anastrozole 1 ng and

“ mat chi ng anastrozole placebo were supplied as white, filmcoated tablets.
Tanmoxi fen 20ng active tablets and 15 matchi ng tanoxifen placebo were
~supplied as white, round, biconvex tablets. Patients were random sed to
receive one of three oral therapy reginens. The daily dose is one tablet of
anast r ozol ey bi/exgszact i ve or pl acebo) plus one tablet of g,émgb{/(ﬁgg4(20rrg
active or placebo). Patients were instructed to take their daily dose at
approximately the same tine each day.-#- entry to the trial patients
received either a 13-week supply or a 26-week supply of trial 20 material.
Pati ents himeviewdistes ofindGsivetgbasdapget ¥t ang Cieie\ve dthar inbdsivahali3mWp eknsUPPl Y at
the first o} I 01\35L ug@vi%@a(n&nont hsl). Fromthe 6-npnth visit onwards,

pati ents reCai¥ed %2Be2 SqEAmAg Of Yasal Gpl earcieyna aithe skin e paTcinpmedn
patients wesit cEHeREViDE all@fublely cBhd bidjaleaed tablets at each visit. Therapy
was start§d as soon as possible after -random sation, but not nore than 25 8

weeks af t BRUEITRICSPROAIER digpgrarhicharraldmatrdhoumatiaptat wmandl cisk er conouhdve
recei veg pragRiiits &mmbegwngﬁ%npﬁﬁ%@&@f#ﬁ&@&@%&%&';nt gLEENt up to

a maxi mum of 8 weeks after  conpletion o erapy or soon

pati ent s whEParsryddetimed as 4STasALE erentar then treeltimebs thegipperriiait ¢ftheror nal .
Primary chegRihet aRyeyst have started within 8 weeks of conpleting

primary surgery. Pati’ents who stop primary chenotherapy before conpletion
of the plhiRiaegovitnaneppived guixpeimeatal diug dulieg the 8 denihs deforeW t h t he
exception of dh&shibial therapy, drugs which affect sex hornone status or
prevent recurrence of disease were prohibited fromuse after randoni sation
unti | é8nkipetients comsidéred by tmsuvestizpior fodraeriskidfamesithig gy infbedod deotidhe

fol | ow ng: MRL /o%%?égc%tﬁg/ GB02/ 05554 -11- cytotoxic chenotherapy; oral
adm nstration o &t 0Canazor e (antifungal) or related conpounds (i.e.

topi cal  appl iThatibaie blindarialosedliotiotys amlt fiekebdaianEsale ahd RaoREed GhiEQr br east

cancer. 5 A pbrocedure .nrqvided.that if patients suffer serious nenopausal

synptons, e g 0 TAEG 8W§/ ﬁogt%ﬂ@‘?’apé'l é”é‘ﬁﬁ‘?ﬁ&eﬁé‘ﬂg Fodatbang apRoReIR Al

cranps, dplspehs everisapplichas whitd, Givheatathblen. Taheuled 2080 hakebleds agdeport the
re vviIFi ng, carry on with

synpt ogras_.an adverse event: b. if patients |

r ando mmé HF 1%%%&%??“ é@ce 0 Wege SH@’&’@E ayhite, W%A‘&éﬁ‘ﬁogv?ﬁﬁlﬁév%at{e&tﬁ aigre

progest i nandontised-t6raveing bige oflthree!fral therpyvRgibfess. I TIRUNIP Bse 4 dnb tHIQEGESt i NS
failed to _control_ nenopausal egg}%%ggﬁa HRT and/ or _oestrogen creans may be

prescri bedaSorale (Lpgadtive applas It elfampFffe (20mmective p1 Riogehe)-
i nf or mat | Rufiens srelihtiubed tafake BYAHARIIBSE 4t bfiFotiRRteBAht &e'time each day. At

entry to the trial patients received either a 13-week supply or a 26-week supply of trial

20 material. Patients who received a 13-week supply received a further 13-week supply at the
first follow-up visit (3-months). From the 6-month visit onwards, patients received a 26-week
supply. In order to assess compliance, patients were asked to return all unused tablets at each
visit.

Therapy was started as soon as possible after randomisation, but not more than

25 8 weeks after completion of surgery and chemotherapy. Patients who have received primary
chemotherapy may have started randomised treatment up to a maximum of 8 weeks after
completion of chemotherapy or sooner in patients whose blood counts was returning or had
returned to normal. Primary chemotherapy must have started within 8 weeks of completing
primary surgery. Patients who stop primary chemotherapy before completion of the planned

30 number of cycles may also be randomised. With the exception of the trial therapy, drugs
which affect sex hormone status or prevent recurrence of disease were prohibited from use
after randomisation until confirmation of disease recurrence. These drugs include the

following:-



a) Date of birth and ethnic origin (recorded at entry); 15 b) Any relevant-
past nedical history, any concurrent illness, whether or not the patient
has had a hysterectony, previously snoked or had previous HRT (recorded at
entry); c) Al concomtant nedication/treatnent (recorded at entry); d)

Hei ght (nmeasured at entry) and wei ght (nmeasured at entry and until patient
stops ranevmsaeskss reatment); 20 e) Breast cancer hi storycpHpehical
procedure, date of surgery, size and grade of primary tunour, nodal
status, ER and PR status (where knowt)lil-and details of any radi ot herapy,
chenot herapy and pre-surgical tanoxifen received (recorder at entry); f)
The fol | ow ng cyotxiowhematherapy;ory assessnments was perforned at entry:
haenogl obin, platel et cou | euc tes, creatinjne, total bilirubin,

al kakl i ne phosogat%ﬁérg‘ﬁt,ra“@fltoﬁ%értocgg?ﬁ&%‘g&%ﬁQﬁ{eﬁ?é?drcgﬁg’%‘ﬁdéé’eﬁ- twical ani ne

am not r ansf er agglicatierdiateaccdp@db®y;si um and urea. If clinically indicated,

further | aboratory assessnents \Aﬁ{ie made until the patient stops the
random sed t onal Ayegtments forbugaptcancenni £ | cant abnor mal val ues shoul d

have begn recor gieskdae prolicdBR et Sourfdilcaess ﬁ&ﬁﬂé&sm?ﬁ fopi) i sease
recurrence. , Bl ood sanples were evaluated |[|ocally and aboratory

pri nt - out @8Rl gyness eridesdig; kot flushey [abdomnal seapips cdyspasevmiad the fdDwieg dctip s wer e
revi ewed dhedld heeEs-ence of breast cancer at all followup visits, using the
following criteria, which are based on British Breast G oup

r ecomrendatsPer §ic SWDPDE! B58498rRETEER02/ 05554 - 12 SI TE OF RECURRENCE METHOD
OF CONFI RIVEFTL CWNts Qi : }:a‘ﬁﬁ! east (including DCI'S) 91t

Hi st ol ogy (_)-rgacytsol ogy ' 29&%@%’11\%? |I{§l{§%‘f%%>lt}n§#’ cytology 3. Axillary

| ynph #&de i nepestasy. paijensy masyhayt tilgon pragesiustfor 3-6egindsal nodes (i . e.

supr acl avi cul I rﬁ”& i r nal _manmar DI STANT 5.
Skel etal CT * %?Zh?%%n%%?ﬁgﬁ%egg%%vﬁ tg %esx- r a%edr}é\?%lf uozlaﬂeg?PaﬁaY Pt s,

Bi opsy neiyREandiercxsstsagey cieams ey temescobedaasd magdomited ticatmentmayRiohtmrar y Chest

X-ray 7. Hepatdcg . * n §l .Oc[ger di.st.a I i ng .and/ or bi opsy.
(Rising t urmuﬁﬂ1 %ﬂ@@é@%ﬁ%ﬁ%@ .l %,evgp%tecgﬁ%ggﬁqagg%) Duct al
Car ci nonee) DateSifbirth and ethnic origin (recorded at entry);

15 b) Any relevant past medical history, any concurrent illness, whether or not the patient has

had a hysterectomy, previously smoked or had previous HRT (recorded at entry);
¢) All concomitant medication/treatment (recorded at entry);
d) Height (measured at entry) and weight (measured at entry and until patient stops
randomised treatment);

20 e) Breast cancer history-Surgical procedure, date of surgery, size and grade of primary
tumour, nodal status, ER and PR status (where known), and details of any radiotherapy,
chemotherapy and pre-surgical tamoxifen received (recorder at entry);

f) The following routine laboratory assessments was performed at entry: haemo globin,
platelet count, leucocytes, creatinine, total bilirubin, alkakline phosphatase, either asparate

25  aminotransferase or alanine aminotransferase, sodium, potassium and urea. If clinically
indicated, further laboratory assessments were made until the patient stops the randomised
treatment. Any clinically significant abnormal values should have been recorded as
adverse events, unless resulting from disease recurrence. Blood samples were evaluated
locally and the laboratory print-outs held in the patient’s clinic/hospital records.

30 Patients were reviewed for recurrence of breast cancer at all follow-up visits, using the

following criteria, which are based on British Breast Group recommendations:-



* Conput ed Tonography Utra-sound 5 New breast primaries (either .
“contralateral or ipsilateral) were regarded as di sease recurrence events in
the statistical analyses of tine to recurrence. The primary statistical
.endpoint of the trial was tinme to disease recurrence (| ocoregional or
di stant recurrence, new primary breast cancer or death from any cause) and
saf ety/tol ewebshssisg . The secondary statistical endpoints H2histE tO
di stant recurrence, time 10 to death, the incidence of new breast prinmaries
and the incidence of pre-defined adverge- events. In summary, two treatnent
conparisons_were made: (1) anastrozole al one conpared to tanoxifen al one
and (2) tamexoFeRcCairerg/cgonpared 10 ancggggg ! e n—h
conbi nat i-eA—15-\WD 03/ 053438 PCT/ GB02/ 05 @{)?fﬁ{é{\#@%ﬁ' di sease
recur r enc&QCO-REGIONAL st ant recurrence|and time to death, the primary
anal ysi s st j { ghdom atien and was perforned
acco?/di ngﬁi%ﬁkfcﬁggéﬁa‘%}g%gﬂtggégd&%w?(i .eiﬁ&?lﬁ%ﬂlﬁ °Ho treat P), with two
equal |y i fdetaell conponents: (i) The | &Hstolagkot@sdlogdes used to provi de a

basic co J: t ment groups w t 5 adjusting for potenti al

pr ognost @'%@%P@Ph(‘{?ﬁgs i s equival ent E{g%&P@f?"iW&ktﬁe Cox proportional
hazards mbdtherwpgioralinodes [iles suprglabistlabas elidtolegEondtdlgdyes) . 1056 events were
required linf istical power. (ii) The Cox proportional hazards nodel was
fitted, adjusting For*asel i ne receptof status, nodal status, primary
tunour si PEBTANEvVi ous chenot herapy, agé and race. A global test of 10
interactigr&z&e@g{]cl uded all 2 way interactions of each of these prognostic
factors wit 1r hdomi sed treatnent, was|&AdEstakerbone saahavith xiay evel in or der
to assess whether the treatnent conpalbefls | St. 0SS

di fferent values of the factors. The assunp?iﬁl_gﬁhoggﬁbﬁr'g%gﬁh%ﬁge hazar ds
was al so checked for each prognostic faBtsesapysinthy cesend a sihgledesitant

vari abl esé. Pufmdnh§r e was a departure injEhgi@gspmption (at the 5%l evel)

t hen the 71?{5{3 ctor should be included as a stratified variable. The

i nci dence” of contral ateral breasiCEan&Sr¥ueam fornal |y conpared

bet ween g @ugpaisegd treat nent groups. L i al ysi s s based on an
intention to treat approach. A seconda?@agm edrm{)o%lgft% Sc}’(')l(ﬁlsﬁlﬁ s and a
subgroup analysis in patients w th oes}maders alo26, ageire ps.B ard dnd}cep@bie) | Ve
and/ or progesterone receptor (PR) posifive tunours, patients with ER
negati ve-and PR negatjve tuynours. and all other patients, was al so

undert ake¥. ADuetabCarginoma ImSikysi s, the i nci dence rates of The TolTowW ng

pre-defingd a@t‘fn&:ﬁt@d %‘X%Bél%phy
* Ulira-sound

5 New breast primaries (either contralateral or ipsilateral) were regarded as disease
recurrence events in the statistical analyses of time to recurrence.

The primary statistical endpoint of the trial was time to disease recurrence
(locoregional or distant recurrence, new primary breast cancer or death from any cause) and
safety/tolerability . The secondary statistical endpoints were time to distant recurrence, time

10 to death, the incidence of new breast primaries and the incidence of pre-defined adverse
events. In summary, two treatment comparisons were made: (1) anastrozole alone compared

to tamoxifen alone and (2) tamoxifen alone compared to anastrozole and tamoxifen in
combination.
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patients who received trial treatnent, anal ysed according to treatnent
recei ved. XOIdPPary subgroup analysis was al so be und®GRIMA55SaNnal ysed
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patients wth_ER ne ive and PR negatjve tunours, and all other patients
renai ni ng saf g?@'m%@?dgseﬁs‘?e%ﬁ?fﬁr?@g@ désxad‘tfﬁ”%@ﬁ?@%ﬁaq}?e tordsathyibat recei ved.
A sunmar yriafart delyse shaes), dgldedall eedondi@r phtidnts dnd & Serform¥Pa Q333435

PCT/ GB02/ 05554 -14- Definitigns for the statistical analysis: Tinme to
event (dir&wlguised EE‘iHnP’étr{b‘_’e , InfFnsemiiiregf s Wik 8v¢ eally meant¢emponenisas neasur ed
from t he (gt ReGhnk RIS beﬁdg%tbhﬁé‘&o%nﬁ%%x{)%atﬂﬁﬁt £3085 wsi@e&ted the
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satisfyy th Ve GrLterl he re consi ed to b i sease, Stage |1.
Resul t%o of %t%gé?l}séﬁsd%él%ﬁ% a@%t"& % SHEACtons ieﬁ?sjl} (gtgﬁ?f? pﬁ’,gn?fgﬁgﬁa’ﬁs Wiy Table 1, 2
and 3. Therandesistd Seatrebmif eastundataken @ lthed@hkiveltih blenth ase@bbhaat ileNtS With a
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nont hs. Thg%%%lf3 Iétlcoﬁig%sgfl?%ﬁe c?ris}sgeflzaecﬁoéﬁ&ig?eé‘}ém@‘ifé8’? {{%gacf".r%. e- emer gence of
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ternms of difdease- 1TER s GRS 4 IPPRIES BVRS 2FTIRTion (3t ahs T lqveikthendhez3) and

i n t hels ec &ptopshqnitbbed insladqdak b etitified Miiable. 0. 78) . Accordingly, the results of
the main analﬁi.s .Qf thﬁ trial indi §ate a 17%rfeduction in 20 the rate of
recurrence ev etlgma%}‘ff’(‘i esi 4 &P erfl EBPEFRGRYPS OHE%l%(YéﬁF{ParﬁﬁilHet&’S?ﬁ ral at eral
events, amdomBkd trésmetetdins. T prinhey falysBRia8 bisRe 6h i AGnBRPSHRZ0l € VS.

t hose receivipg tanmoxifen. Wthin the hornone receptor positive (oestrogen
recept or %% ve and/ or progesterone receptor positive) patients, there

Wats K t22% r edA GkdoBilary Mpek BFCHE BEAyistHh® a ki erdpanhiy Q¢ Bl fRti¥Rs wiie BT bEED
atl enLs.
P r&O receptor (ER) positive and/or progesterone receptor (PR) positive tumours, patients with ER

negative and PR negative tumours, and all other patients, was also undertaken.

At the major analysis, the incidence rates of the following pre-defined adverse events
was formally compared between treatment groups defined by treatment received: hot flushes,
nausea and vomiting, asthenia, mood disturbances, musculo-skeletal disorders, vaginal

25 bleeding, vaginal discharge, endometrial cancer, fractures, cataract, venous thromboembolic
events, and ischaemic cardiovascular disease. The primary analysis includes all patients who
received trial treatment, analysed according to treatment received. A secondary subgroup
analysis was also be undertaken, analysed according to trial treatment received, in patients
with oestrogen receptor (ER) positive and/or progesterone receptor (PR) positive tumours,

30 patients with ER negative and PR negative tumours, and all other patients remaining safety
data was summarised and presented by treatment received. A summary of the methodology is
set forth in Figure 3.



25 The results al so show that anastrozole is superior to tanoxifen in terms....
-of the incidence of contralateral breast cancer in the overall population
(OR =0.42). For the incidence of new (contralateral) breast primary
tunours the odds were 0.42 for anastrozole when conpared to tanoxifen (a
“value of 1.00 would show equival ence) in the overall popy:c ation. ﬁo t
Anast rozol gnificantly better tolerated (vs. tanoxifen) with respec
to endonet?vrvpg?msg’é%cer, vagi nal bl eedi ng, vaginal di scharf§&/CEO¥R%#i ¢
cerebrovascul ar events, venous thronppgnbolic events, hot flushes and
wei ght gain. Tanoxifen was better tolerated wth respgg_/tgc;)oz/ 05554 5
muscul oskel et RS @g?u es. WD 031053438 . . -
Table 1- Pati g?ﬁ 1@% gogltﬁ%rl S |{:a£§%rrl?§§t rozol e Tanoxifen - Conbination

(n=3125) [ime30 taont (dimz&gmen@adismgeﬁs(egma?jmﬁé, deaglg w$s g%asgreg%gimg\égg PIt Ve
. -Re for status 20Sl1 t ), ve . . .0

(7%(?1) 8.78' g@%é‘)%?%déﬁgtlgn?ﬂ?legs IV%°%PYerPé’$ PeRsPh iR eVt thetmeef walysia7. 8 47. 3

48.1 AXi Wemmighseengeed/atde hosd tecéntYate 2f asaghmetther apy 63.3 62.5 62.0

Chenot her 22.3 20.8 20,8 Pri tampxifen 1.6 1.7 1.7 WO 03/053438

PCT/ GBO /Q%ga@wm ef@fhﬁtgg{%%l OQ%%EP%FEG%% BEW PHRSTYbEcas]| cencEanoxi f en

Combi nat i @Bntrdlfeadllet MsilbraB bt Gdat.n=3125) Primary tunour size (% T1 (cm

63.9 62.9.64.1 T2 (>2cm and 55cn) 32.6 34.2 32.9 T3 (>5cm) 2.7 2.2 2.3
Nodal st a{lg@t_@g@_ﬂgm_e was the earliest of distant recurrence or death.

Disease Stage I at entry was defined as a primary tamour of 2cm or less in its largest
dimension and no evidence of lymph node involvement (i.e. the number of positive nodes is
10 zero or axillary surgery was nbt clinically indicated and therefore was not undertaken). Ifa
patient did satisfy the above criteria, they were considered to be Disease Stage II.
Results of the study are set forth in Figures 1, 2, 3 and 4 and Table 1, 2 and 3. The

results relate to a trial consisting of 9,366 patients with a median duration of therapy of 30.7
months with a median follow up of 34.3 months. The total number of first events recorded,

15 i.e. re-emergence of breast canc;ar, was 1079 of which 766 were in the receptor positive
population. The results show that anastrozole is superior to tamoxifen in terms of disease-free
survival in the overall population (HR = 0.83) and in the receptor-positive patients (HR =
0.78).

Accordingly, the results of the main analysis of the trial indicate a 17% reduction in

20 the rate of recurrence events (which includes locoregional, distant, and contralateral events, as
well as deaths) for the patients receiving anastrozole vs. those receiving ;camoxifen. Within
the hormone receptor positive (oestrogen receptor positive and/or progesterone receptor
positive) patienté, there was a 22% reduction in recurrence rate for anastrozole vs. tamoxifen
patients.

25 The results also show that anastrozole is superior to tamoxifen in terms of the
incidence of contralateral breast cancer in the overall population (OR = 0.42). For the
incidence of new (contralateral) breast primary tamours the odds were 0.42 for anastrozole
when compared to tamoxifen (a value of 1.00 would show equivalence) in the overall
population.

30 Anastrozole was significantly better tolerated (vs. tamoxifen) with respect to
endometrial cancer, vaginal bleeding, vaginal discharge, ischemic cerebrovascular events,
venous thromboenbolic events, hot flushes and weight gain. Tamoxifen was better tolerated

with respect to musculoskeletal disorders and fractures.
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Table 2- Disease Characteristics
Anastrozole Tamoxifen Combination
(n=3125) (n=3116) (n=3125)
Primary tumour size (%)
T1 (<2cm) 63.9 62.9 64.1
T2 (>2cm and <5cm) 32.6 34.2 32.9
T3 (>5cm) 2.7 22 23
Nodal status (%)
Node +ve 349 33.6 33.5
Grading (%)
Well differentiated 20.8 20.5 212
Moderately differentiated 46.8 47.8 46.6
Poorly/undifferentiated 237 233 23.7
Not assessed/récurded 8.7 8.4 8.5
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Table 3 — First events in ITT population
Anas%rozole Tamoxifen Combination
(n=3125) (n=3116) (n=3125)

First event 317 379 383

Locoregional 67 83 81

Distant 156 181 202

Contralateral (invasive) 9 30 23

Contralateral (DCIS) 5 3 5

Death — breast cancer 2 1 2

Death — other reason 78 81 70
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Claims

1. The use of anastrozole, or a pharmaceutically acceptable salt thereof, in the preparation
of a medicament for the reduction of the rate of recurrence of cancer in a

5 post-menopausal woman having early breast cancer.

2. The use of anastrozole, or a pharmaceutically acceptable salt thereof, in the preparation
of a medicament for the reduction of the rate of a new contralateral primary tumour in a
post-menopausal woman having early breast cancer.
10
3. The use according to Claim 1 or Claim 2 wherein the anastrozole is provided

substantially in the absence of an anti-oestrogen agent.

4. The use according to Claim 3 wherein the anti-oestrogen agent is tamoxifen.
15
5. The use according to any one of the preceding claims wherein the woman having said

early breast cancer is oestrogen receptor positive or progesterone receptor positive.

6.  The use according to Claim 5 wherein the woman having said early breast cancer is

20 oestrogen receptor positive and progesterone receptor positive.

7.  The use according to any one of the preceding claims wherein the anastrozole is

provided for administration at a dose of 1mg/per day.





