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We Heater; 19 patients with advanced braast cancer

resistant in tamoxifan with a new specific antiaestmgan
{H31 182?80) which. in animat studies, has rm sgunist

activity. 13 {89%} amiems mspmdad H had 9mm
reams and 6 shnwad nu ahanga} w mamniy
émramuscum: injections of mi 182110 after grograsssm on
tamoxifata. fur a median duration cf 1S manths with
minimum side effects. Fretiminary evidence suggests that

the agent is witmm effmts or: the fiver or the
hypnthalmis—situitary axis‘ 1C1 182?8£} appaam m be a
premiséng new agent fer treatment of advanced and earfy
breast gamer.

Lancet 1&9?» 345: 29-«30

Mfimug}: hat? of all parking wim advanced breast cancer
ham cantata which either regress or remain stabie what:

mated with maxifm; minean eventually bammc
resistant aft“ a median dnmtion and” tanfissien at” fifteen

months. Alfimugh an antaganist with respect to the
canczr, tamaxifm is an wattagenic aganist with respw to
bone, fiver, and mfiomemum. One came of resistance

may be the cancer mating w tamaxifan as an aguniat (31'
that mmmifm is, in acme way, rendered unavailable to
aestmgen mepmrs so that andagwoua oeatradinl is able:
as rastimukata cancer gmwth. Tn test this hypathesim we
mated patients with cancers resistant to tammifen with
an wfimzmgeu (1C! 1.822%: ’Iuwifléfififiyfi
penmfluampemyimlfimimnnyfioestra~ 1 .3, §,{ 1 fl)~triene-
3,1?B~diul) much, in animal studiukt’sJ has bun Shawn to
have no aganist 3mm:

ICI 182180 is a amidst] anfimatmgan with an
Eikfimfiphinyl sida chain in the ?u pasitian‘ There is
evidence that the side chain prevents ciimarisatian of mm
malemks cf the ammgm recepm: which is a
prerequisite far gem: manscriptmn.‘ In contrast;
tamoxifen, 11kt: Uwcagena, causes tempts: dimerisatian
ind partly initiates gen: transcription; which is the basis
of? its pawn! agnnist activity?
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A.“ 19 patients wen: evaluable (table). 13 ((39%)
responded "£0 taxman: for a median. duratian of man:
than 18 menths. *9 are still Impending and caminuing
treatmmt with ICI 182730 after 16433 manths. Shea of

response were 501$: tissue {4): bane {7), and lung {3).
Respanses were: seen in 6 of 9 wmmen who had mag-teased
whilst receiving tamfixifen fur advanced disease and in '3'
0f 10 women who had recciwd tamoxifen as adiuvam

themyy. There appeared to be no associaticm between
durafinn of treamcm with tamoxifen and subsequent
response to ICI 183383. No serious drugqelated adverse
events occurred; minur adverse events were reported by 2

patients-outransiem bleed—stained vaginal discharge and a
wbiecti‘ve feeiing of living in a “dream like 5mm” {similar
in» that she had whflast taking tamam'fen) in one: patient}
and alteration of body odour (nautical by her husband for
an: manth), possibly associated with increased hair

greasiness, in the other. ’I‘hcxe was me alteratian in 1h:
fiequency of nigh! swam; or hm flushea; if alrcady
present, and none was initiated. None of the patients
reported vaginal dryncsa or altered libido an direct
quastionmg at each {mt-patient attendance. ICI 182?80

appeared we}! tolerated a: the site of iniectian despite the
relatively large 5 mL volume administered, with £33113“ 3

patients deveiapimg bruising or arythema on one occasien
each. There were: no clinically sigfificant changes in full

Maud count <3: unexpected changes: in bicachemical tests.

Guy study shows that patients with advanced breast
cancer remand to a specific antioestxogen after failure. of
mammt with a partial—330mm antiuestrogen. There
appeared to be no mess resistance Between 101 1821*83

and tamuxifan in 69% of patients, whereas Studias where
tamoxifm—resismm: patients ware treated mm another

triphmylcthykne anfiozaucgan, toremifina, haw reported
much higher rates of cross resistance.’ The median

duraticm of rcspcmse to ICI 182780 has not yet been
reached, but is already lnnger than we might expect imm
other semnd-linc antics-crime: therapies such as megem‘al
amtatc.

ICE 182’330 is thanght to act exclusively as an
anfiawsmgm via the (338ng reccpwr.’ Thus response:
to treatment with Hill 182%?) suggests that oestrogen
recepwrs remain functianal and that tamoxifen therapy
fails because cancer regrowth is pmduced by an
aeszmgenic stimuius. The cancer may acquire the
capacity :0 respand to the partial agonist activity 3f
tamofifen andx‘er its. varinus metabolites. This is

suppartad by the ability 0f tamaxifen m atimmat:
pmliferatien of primary human brgast cancer calls grmxrn
int-vim" and also by the accasicmal clinical findings 13f
patients whose canccrs mapand to withdrawal of
tammiifan at the time of treatment failure.‘ Alternatively,
changag in the inmcelmar handiing of mmoxifan may
raduca its 332mm: m bios}: oestmgan rempmrs and allow
stimulaticn m“ cans-3r gmwth by mdagennus acstmgena.

This. might occur as a result of cancer tails acquiring the
ability; m inactivate tamexifan by intracellular

degradatian, intraceiiular sequestratian m pmmins anther
than oestrogen recaptars. at by increased drug exclusion
13mm th»: can.“ Our data do mm: distinguish between flame
resistance mechanisms.

Preiimmary data (net shown) from this :‘study Shaw an
irfitjal rise in serum ganadcetmpin during the first three
months 01? Imamem with ICI 182?80 {pmbablgz as a
new}: of cessation of tammtifen therapy} but no further
changes thereafter. In View {3f the lad»: af initiation {31'

 

    

shawl-inn of hot flushes and hm: sweats men in the study,
Wt: data suggest that, as was predicted from animal
studies; ICI 182780 may be without effect on the

hypothalamus and pituitary gland. 1C1 232mg may also
be peripherally selective with raspezzt to the liver since :10
significant efi‘ects an semhormone-hinding giohflin and

iipid havé been seen in the 9mm: study. In primates and
in shon~mm studies in wamen,” ICI 182’?80 inhibited

endamen‘ial pmliferation at simiia: serum concmtrafians
to 11141156 scan in this study. Ifa similar inhibimry efi'ect (3f
ICI 182780 were sham in longer-term studies, this
wauld be a fun}er therapeutic advantage. of The figfidfic
mdnesmogen. since mmme is known to be associated
with pmfiferatim and endometrial cancer.‘

Our study suggests that ICI 182786 may impmve the
rate and duration 0f response when used as a first-tine
tmatmmt far admnccd breast cancczr, sine: ix ham m:

dmnanstrable agnnist activity. Furtherinorej the back 0f
toxicity 0: efi'ccr an serum iipids identify ICI 182780 as a
candidate agent with which to investigate the patential
benefits of specific antiuestmgens in flit adjuvant setting.

We thank Sisters 3x135: Kiam and Nicki Scat: :fcr sank“ in the clinical
study; Mr E Ewe, Mr} M T Ewan and Mr R I Williams for mferxing
pafianm; 1mm Millexftar help with preparing the manuscript; and Emma
Phamamficals for financial suppazt.
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