CANCER The present invention relates to the use of a sonatostat:

as defined hereinafter in the manufacture of a nedi cament suitable for
treatment of breast cancer. Co-Pending Application No. 8816024. 7 (GB
2208200A) provides a pharmaceutical conposjtion conprising a sdnmatostatin
anal ogue and lactic acid. Somatostatin is'g t et radecapepti de i ncorporating
a cyclic dodecapep- tide having the struct'ure: [ERR] and has the properties
of inhibiting the release of growth hornone, inhibiting the rel ease of
insulin and gl ucagon and reduci ng gastric secretions. - 2 -

100-7173/V/ 1l By the term "anal ogue"” as used herein is neant any
straight-chain or cyclic polypeptide derived fromthat of the naturally
occurring tetra- decapeptide somatostatin wherein one or nore am no acid
units have been omtted and/or replaced by one or nore .other am no

radi cal (s) and/ or wherein one or nore functional groups have been repl aced
by one or several other isosteric groups. The term "anal ogue" includes al so
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-/ SOMATOSTATIN ANALOGUES FOR THE TREATMENT OF BREAST CANCER

The present invéntion relates to the use of a somatostatin
analogue as defined hereinafter in the manufacture of a
- medicament suitable for the treatment of breast cancer.

Co-Pending Application No. 8816024.7 (GB 2208200A) provides a
phafmaceutical composition comprising a somatostatin analogue and
lactic acid.

Somatostatin is a tetradecapeptide incorporating a cyclic dodecapep- (~
tide having the structure:

H-Ala-Gly-Cys-Lys-Asn-Phe-Phe-.
1 2 3 &4 5 6 7

-Trp-Lys-Thr-Phe-Thr-Ser-Cys-OH
8 9 10 11 12 13 14

~ and has the properties of inhibiting the release of growth hormone,
inhibiting the release of insulin and glucagon and reducing gastric

secretions.



~

N |

t he Eorresponding derivatives bearing a sugar residue. In general, the term
covers all" nodified derivatives of a biologically active peptide mhlch

exdi bit g qualitatively simlar efféct to that of the unnodified
somatostatin pepti‘de. Cyclic, bridge cyclic and straight-chain sonatostatin
anal ogues are known compounds. Such conpounds and their gﬁpggf are
described in US Patent Specifications 4,310,518 and 4, 23 |n ur opean
Pat ent Speci fications EP-A-1295; 70,021; 113,209; 215,171; 203, 031;
214, 872; 143,307 and in Bel gi an Pat ent Speci fication BE-A-900,089. Wen the
sonatostatln anal ogues bear a sugar residue, this is preferably coupled to
a N-term nal ani noByrtheptexmd/snaloguelt ascused hersinnisnueaptoany stesight-chaia or -

peptide side chai neydDicpplypeptsda Yeiihed d%uae{mn@é tﬁmmufmypaecﬁumg tetra-

conpounds and their preparation are dis- S
Preferred somat ost SP‘F‘H“BH 'ogﬂ%‘:,“aF%‘i“A"h'GGﬁ% 8pre 3miRA 28 ?Z“Pg‘ﬂ pave

100-7173/ W1l 2 [ Evéén omitted and/or replaced by one or more other amino radical(s)
and/or vherein one or more functional groups have been replaced by one
or several other isosteric groups. The term "analogue" includes also
the cot:csponding derivatives bearing a sugar residue.

In general, the tera covers all modified derivatives of a biologically
active peptide vhich exhibit a qualitatively similar effect to that of
-~ the unmodified somatostatin peptide.

Cyclic, bridge cyclic and straight-chain somatostatin analogues are
knovn compounds. Such compounds and their preparation are described in
US Patent Specifications 4,310,518 and 4,235,886, in Buropean Patent
Specifications BP-A-1295; 70,021; 113,209; 215,171; 203,031; 214,872;
143,307 and in Belgian Patent Specification BE-A-900,089.

Vhen the somatostatin analogues bear a sugar residue, this is
preferably coupled to a N-terminal amino group and/or to at least one
aninb group present in a peptide side chsin, more preferably to a
N-terminal amino group. Such compounds and their preparation are dis-
closed e.g. in VO 88/02756.

Preferred somatostatin analogues are:
A. Compounds of formulae I to IIX
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- 4 - | 100-7173/ W11 wherein Wis - S or'
[err] where s is O,- 1 or 2; one of X and Z is,S and the other is
Sor [err]; Yis ' ‘S or [err] where t is 0, I or\2; each
of [err] and [err] i ndependent |y of thke other, is [err] alkyl,

benzyl, benzyl having one or two [err] al kyl, hal ogen, hydioxy, an no,
nitro, and/or [err] al koxy substituentsys dr-[err] al kyl100u4bB¥23/WpEI ted with
a 5- or 6- nmenbered heterocyclic ring; R3 is '
3-indolylmethyl, either unsubstituted or having [err] alkyl, [err] al koxy
-or hal ogen substitution; [err] is [err] alkyl, [err]
hydr oxyal kyl , benzyl, car- boxy-([erg] amno ([err] alkyl) or ben-
zyl having a [err] al kyl, hal oge ' mno, nitro and/or [err]

al koxy substituent; [err] is Rierr] alkyl, benzyl, or
benzyl  having a [err] alkyl g€ amno, nitro, and/or [err]
al koxy substituent. Exanples oN grfoups are nethyl, ethyl,
propyl, iso- propyl, butyl, sec- exanpl es of [err] al koxy
gr oups ' '




P

¥y ¢ : '
are net hoxy, ethoxy, propoxy, isopropoxy, butoxy, tert-butoxy, and pentoxy;
hal ogens are fluorine, chlorine, bromne, or iodine: and the term"5- or
6-menbengd heterocyclic ring" represents such rings with one or two oxygen,
ni trogen and/ or suphur heteroatons, e.g. imidazole, furan, thiazole,
pyrazol e and pyridine. In the conpounds of Fornulae I, Il and IIll, there
are several asymmetric centres which | ead td the existence dP0-dR734HII

i somer.s for such conpounds. For each of the asymetric centres of the
various. am - no acids which nmake up these cyclic hexapeptides, both the D
and L configurations are included -5- 100-7173/WI1 The follow ng are
represent ati ve cyhdrednhexapepti de.anal ogues of somatostatin of Formul ae |,

(o oLy R B e For it S GRIREHISu « U o, VB

(N Me- Al a- Phe- D- 9% 2EyX and 2 phe) 3) iggcprd the other is S or CHy;

(N-Me- Al a- Phe- L-¥rig Lys- Thr-Phe) 4) s @Q¢C(€B;). vhere t is 0, 1 or 2;

E ﬁ I\/NE: 2: 2: Eﬂg: g%;fdgx: %3{{3@@ %rCI_ ;,Eg)e) in%)epend%(éiy()-of the other, is C;.s alkyl,

_ ' benzyl, benzyl having one or two C,.s alkyl,

halogen, hydroxy, amino, nitro, and/or C,_s
alkoxy substituents, or C;.s alkyl substitu-
ted vith a 5- or 6- membered heterocyclic
ring}

Rs is 3-indolylmethyl, either unsubstituted or
_having Cy.s alkyl, C;.s alkoxy or halogen
substitution; '

R, is | Ci-s alkyl, C;.s hydroxyalkyl, benzyl, car-
boxy-(C;.s alkyl), amino (C;.s alkyl) or ben-
2yl having a C;.s alkyl, halogen, hydroxy,
amino, nitro and/or C;.s alkoxy substituent;

Rs is Ci-s alkyl, benzyl, or benzyl having a
Ci-s alkyl, halogen, hydroxy, amino, nitro,
and/or C;.s alkoxy substituent. -

C

W, _ Examples of C;.s alkyl groups are methyl, ethyl, propyl, iso-
propyl, butyl, sec-butyl and pentyl; examples of C;.s alkoxy groups
are methoxy, ethoxy, propoxy, isopropoxy, butoxy, tert-butoxy, and
pentoxy; halogens are fluorine, chlorine, bromine, or iodine: and the
term "5- or 6-membered heterocyclic ring" represents such rings vith
.one or tvo oxygen, nitrogen and/or suphur hctetoito-s. e.g. imidazole,

- furan, thia:ole, pyrazole and pyridine.

_ "In the compounds of Formulae I, II and III, there are several
 §symn¢tric centres vhich lead to the existence of optical isomers iot
_'such compounds. For each of the asymmetric centres of the various ami-

no acidg vhich make up these cyclic hexapeptides, both the D and L

configurations are included. B



6) Cycl o- (N-Me- Al a- Phe- L-5-F-Trp-Lys-Thr-Phe) 7) Cycl o- ' y
(N- Me- Al a- Phe--D- Tr p-Lys- Ser -Phe) 8) Cycl o- . :

(N-Me- Al a- Tyr-D- Trp-Lys-Val -Phe) 9) Cyclo-" ' ' ooy i
(N-Me- Al a- Tyr-D-Trp-Lys-Val -Trp) 10) Cyclo- - d
(N-Me- Al a- Tyr - L- Trp- Lys- Val - Phe) "11) Cycl o- * : _

(Ser - Al a- N- Me- Phe- Hi s- D Tr p-Lys) - 6 - 5 100-7173/ W-I| Prefered

Formula 11 conpounds are: 12) Cyclo- (Pro-Tyr-D- Trp-LyslO®7I1BByiy113)

Cycl o- (Pro-Phe-D Trp-Lys-Thr-Phe) 14) Cycl o- (Pro-Phe-L-Trp-Lys-Thr-Phe)
15) Cycl o- (Pro-Phe-D Trp-Lys-Thr-p-d -Phe) 16) Cycl o-

(Pro-Phe-D 5-F-Tr p-Th¥Ss - 7 cl o- o

(Pro- Phe- L-5-FE-Tr Pl S-{%Er&‘_’ﬁﬂg}’{g} p “%E?H—"(WiPﬂvxipﬁtMima%?fﬁ)
Preferred For f0P39Stptinpf faraulan & Ilcand I1®)  Cycl o-

(Cys-Cys-Tyr-D Trp-Ly-Thr) 20) Cycl o- (Cys-Cys-Tyr-D Trp-Lys-Val) 21)

Cycl o- (Cys-Cys-Tyr-L-Trp-Lys-Val) 22) Cycl o- (Cys-Cys-Phe-D Trp-Lys-Thr)

N-Me=)la-Phe-Trp Itu-?hé- TP
he-The-Lys | ho-Tht-Iys
la - lla |
\oo/
g"*‘Cys-Phe-T:p
' ’
L ysS=-Thr-Lys
I11la
Prefecred Fornula I compounds arce:
-

1) Cyelo-(N-Me-Ala-Tyt-D-Trp-Lys-Thr-Phe)
2)  Cyelo-(N-Me-Ala-Phe-D-Trp-Lys-The-Phe)
3) Cyclo~(N-Me-Ala-Phe-L-Tzp-Lys-Thz-Phe)
4) Cyclo-(N-Me-Ala-Phe=D-Trp-Lys-Thr-p-Cl-Phe)
5)  Cyclo-(N-Me-Ala-Phe=D-$<F-Trp-Lys-Thr-Phe)
6)  Cyclo- (N-Me-Ala-Phe-L-S-F-Trp-Lys-Thz-Phe)
7) ,Cyelo-(N-Me-Ala-Phe-D-Trp-Lys-Ses-Phe)
~8), " Cyeclo-(N-Me-Ala-Tye-D-Trp-Lys-Val-fhe)
.9). Cyelo-(N-Me-Ala-Tyr-D-Trp-Lys-Val-Trp)
10)  Cyelo-(N-Me-Ala-Tycr<L-Trp-Lys-Val-Phe)
11) Cyelo-(Scr-Alaéﬁino-vac-ﬂis-offrp-Lysl



23) Cycl o- (Cys-Cys-Phe-L-Trp-Lys-Thr) 24) Cycl o-

(Cys- Cys-Hi s-D Trp-Lys-Thr) 25) Cycl o- (Cys-Cys-Hi s-D Trp-Lys-Val) 26)
Cyel 0- §&&¥s-Cys-Al a- Phe-D Trp-Lys-Thr) B. Conpounds of fornfa IV[ERR Ais
[err] alkyl, [err] phenylalkyl br a group of formula RCO-, whereby i) Ris
hydrogen, [err] al-kyl, phenyl or [err] phenylalkyl, or ii) i —eql -
100- 7173/ W11 -a) an L- or D-phenyl al ani ne residué€ optional | 5%0'5”3”/”
ring-substituted by F, d, Br, [err], [err], OH [err] alkyl and/or [err]
al koxy b) the residue of a natural geﬁg- a&i no acjd other than defined
under “a) above or of a correspondi RCEREFESFaEMla oFI Gompaunds! 4 ie:
residue in which the individual am no acid residues are the sane or

different ‘and are selected fy th efined_under_a) and/or b) above, the
[err]-am no group of am no a%?{in re@?g’ag;“;’ﬁ"gmﬁgﬁ'%frm-m Mehal amino
group of dipeptide residues £3) bei Qpebpt {Peo+PhésD+THP-Lys Ith § SPrd)
al kyl ated, A" is hydrogen Orlﬂ"’hencféié- iﬂé‘]’ﬂ_l%/_luopr_éye‘r_r;hP_hrehngl’l al kyl ,
15) 'Cyelo-(?ro-Pho-D#rrp-LysQThk-p-Cl-Phe)
16) Cyclo= (Pro=Phe-D=S«P-Trp~Lys-Ths -Phe)
17) Cyclo=({Pro«PhacLeS<P-Trp-Lys-Thz-Phe)
18) Cyclo-(Pro-?hﬁ-p-rrp-Lys-SQr-Pho)

Preferrzed Focmula II! compounds are:
19) Cyclo-(5ys-3ys-?yt-D-?tp-tys-rht)
20) Cyele- (Sys-Cys~Tyc-D-Trp-Lys-val)
21) Cyclo= (Cys-Cys-Tyc-L-Trp-Lys-Val)
22) Cyclc-(éys-zy;-rhc-borrp-zys-rh:)
23)  Cyelo-(Cys-dys<Phe-L-Trp-lys-mz)
24) Cyclo- (€ys-Lys-Ris-D-Trp-Lys-Thr)
28) Cyclo-tEys-Eys-ais-n-rr;-bys-Va1l
26)  Cyclo- (Eys-Cys-Ala-Phe-0-Trp-Lys-Th)
) - B. Compounds of formula IV

A'\ 2=8=Yg Y;-S-CH,
N-CH=-C0=B~C-D-B-NH-CE-F v
A ..
- vherein .
Ais Ci-12 alkyl, Cy.;o phenylalkyl or a group of formula RCO-,
vhereby

i) R is hydrogen, C;.;3 alkyl, phenyl or C;. o phenylalkyl, or
i1) RCO-is '



also [err] alkyl or [err] phenylalkyl, [err] and [err] represent together a
direct bond or each of [err] and [err] is independently hydrogen or a:
radical of fornulae (1) to (5) [ERR| - 8 - 100--7173/ Wl ¢
wherein [err] is methyl or ethyl [err] it hydr‘ogen, nethyl or ethyl mis a
whol e nunber from1 to 4 nis a whole nunber from1l to 5 etrl;"t

[err]alkyl [err] represents the substitugnt attached td08+@7B8HAL-carbon
atomof a natural [err]-amno acid (including hydrogen) [err] is [err]alkyl
[err] and [err] are independently hydrogen, nethyl or ethyl, [err] and
-[err] are independently hydrogen, hal ogen, [err]alkyl or [err]al koxy, pis
Oor 1, q isOor 1, andr 1is 0, 1 or 2, Bis - Phe- or Tyr,

a) an L- or Daphgnylalaninc rcsidue'optionally ring-substituted by
F, Cl, Br, NO;, NH,, OH, C,.; alkyl and/or C,., alkoxy

~ b) the residue of a natural a-amino acid other than defined under
a) above or of a corresponding D-amino acid, or

c) a dipeptide residue in vhich the individual amino acid residues
are the same or different and are selected from those defined under a)
and/or b) above, the a-amino group of amino acid residues a) and b)
and the N-terminal amino group of dipeptide residues ¢) being optio-
nally mono-or di-Ci.:; alkylatqd.

A’ is hydrogen or, vhen A is Cy_,32 alkyl or Cy.;o phenylalkyl,
"also Cy.33 alkyl or Cy.;o phcnylilkyl,

Y, and Y, tepriscnt togcthcr a direct bond or
each of ¥, and Y; is independently hydrogen or a radical of formulae
(1) to (5)

c . ;|
-coT-(cn, )e~B -co-ct/  -CO-NHR,
' (CH2)a
(1) | (2) | (3)

-co4nkx:41mm.

. .
~co-tvmr - ¢ «::rz)--=

(%) © &;



Cis (D)-Trp- Dis -Lys-, optionally a-N-nethylated, Eis t he

resi due of a natural.a-amno acid other than Val F is a group of fornula
[GRR] wi@erein [err] is hydrogen or rrethyl [err] is [err] orop 7§21ﬁ B t he
substituent attached to the [er‘r] carbon atom of a natural T‘r no-acid
(1 ncluding hydrogen) and [err] is a group of formula [ERR]

100t El?S/W:jI mh]erﬂr&ﬁﬁgrg is'rﬁet’ﬁ gr&ggahﬂrbl[ err]al kyl, I [err} I S hydrogen

or e residue of a physio i C cce e, si ol ogical ly

hydrol ysabl e ester, [err]® gg ataéﬂ'h r?TeﬁtEﬂ/ and [err] is hydrogen,

[err]-al kyl, phenyl or [erm] pbemyahalk;dumbmérmrl tbet residues B, D and E .

have the L-configuration,, ?g Qﬁoiﬁ%&ﬂ%ﬁ?fk@mﬁh?o%ﬁand 7-position and any
I'n e

residues [err] 4) and [err ependent 'y have the (L)- or (D)-
configuration. In the comodAdCios)alWhul a |1V, the followi ng significances

or conbi- nations thereofp Akgpfisthes tBE- substituent attached to the a-carbon atom of
. a natural a-amino acid (including hydrogen)
Re is (Ci.s)alkyl
Ry’ and Ry’ are independently hydrogen, methyl or ethyl,
Ry and Ry are independently hydrogen, halogen, (C,.;)alkyl or
. (Cy-3)alkoxy,
“ - P isOord,
' ' q is 0 or 1, and
'r is 0, 1 or 2,

B is . -2he- or Tyr,

Cis  (D)-Trp-

D is -Lys-, optionally a-N-methylated,

E is the residue of a natural a-amino acid other than Val

F is a group of formula -CON/
' Ca(Rxs)-xx

vherein
Ry; is hydrbgen or methyl, R;3 is -CH,0H or represents the
substituent attached to the a-carbon atom of a natural
a~amino-acid (including hydrogen) and X, is a group of
formula '

Ry

v

-COORy, -CE,ORN or ;CON\
Ris



1. Ais [err] phenylal kyl, especially phenethyl, or a group of for rrul a’
RCO. Preferably Ais a group of formula RCO 1.1. Preferably Ris [err]

al kyl or [err] phenyl al kyl, espeC| ally [ert] phenylal kyl, nore especial |y #
phenet hyl, or RCO has the neanings a), b) or ¢). - 10 - ° '
100-7173/ W11 1.2. Wen RCO has the meaflings’ a), b) or 189-7178A418rr] - ami no
group of amno acid residues a) and b) and the N-term nal am nb group of
di peptide residues c) is preferably non-al kyl ated or nono-[err] al kyl at ed,
espe- cially [err] alkylated, nore especially -nethylated. Mst preferably
-the N-termnal is non-alkylated. 1.3. Wen RCO has the neaning a) this is
preferably a') an L- or D phenyl al anine or -tyrosine residue optionally
mono-N-[err] al kylated. More preferably a') is an L- or D phenyl al ani ne
resi due or arwHereim RP- Nif hydrdgenl 61yC) - pdkky¥| al ani ne resi due. Host

st due,  Lspeci al |y 20 DhpRaRErERnaty HBecFestavs Siecs a1 olba e i1y s o tabat
residue. 1.4. Wien RCO physiolagically hpdinlysable) estexr,defi ned residue is pre-

ferably lipophilic. Preferred residues b) are thus b') a-am no acid
resi dues havi ng a hids okSahpdrreendger Enaiadkyb.apd | euci ne and norl euci ne

resi dues,. sai d resi Qggsiﬁaygmﬁpa;z_sa%].[}ﬂﬁghw et_l Bhel@iglﬂ‘:f‘,'f erred

vherein the residues B, D and E have thé_L-conf;gutation, and the hed
residues in the 2-and 7-position and any residues Y, 4) and Y, 4) each
independently have the (L)- or (D)- configuration.
In the compounds of formula IV, the folloving_signiiicances or combi-
nations thereof are preferred. '
1. A is C;.jo phenylalkyl, especially phenethyl, or a group of

formula RCO. Preferably A is a group of formula RCO.

~1.1. Preferably R is Cy.;; alkyl or C,y.y¢ phenylalkyl, especially
C7-10 phenylalkyl, more especially phenethyl, or

RCO has the meanings a), b) or c).



: ¢ '
resi'dues c) are dipeptide residues in which the individual am no acid
resi dues~are the sanme or different and are selected fromthose defined
under ahy and b!) above. 1.5. Mst ‘preferably RCO has the nmeaning a)
especially the meaning a'). 2. ¥ Dis -Lys-, MeLys- or -Lys([err]-Me)-

especially -Lys-..3. Eis the residue of an ural a-am no
than Val, e.g. 'as disclosed for Ein co pendln Appllcatlon h@ﬁ'ﬁg@@&ﬁ34 7

(3B 2208200A), especially -Thr-. - 100- 7173/ WI1l 4.

F the noiety [err] preferably has the L conflguration. Preferably F is
other-than -ThrNH2 when E is Thr. 4.1. [err] is preferably hydrogen. 4.2.
As the substituent attached to the [err]-carbon atom of a natural am no
acid (i.e. of forrmula [err] is preferably [err] isobutyl or benzyl or

E)re;;]er:'j)l gle;'r]grgtrjp[ gﬂbr%ﬁﬁ" 2 a:‘*‘%d’ g@sﬂkc ; 4&/ e 'fhﬁr ﬁlﬁ'é“f &rPyp of

and [err] is preferaminp agid desmpscx) hod It)hendmhalmgegnmm amidorgroupadfodipeptide

Host preferably it Lé&idues c) is preferably non-alkylated or mono-C,.,; alkylated, espe-
cially -C;_, alkylated, more especially -methylated. Most preferably the
N-terminal is non-alkylated.

. 1.3. Vhen RCO has the meaning a) this is preferably a’) an L- or
A : D-phenylalanine or -tyrosine.tesidue optionally mono-N-C;_;; alkylated.
Moté preferably a’) is an L- or D-phenylalanine residue or an L- or
. D=N-(Cy.g-alkyl)-phenylalanine residue. Most preferably a’) is a D-phe-
nylalanine or D-N-(C;.s alkyl)-phenylalanine residue, especially a
D-phenylalanine or Db(N-methyl)?phenylalanihe residue.

1.4. Vhen RCO has the meaning b) or ¢) the defined residue is pre-
fe:abiy.lipophilic. Preferred residues b) are thus b’) a-amino acid
residues having a hydrocafbon side chain, e.g. leucine and norleucine
residues, said residues haﬁing the L- or D-configuration, and preferred
residues c) are dipeptide residues in which the individual amino acid
residues are the same or different and are selected from those defined
under a’) and b’) above. |

1.5. Most preferably RCO-has the meaning a) especially the meaning
a’).
2. D is -Lys-, MelLys- or -Lys{£-Me)-, especially -Lys-.
3. E is the residue of a natural a-amino acid other than
- Val, e.g. as disclosed for E in co-pending Application
No. 88160024.7 (GB 2208200A), especially -Thr-.



hydr ogen. 5. As the residue of a physiologically acceptable, physiologi-
cally hydrolysable ester [err] is preferably HCO [err] alkylcarbonyl.,

[err] phenyl al kyl carbonyl or benzoyl. 6. ° Preferably the resjdues i@ the
2- and 7-positions have the L-configurat i -

100-7173/WI1l 7. Preferably [err] and'Perr] together F&b?&éﬁﬁ(la di rect
bond. Most preferred conpound of formula IV is the conpound | Va

H (D) Phe- Cys- Phe- (D) Tr p- Lys- Thr-Cys-Thr-ol al so known as octreotide. C
Compounds of fornulae Vto VIII H Cys-Phe-Phe-(D)Trp-Lys-Thr-Phe-Cys-CH
[see Vale et al., Metabolism 27, Supp. 1 139, (1978))

és? P[]ePPBF (D% Tr Lysn;_ﬁs;ghEhm@@ a-CH( R Nopreferab] ha954tgi/l [ see European
at en ubl i |
MeAl a- Tyr - (D) Bﬂf@?@é’for‘,hgr&ep‘gg{y% is her than J'r?n'NHz whe |1s[ see Veber.

et al., Life Ehrences 34, 1371-1378 (1984) and European Patent Application
No. 82106205. 6 (publlshed as No. 70 021)] also known as cyclo

MMkNaTw-DﬂpLﬁ\m Phe) .
11 is pteferably hydrogen.

4,2_ As the substituent attached to the cpcirbon atom of a natural
amino acid (i.e. of formula HyN-CH(R,;)-CO0B), R,; is preferably
-CH,0H, -CH(CH3)-0H, isobutyl or benzyl, or R;; is -(CH;),-0H or
-(CH;),~-0H. It is especially -CHB,0H or ~CH(CH,)OH. ~
/Ru
4,3 X, is preferably a group of formula -CO-N
Ris

or -CH;-OR;4, especially of formula -CH;-OR,p and Ry, is preferably hy-
drogen or has the meaning given under 5 belov. Most preferably it is
hydrogen. '

. 5. As the residue of a physiologigally acceptable, physiologi-
cally hydrolysable ester R;o is preferably Hco,.Cz-zz alkylcarbonyl,
Cs-12 phenylalkylcarbonyl or benzoyl. : o

6. Preferably the residues in the 2- and 7-positions have the
. L-configuration. '



[ i i .
NMePhe- Hi s- (D) Tr p- Lys-Val - Al a VIIl [see RF.
Nutt et ‘al. Klin. Vochenschr. (1986) 64 (Suppl. VII) 71-73. -.13 -
100-7173=V | |- The contents of all the above publications including the
speci fic conpounds are specifically incorporated herein by reference. The
somat ost ati n anal ogues nmay exist e.g. in free form salt formor in the
form of conpl exes thereof. Acid addition salts1gay be formed109+H73/W/ Il
organi ¢ acids, polyneric acids and inorganic acids. Such acid addition salt
forns include e.g. the hydro- chlorides and acetates. Conplexes are e.g.
formed from somat ostatin anal ogues on addition of inorganic substances,
e.g. inorganic saltssprglydpegsddaslp 1s hamb viaroge titkr Pegirlsbitr a28leldt EYAd.
addi ti on of polyneric organic substances. The somatostatin anal ogues nay be
prepared in accordance wi th conventional nethods. They are conveniently
used in the form of Mest prefiexted lvpupaind. ofl\fprmedla PEili the ecupoand rI¥ai ons are
from85 to 95 percent. It has been found that the conpounds of fornulae |
to II'l, the conmpounds of fornula IV, especially the conpound IVa, and their
derivatives bearing a

8-( D)Phe-Cys—Phe(D)Trp-Lys-Thr—Cys-Thr-ol

also known as octreotide.

[
C. Compounds of formulae V to VIII
B-Cys-Phe-Phe-(D)Trp-Lys-Thr~Phe~Cys~0H . v
[see Vale et al., Metabolism, 27, Supp. 1, 139, (1978)]
[Asn-rheQPhc-(D)rrp-Lys-rhr-Phc-Gabﬁ v
U [see !utopuu Patent Publication No 1295 and Application

' No. 78 100 994.9)

(HeAla-Tyr-(D)Trp-Lys-Val-Phe. - - vII

{see Veber et al., Life Sciences, 34, 1371-1378 (1984) and
European Patent Application No. 82106205.6 (published as
" No. 70 021)] also known as cyclo (N-Me-Ala-Tyr-D-Trp-Lys-Val-Phe).

| NfaPhe-Afs-(D)Trp-Lys-Vel-Alay vz

{see R.F. Nutt et al. Klin. Vochenschr. (1986) 64 (Suppl. VII)
71-73.



sugar residue, particularly the derivatives preparable by an Aradori or
Heyns rearrangenent froma natural or a synthetically accessible nono-, di-
or oligosaccharide, and the conpounds of fornulae V to VIII, as defiged e
above, have a beneficial effect on patients with breast cancer, e.g. in
arresting progress of the disease, -ai3 i-ndi cat ed by sgm-71#3twat and duration
of the response. Preferred somatostatin anal ogues bearing a sugar residue
are those disclosed in WO 88/02756, the contents of which being incorpo-
rated herein by reference. A particularly preferred conpound is

-[err]- [[err]l‘h8|dé?19§%.ls( 3f4QI1d(t’he above _Ipublicati nlcll(lre the pecific

oxyfructosyl] - Cys- Phe- DIr p- ys erre PES a$ conpound
| Vb) . - samm““ds dre specif e4y7 Wﬁtqqeheﬁ#af berefergnsends of
formulae | to VIII as defined above are referred to as conpounds of the

[ tion. t d th f compound_of fornmul ae
Vo T aZhE SPRESF LA 50 ATmRoRTRS” A SFARE (8- oFb £28% BoPRNA E oAbl ¢ T or

t he treat ment iof the et cﬁrmmplemrthmbar laeid gidiensresal tOmapr s

o sofagh yEuE VRO A R SR Sl et
acids. Such acid addit on salt forms include e.g. the hydro-
chlorides and acetates. Complexes are e.g. formed from
somatostatin analogues on addition of inorganic substances, e.g. _
inorganic salts or hydroxides such as Ca- and Zn-salts, and/or an -
addition of polymeric organic substances.

The somatostatin analogues may be prepared in accordance with
conventional methods. They are conQeniently used in the form of
an acetate hydrate. Typical peptide concentrations are from 85 to
95 percent.

It has been found that the compounds of formulae I to
III, the compounds of formula IV, espec1a11y the compound IVa,
and the1r derivatives bearing a :
sugar residue, particularly the derivatives preparable by an Amadori
orIHeyns rearrangement from a natural or a synthetieally accessible N

mono-, di- or oligosaccharide, and the compounds of formulae V to
VIII, as defined above, have a beneficial effect on patients with
breast cancer, e.g. in arresting progress of the disease, as indicated
by e.g. extent and duration of the response.-

Preferred somatostatin analogues bearing a sugar residue are
those disclosed in VO 88/02756, the contents of which being incorpo-
rated herein by reference.

A'particulerly preferred compound is N*-{a-glucosyl(l-4)-de-
oxyfructosyl]-DPhe-Cys-Phe-DTrp-Lys-Thr-Cys-Thr-ol (referred to as
compound IVb).




40 jears age and a | eadi ng cause of deaths. The invention nmay be of val ue
for tunours which are hornone-dependent, e.g. estrogen- dependent,. or

har noné~~ndependent, and/ or somatostatin receptor positive breast tunours.
Breast cancer is a disease for which an inportant effort has still to be
invested to find any sort of alleviations Ifhe beneficial ¥O0EEI3/FAilhatients
W th breast cancer with the somatostatin anal ogues as nenti oned above may
be shown in the following clinical trials: In a first clinical trial, 5
patients suffering fromnetastatic breast carcinona are studi ed, who had no
previ ous systen cHéredanfieer cofipountiasifaommuladj ItanVIID eatdafihed abbge ared)

and had easy acceﬁ.%fegﬂ'é&hteoi gavggn‘%?%%sh:gfpﬁ;igme%t@g‘g PS 0 or 1 and could be

post - menopausal . e cofmpounds o nvent i on may be continuously
admi ni st ered par eBherpresent dnventdon . proyidestbe ofseao mrporpound coff £ormudace. g.

0.5 to 2 my per 24 Qpwisr &Vﬁéfﬁkd'm ﬁn%&s%anﬁ?&ﬂ{r@"&f'i gg%%%géﬁi i cal

profile is determ ned and the Tevels found to be reduced. A
trial may be effe8eitable faz thewtreatpentsef bygasy icancemeraxtipblardy af the

invention are adnparditeb£l @8 bfalabongtadtich} Bog. gn_&gmptaay{m bs_@ast cancer

and the extent and duration 03 th response determ ned.
_ subcutaneous administration.

Breast carcinoma is the most common type of tumours in women over
40 years age and a leading cause of deaths. The invention may be
\_: of value for tumours which are hormone-dependent, e.g. estrogen-
dependent, or hormone-independent, and/or somatostatin receptor
 positive breast tumours. Breast cancer is a disease for ﬁhich an
important effort has still to be invested to find any sort of
alleviation. | B |

The beneficial effect on patients with breast cancer with the
somatostatin analogues as mentioned above may be shown in the
folloving clinical trials:

In a first clinical trial, 5 patients suffering from metastatic
breast carcinoma are studied, vho had no previous systemic treatment
Bf metastasis (adjuvant treatment is ignored) and had easy access to _

12 their veins. The patients had PS O or 1 and could be post-menopausal.

The compounds of the invention may be continuously administered
parenterally, e.g. s.c. by means of a pump at the rate of e.g. 0.5 to
2 mg per 24 hours, over at least 3 days.

The growth factor IGF profile is deterniped and the levels found
" to be reduced. ' '

A second clinical trial may be effected as follows:

In a second trial the compounds of the invention are admi-
nistered to at least 14 patients having breast cancer and the extent
and duration of the response determined.



- 15 - 100- 7173/ W1l Patients are included who have breast
cancer as evidenced by histol ogical biopsy (glandular analysis - EQA) . They
present a nmeta- static illness and/or |oco-regional |ocalisation whiged is
neasurabl e and evaluable. If desired patients ‘are included viho are
resistant to other treatnment to conventional therapy such as surgery,

r adi ot her apy, ot her chenot herapy and/onrghgornone thera lents
present at |east one target, on X-ray gﬁaly5|s mhlchﬁbg %@§§@ﬁgble or

eval uabl e such as a primtive netastatic tunour which is cutaneous. or
-sub-cutaneous. It may be gangliar or visceral. Preferably the patients have
| esi ons whi ch have progressed within the nonth preceding the trial and have
an estimated survival tinme of at least 3 nonth. Preferably the trial

excl udess - pati enPatientaiarehindiaded wbochavechreast randenmsoevitgnbedbgt cancer
ar e bi ol ogi cals¢NUE{du12biHa. (AN nd9HLd) -G mitly pzmnp Pg¥gl ©

carci nona anti gen E].8] hol ogy, -patients w usi on,

pul monary ca®E#rEm 88 NG, 0¥ |1§°°‘Cﬁ“&%s§%‘¥i}§“ﬁ@al‘ﬂ§&bltﬁnﬂwusebb
netastatic mamnd f.osmmn If pediredigacientl afe Ancludedi (A ake TR Mankafget by

radi other apY LS chlithait 40 caifiliPiohal kil ok U Wbk, Shbnlillsy 27

other chemotherapy and/or hormone therapy.

The patients present at.}cnst one t;rzgt;'on X-ray analysis, ;_;
vhich is measurable or evaluable such as a primitive metastatic tumour
vhich is cutaneous or'sub—cutaneous; It may be zanjlia:'or visceral.
Preferably the patients have lesions vhich have progressed vithin the
month preceding the trial and have an estimated survival time of at
least 3 month.

Preferably the trial excludes:

-patients in vhich the sole criteria for diagnosing breast
cancer are biological modifications,

-patients adlinistctcd vith an elbroyuie carcinoma antigen
patholosy,

-patients vith ascitis, a pleural etfuslou. a pulsonary W)
carcinoma lylphlnlitis, or an ossecus localisation as sole
metastatic manifestation,

_-piticnts trcnttd on a unique tumoural target by radiotherapy
less than oisht uucks before inclusion in the study (they are

" eligible hovaver if evidence of p:ogtescion during this time),

-patients vith a unique cersbral localisation,

-patients presenting another malignant tumour vith the exception

. of a carcinoma in situ in the cervix uteri or a spiqp- or
basocellular skin cancer, and -

-paticntl not able to sttend regular cousnltatious.



el i-gi ble however if evidence of progression during this tine), -patients
with a unique cerebral |ocalisation, -patients presenting another nalignant
tdnour Wrth the exception of a carcinoma in situ in the cervix uteri or a
spi no- or basocellular skin cancer, and -patients not able to attend

regul ar ‘consul tattons. - 16 - 100- 7173/ W1l Wth_t hese

excl usions the efficacy of the conpounds rrﬁy]ﬁe'fol | oved rmﬂ%o't?ﬂé%/rﬂ/ﬂ The
conpounds may be used in the nethod of treatnment at the invention however
in treating patients falling in the above exclusion. The conmpounds of the

I nvention may be adim nistered at the sanme dosatge as or at a | ower dosage
than in the first trial¥itButhesecexelysians; the gEfirasrOf she compaunds maynbeng

and one in the evefuligvedTheré cdedrlynt THeS céuiouiids e He Fs¢d0Dh NheChethBl ids

conplete rem ssio e e ol | owe convent | onal

met hodol ogy, e.g. ntatceggf' |tn§pﬁgal t@)‘?% p%?l's‘é"ﬁrildﬁ 2?7‘&?“%."5.‘*15?.‘69?'&&%?6&,“ the
stabilization, paraboxe exclasiephete re- nission. The evaluation is effected
e.g. on day 0, 15, 45, 60 and 90. A third clinical trial my be effected as

follows: Patients with advanced preast cancer are included. In addition
their breast cancers ar ‘aFRﬂW%‘Ff ﬂ?tW‘agﬁﬁ“éﬁ?'bQ\‘éM‘W“&ﬂi’é’G@rﬁt the same

dosage as or at a lover dosage than in the firsc trial, but preferably
in tvo doses, one in the morning and one in the evening. The treatment
is for at least 3 months or until complete remission. The response may
N be folloved by conventional methodology, e.g. according to IUCC response
criteria, e.g. progression, stabilization, partial or complete re-
mission. The evaluation is effected e.g. on day 0, 15, 45, 60 and 90.

A third clinical trial may be effected as follovs:

Patients with advanced breast cancer are included. In addition
their breast cancers are anslysed vith autoradiography on adjacent
tissue sections using as radioligand e.g. either %39 I-[Leu®, D-Trp3?,
Tyris]-somatostatin-28 or a 125I-.Tyr? analogue of the compound IVa, for
their content in somatostatin receptors. The patients have progressive
disease and measurable and/or evaluable parameters according to criteria
of the IUCC (i.e. appearance of nev lesions or grovth of existing

~/ metastatic lesions) not responding to primary horsonal and/or cytotoxic
 therapy. As in the sbove indicated second clinical trial, the third
trial preferably also excludes patients with previous or concurrent
- malignancies at other sites, vith the exception of cone biopsied in situ
- careinoma of the cervix uteri and adequately treated basal or squamous
cell carcinoms of the skin.. ' '

The compounds of the invention may be administered at the same
dosage as or at a lover dosage than in the second trial. Preferably the
compounds of the invention are administered pareaterally, e.g. sub-
cutaneous, particularly in a continuous subcutaneous vay by means of a
portable syringe pump (infusion pump). Treatment is for at least 2



t 3 [Y

ti ssue sections using as radioligand e.g. either [érr] I-[Leu[err],
D-Trp[err], Tyr[err]]-somatostatin-28 or a [err]l-Tyr[err] analogue of the

conmpound IVa, for their content in sonatostatln receptors. The: patieP ‘
have progressive di sease and neasurabl e and/ or’ eval uabl e paraneters
according to criteria of the 1UCC (i.e. appearance of new | esions or growth

of existing netastatic |esions) not_rgsponding.to pry nal and/ or
cytotoxic therapy. As in the above |n3|cated second 8pa%¥?p€hﬂPlal t he

third trial preferably al so excludes patients with previous or concurr ent
‘el i gnanci es at other sites, with the exception of cone biopsiedin situ
carcinoma of the cervix uteri and adequately treated basal or squanous cel
car ci noma of mohthss lok nuntilecanpdptel rdsission h Thenvespbhoe mmybd)éobrbmhmibyt eéed
at the sane qQs§affia?Snéthoddlory ENET afyen

aSm ogt% o@H ' ag.‘ gﬁattn ﬂléfc r&%%n gﬂ'qge:tia. pUa-

Preferably the conpoun S e rnvent arent er al
e.g. sub- cuttdpbiafsis pffected 8rgy °Pnd%’( 90?9 iaAd fifs élibdﬂ%%ﬂﬂéo&%e wagsured ratans

of a portabl @aeuras@mmm:( mnémmmmrmésioiﬁ Gitle"Bféseht, faOEeﬁfesLﬁ@ﬁTivg
- 17 - Wi I rg i ? unti | Iete ren153|%ﬂ
7 hecrelested £oF MRATUFAEDt e RPSTRRISR At 5he o

response rmay "H8%%% PF%&’%@P’C
| UCC r esponsdesidnseis cheTswen oia:hd pedducns icf ¢hé ddametersgof eacldayndﬂwi.’rlﬁahnd

60. Al |esiqg;dl o BibRM’ Sl adted 26D &%afsmsﬁ aarmsg E§'sb! Plog héiR. NS
are present, a representative
The compounds of the 1nvcntion, e.g. octreotide;areadministered, dl
e.g. parenterally, e.g. sub-cutaneously, or orally. The appropriate do-
sage will vary depending upon, for example, the somatostatin analogue
employed, the host, the mode of administration and the severity of the
condition being'treatéd.'Doses:may be in the range used to treat gastro-
enteropancreatic endocrine (GI) tumours such as vipomas, or acromegaly,
to about 10 times that dose. Preferred ranges are e.g. from about 4 to
10 times the GI-tumour or acromegaly dose.
Thus for octreotide, GI tumours na& be treated initially with
0.05 mg once or tvice a day by sub-cutaneous injection. Dosage can be
increased to 0.2 mg three times daily. For acromegaly daily doses of
from 100 to 300 ug s.c. may be used. Octreotide is tolerated at least
tol ng.

Indicated daily doses for octreotide in the treatment of breast
cancer are from 0.1 to 1 mg s.c., preferably 0.2 to 1 mg s.c.
Octreotide is preferably administered parenterally in the form of
a formulation based on lactic acid as disclosed in co-pending
application No. 8816024. The compound IVb (octreotide with a
sugar residue) is preferably administered in an oral fornm, e.g.
at a dosage of 2 ug to 20 mg p.o., preferably 300 to 5000 ug p.o.
Oral unit dosages may contain for example from about 0.5 ug to
about 10 mg of compound IVb..

Preferably a dopnline agonist is also adlinistcrod in the treat-
ment of breast cancer.
The preferred dopamine agonist is bromocriptine, preferably used as
the mesylate. ' '



Aumber of 5 | esions nay be selected for neasurement. Regression of the

| esi ons.is the sum of the products of the dianmeters of each individual
&esion\gr t hose selected for study, which decreases by 50 % or nore. The
conpounds of the invention, e.g. octreotide, are adm nistered, e.g.
parenteral ly, e.g. sub-cutaneously, or orally The appropriate do- sage w ||
vary dependi ng upon, for exanple, the somatostatin anal ogue _enql t he
host, the node of administration and the seW8rrty of the cdﬁggﬁﬁgﬁﬁ&ging
treated. Doses may be in the range used to treat gastro-. enteropancreatic
endocrine (G) tunmours such as viponmas, or acronegaly, to about 10 tines

that dose. Preferred ranges are e.g. fromabout 4 to 10 tinmes the G -tunour

or acromegaly dose. T r t.r i.d tunours may be treated

initially with 0.05 ngﬂgn%%rb%&fﬁﬁgésaqa§$%8§'§ub-cutaneous i njection

Dosage can be increased to 0.2 ng three tines daily. For acronegaly daily
doses of from 100 to 3PQJ@far <R - o} S ctrgotige,jsat ted a
least to 1 my. Indicated fliel%/‘ygoswes )(')j? gé‘:#t’zg?Fgﬁﬁf%'%h&ej'ﬁb%tﬁésﬁftroaao'f"c“ y-
breast cancer are-froff®-Pthydroxyisicpropydrdrbengolaeinol inyp]s.cul famide,
Qetreotide is preferahiigoadmiowinstagr €9 ,PpReerabY! ¥skd A§CtA@ MY Plodhioride,
formul ati on based on lactic acid as disclosed in co-pending application
8816024: The conpound IVb (octreotide with a sugar residue) is preférably
admi ni stered in an- or #reffermmede cgmpaundsdersegdowi m@lécutirivwe Pfh e nyox deriva-

preferabl y 300 10 500G i) 1Re- cObubh! wi?ER98S RBY KON A bdifls B \E,y
_.qhd - ) in the 8 position, i.e. not ergopeptides. They may have
for example an amino group, e.g. an acylamino, ureidio
or su]phaminb'moiety or thiomethyl moiety in the 8
position which may be substituted by for example one or
~if desired two (c1_4)a!kyl aroups. Conveniently these have
a single bond in the 9,10 position of the ergoline nucleus.

The,ﬁreferred compounds are 8a-sulphamoylamino ergolines. These
' may be based on the formula:- '

wherein R1d inter alia is (Cj.g)alkyl,
R2d inter alia is H or (C1.4)alkyl,
3% inter alia is -NHSOpNC(Ci.4)alkyll2
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about 10 ng of conpound |IVb. Preferably a dopam ne agonist is al so.
adm nistered in the treat- nent of breast cancer. The preferred doQJnlne

agoni st i s bronocriptine, preferably used as the nmesylate. - - 18-
100-7173/VV|| Furt her exanpl es i ncl ude: -

N, N-diethyl-N -[(3[err]-4a[err],10a[err])-1, 2, 3, 4, 4a, 5, 10 10a- oct ahy-
dro-6-hydroxy|-|-propy| 3- benzo[qU|noI|nyI] Sulfanlde also knomn as Cv,

preferably used as the hydrochl oride. Preferred conpo €¥$ w nol ecul ar
wei ght ergot deriva- tives, i.e. conpouttis which do no 5 4/ ptide
noiety in the 8 position, i.e. not ergopeptides. They may have for exanple
“an amino group, e.g. an acylanino, ureidio or sul phami no noiety or
t hi onethyl noiety in the 8 position which may be substituted by for exanple
one or if desired two [err]al kyl groups. Conveniently these have a single
bond in the 9,10 position of the ergoline nucleus. The preferred conpounds
are [err]-sul phanoyl am no ergolines. These may - be based on the fornul a: -

[ ERR] The areferred Examples include:-

a) I.G-dimethy!-8¢p(N,ﬁ-dimethy1sulphamnylamino)-ergoline-l
(also known as Mesulergine hereinafter compound 8);

 B)  6-n-propyl-8a-(N,N-diethylsulphamoyl anino)-ergoline=I
(N.N-diethyl-ﬂ‘-(6-Dr0§yllrgolinf8apyl)sulfamide) preferably
used as the hydrochloride, also known as COP, (hereinafter
compound C).

¢) N,Nediethyl-N'-[(8a)-l-ethyl-§-methyl-ergolin-8-y!]-
sylfamide preferably used as the hydrachloride, (hereinafter
compound 0).

The most preferred example is (b), i.e. compound C.



swhereih [err] inter aliais [err]alkyl, [err] inter aliais H or
[err]alkyl, [err] inter aliais [err]al kyl][err] - 19 -

100- 7173/ W.I| The preferred Exanpl es include:- a)

“1.6-diMet hyl -8[ err] - (N, N-di net hyl sul phanoyl ami no) - ergol i ne-1 (al so known as
Mesul er gi ne hereinafter conpound B); b)

6- n- propyl - 8[.err]- (N, N-di et hyl sul phanoyl am no) - ergol i ne- |

(N, N-diethyl -N -(6-propylergolin-8[err]-yl) %ll fam de) pref gy y3MgEl as

t he hydrochl ori-de, also known as CQP, (herernafter conpound C). O

N, Ndiethyl-N -[(8[err])-1-ethyl-6-nethyl-ergolin-8-yl]- sulfamde
preferably used as the hydrochl oride, (hereinafter conpound 0). The nbst

preferred exanple is (b), i.e. corrpound C - 20 -
100- 7173/ W Il Qner e e,.r.e
3-(9, 10-di dehydr o- 6- jf)rcret&{ e?E; Fg'?dr W#’)&? d| et hyl -urea

1) 3-(9, 10~didehydro-&-methyl'-erqolin-8¢-y1) 1,1-diethyl-yrea
(also known as Lisuride preferably used as the hydrogen
maleate);

i) 6-n-propyl-aa-methylmercaptomethyl-ergoline-l (also known as
Pergolide preferably used as the mesylate);

i11) Transhydrolisuride also known as terguride having the
chemical name 3-(6-methyl-ergolin-8a-yl)-1,l-diethyl-urea,
published e.g. in DOS 3135305 and 3124714,

iv) 6-n-propyldihydro-lisuride also known as proterguride having
the chemical name 3-(6-n-propyl-ergolin-8a-yl)-l,l-diethyl-
urea,

v)  G-and 2-substituted, e.g. 6-n-propyl and/or 2-methyl or
bromo derivatives of terguride, lisuride and proterguride
e.g. as publisned in European Patent Publication Neo. 21206
(A.1) and 160862 (A.l) the contents of which especially the
examples and pharmacological data thereof, are incorporated

_herein by reference. Examples include Z-Dromerguride. also
xnown as 2- bromolisuride, preferably used in the form of
the hydrochloride.



LY > 19

(also known as Lisuride preferably used as the hydrogen naleate); ii)
6-n-propyl -8[ err]-net hyl mercapt onet hyl -ergoline-1 (al so known as Pergolide
preferably used as the nesylate); iii) Transhydrollsurlde al so knowt as *
terguride having the chem cal nane
3-(6-nmethyl-ergolin-8[err]-yl)-1,1-diethyl-urea, publlshed-e.g. in DOS
3135305 and 3124714. iv) 6-n-propyldi hydro-Ilisuride al so known as

proterguride having the chenical nane. 21 - 100-7173/W/11

3-(6-n-propyl-ergolin-8[err]-yl)-1,1-diethyl- urea. v) 6- and

2-substituted, - e.g. 6-n-propyl and/or 2-nmethyl or brono derivatives of
“terguride, lisuride and proterguride e.g. as published in European Patent

Publ i cati on No. 21206 (A 1) and 160842 (A. 1) the contents of which
especi al |y t he exidnpletergoidnghastsac dnogt cat Qa)a-(Meﬂi),.xaﬁghmermor at ed

herein by reference. ﬁﬁﬁmﬁé ‘Hﬂ#gg"% rguride, also known as 2-

bronol i suride, prefera the hydr ochl ori de. - 21 -
100- 7173/ W11 vi) thergollne al so known as (+)-N-(carboxy)-1-nethyl-9,10-
di hydr ol ysergam ne benzyl ester.

vit) doser"gosi':de; alse known as N-(1S,2R,3E)-2-hydroxy-l-
" (hydroxymethyl)-3-heptadecanyl)-6-methylergoline-8-
beta-carboxamide.

viii) FCE-21336 alse 'l_:novm as l-ethyl-3-(3'-dimethylaminopropyl)-
© 3-{6-alkyl-ergoline-8'-beta-carbonyl)-urea preferably used
as the diphosphate.

ix) GYKI-32887 also known as G-methyl-8-(N-mesyl-N-2-azidoethyl)
ergolene preferably used as the bimaleate, e.g. as disclosed
in USP 4,299,836.

Groups of cemPOUNdS {nclude compounds of formula (I')

(ry




i) dosergoside, al so known as N (1S, 2R, 3E) - 2- hydr oxy- 1-
hydrox-nethyl) 3- hept adecanyl ) - 6- et hyl er gol i ne- 8- bet a- car boxam de.
i) FOBE21336 al so known as 1-ethyl-3-(3'-di methyl ani nopropyl ) -
-(6-al kyl -ergol i ng-8' -beta-carbonyl )-urea preferably used as the
di phosphate. ix) -GYKI-32887 al so known as

6- met hyl - 8- ( N- nesyl - N- 2- a2|doethyl) er gol ene preferably used as the

bi mal eate, e.g. as disclosed in USP 4, 299, 83622 G oups of conygpu ude
conpounds of formila (1') [ERR] - 22 - 100- 7173?@&??Fi
wherein [err] is hydrogen or [err]alkyl, [err] is hydrogen, chlorine,
brom ne or nethyl, [err] is [err]alkyl or [err]al kenyl in which the double
bond is not at the carereimt om adj acent to the nitrogen atom and [err] is
[err]alkyl; [err]cycloalkyl; adamantyl; phenyl; phenyl substituted by
one or nore nenbers selected fromthe group consisting of [err]al kyl,
[err]al koxy, [ err]aRkyl tisi bydrogers onctiagetkpl,, hydroxy, nitro, anmino

and nono- and di - R2' s hydrogen, chlorine, bromine or methyl,

R3' is Cl.salkyl or Cj.galkenyl in which the double bond is not

at the carbon atom adjacent to the nitrogen atom, and
Rg' s C3.7alkyl; C3.7cycloalkyl; adamantyl; phenyl; phenyl
. substituted by one or more members selected from the group
— - consisting of Ci.jalkyl, Ci.jalkoxy, Cj.jalkylthio,
' trifluoromethyl, hydroxy, nitro, amino and mono- and di-
(Ci.3alkyl)-amino; or phenyl Dbearing a  condensed
non-aromatic, heterocyclic ring having S- or 6-ring members
including 1 or 2 hetero atoms selected from the group
consisting of oxygen and sulphur, published in GB 2,152,507
A, the contents of which especially the examples and
pharmacological data thereof are incorporated herein by

reference, ¢.g.

v
(
v
3

(5R,85,10R)-2 ,6-dimethyl-8a-pivaloyl amino-ergoline
. . (hereinafter compound €) preferably wused as the
e " nydrochloride, and the 2-cnloro derivative, (SR,8S,10R)-
Z-chldro-s-methyl-&c-pivaloylamino-ergoline.



([err]al kyl)-am no; or phenyl beari ng a condensed non-ar.onmati c,
heterocyclic ring having 5- or 6-ring nmenbers including 1 or 2 heterg atomns
sel ected fromthe group consisting of oxygen and sul phur, published™n GB*
2,152,507 A, the contents of which especially the exanples and _
pharnacological data thereof are incorporated herein by reference, e.g.

(5R, 8S, 10R) - 2, 6-di met hyl - 8[ err] - pi val oyl am no-ergol i ne (hereinafter
conmpound E) preferably used as t he hydrochl ori-de, and the .
2-chloro derivative, (5R 8S, 10R)- -23 - 100-7173/4/11
_2-chloro-6-nethyl-8[err]-pival oyl am no-ergoline. - 23 -

100-7173/ W1l O her exanples include a conmpound of fornmula |I'' [ERR]
wherein [err] is hydrogen or &err Jalkyl, [err] is hydrogen chlorlne,,
broni ne or met hyIU‘"Fér?‘]‘"‘PEes[ RS Tuge ki/FO'BPOU["érGﬂ &otaulg| [i'n which the doubl e
bond is not at the carbon atom adjacent to the nitrogen atom and [err] is
[err]al kyl; [err]cycloal kyl; adamantyl; phenyl; phenyl substituted by
one or nore nenbers selected fromthe group . :

MHcoa

*

(1)

wherein

Ry'* is nhydrogen or Ci.galkyt, _

Rp'* is hydrogen, chlorine,, bromine or methyl,

R3'* is Ci.galkyl or C3.salkenyl in which the double bond is not
at the.carbon atom adjacent to the nitrogen atom, and

Rg" is Cp.yalkyl; C3.7cycloalkyl; adjmantyl; phenyl; phenyl :
substituted By one or more members selected from the group
consisting of Cy.jalkyl, Cl.jalkexy, Cl.jalkylthio, tri-
flugromethy, hydroxy, nitra, amino and mono- and di-(Cj.3.
alkyl)-amine; or phenyl fused with a non-aromatic,
heterocyclic ring having S- or §-ring members including 1 or
2 hetero atoms selected from the group consisting of oxygen
and/or sulphur,

with the proviso that when Rp'' is hydrogen, neither R3'' nor
. Rg'' is methyl,

e.g. the compounds wherein Ry'' = H R'' = B8r or especially
CH3'*, R3'' = CH3 and Rg'' = tert butyl, filed off German
Application P 3447383.1 filed 24 Dec 1984 as English application
No. 8531420, now published as G.8.Application 2169291 A and aisc
in other countries, the contents of which including all the
examples thereof are incorporated herein by reference.



conS|st|ng of [err]alkyl, [err]alkoxy, [err]alkylthio, tri-

fl uor oret:hy, hydroxy; nitro, amno .and mono- and di-([err]- alkyl)-am no;
ors phéﬁyl fused W th a non-aromatic, heterocyclic ring having 5-
or 6-ring menmbers including 1 of 2 hetero atons sel ected fromthe group
consi sting of oxygen and/ or sulphur W th2¢hre proviso t haP0wH3/¥AIr] is
hydrogen, neither [err] nor [err] is nethyl e.g. the conpounds wherein
[err] = [err] = Br or especially [err]-: [err] and [err] = tert butyl,
filed off German Application P 3447383.1 filed 24 Dec 1984 as English
appl i tation No. 853142[01,eséCleBHhié sbadsas KayBbé\i¥let CEdri @xample 9GP Erde dade

al so in other COLfnr&l' eén e ﬁg&o‘f’%&l 81;&'@%&1?%'::% aggi!‘?ilon sariet ?étgmrrpleegs.

t hereof are |ncor60ra

100- 7173/ W I | Thade W&nhmidgomaéestemy nesylatd for exanple in free base
formor in pharmaceutically acceptable acid addition salt form e.g. the
hydr ochl ori de, nal eate or nesylate. The conpounds may be adm nistered in
the second clinical trihg| °?W°&§%@F&t‘?%ﬁdﬁ'{iﬁt?m tnrbeusreondfckipical trial

invention. The campassttiatich 24tH théidmPourtls ofithe fiNeASidiSethd RohfuiRds are
prolactin | evels;adﬁggistered at daily doses used to lower prolactin levels. For ex-
e ample bromocriptine is administered at a daily dose of 5 mg p.o. twice

a day.

The pharmaceutical compoéition of the co-pending application
No. 8816024 is particularly useful in the treatment of breast
cancer when the somatostatin analogue is administered s.c., e.g.
by continuous infusion. The administration can be effected
continuously over 24 hours with an acceptable tolerance for the
patient.



*

ampl e bronocriptine is admnistered at a daily dose of 5 ng p.o. twice a
conposition of the co-pending application No.

day. The pharnaceuti cal

8816024 is particularly useful
somat ostati n anal ogue is adm nistered s.cC.

The adm ni stration can be effected contlnuously over 24 hours with an
acceptabl e tol erance for the patient. - 25 -
Exanpl es of conpositions are as fol | ows: 2Benat ost atin cegn?3/aytpns per nl

1. Anpoules Ex. 1 Ex. 2 Ex. 3. Ex. 4 A
0. 05 ny 0.1 ng 0. 2 0.5 ng Mannitol.

ng 45.0 ny | C_aci

3.4 ng Sodi um hydr&ﬁ@&% ‘{58%3‘5“5“’ ate as ?‘!ﬁﬁl‘?ﬂ
4.2 to pH 4.2 vater(lnject gradt)- to 1 m . to 1. m

Carbon di oxi d@gmatostdefh Concentrations per m1 U S

1. Ampoules

. A Octreotide*
Mannitol
Lactic acid (88%)
Sodium hydrogeno-
carbonate
Vater(inject.grade) to 1 ml tolml

Ex. 1 Ex. 2
0.05mg 0.1 g
45.0 mg 45.0 ng
3.4 ng 3.4 mg

to pH 4.2 to pH 4.2

Carbon dioxide q.S8. q.8.
Ex. S

B. Octreotide* 0.2 ng
NaCl 7.5 ng
Lactic acid (88X) - 3.4 ng
Sodium hydrogeno-carbonate to pH 4.2
Vater (injection grade) to lml
Carbon dioxide q.8.

2. Vials

Ex. 6

Octreotide* 0.2 ng
Mannitol | 45.0 ng -
Lactic acid (88%) 3.4 ng
Phenol 5.0 ng

Sodium hyd:ogcnb-ca:honntc to pH 4.2
‘Water (injection grade) to 1lal
Carbon dioxide

qG.8.

100- 7173/ W |

Cctr.eoti de*
45.0 nmgy  45.

in the treatment of breast cancer ‘wheret he
e.g. by continuols infusion.

0

3.4 ny 3.4 ny

2 topH4.2 to pH
to 1 m to 1 m
g.s. Ex. 5

Ex. 3. Ex. 4
0.2 mg 0.5 mg

43.0.mg 45.0 mg
3.4 mg 3.4 mg

to pH 4.2 to pH 4.2
tolml tolaml

q.s. q.s-

* given as the acetate peptide content 87 per cent.

>



£y

B. = Cctreotide* 0.2 ng Nad

7.5 ng lActic acid (.88% . 3.4 ng Sodi um hydr ogeno- carbonat e
te pH 452 Water. (injection grade) ° to 1 m Carbon dioxide

g.s. 2. Vials Ex.” 6 Cctreotide* - 0.2 ng Mannitol

45.0 ng Lactic acid (88% ' 3.4 ng Phenol

5.0 ng Sodi um hydr ogeno- car bonat e to pH 4.2 Water (injection grade)
to 1 m Carbon dioxide g.S.o¢ given as they@L ptide
content 87 per cent. - 26 - - 26100-7173/W|| %%ﬁ@égﬁions

are prepared by standard techniques, e.g. in charges of 50 litres to
provi de about 43 000 anpoules of 1 m or 8400 vials under carbon dioxide
gassing. The conpositi oRke SPEPYSitions-Are prepaned by srandapd fechpiques; &agqtin

0.5 bar) and introghurgdsidt BOclidbes to provide about 43 000 ampoules of 1 ml or 8400
. vials under carbon dioxide gassing. The compositions are filtered
(e.g. through 0.2 micron holes at 0.5 bar) and introduced in the am-
poules or vials under aseptic conditions.



’

poul es or vials under aseptie condi tions. - 27 -

100-7173/ W 1 1 CLAI mat ost ati n anal ogue of any one of
formulae | to Il "“" mﬁ !mm) ' 100 7173/ Wil [ERR] whgrein
Wis err], [

sis 0, 1 or 2; one of X

and Z is S and t he other ) S or [err] _”

Sor [err] iIs 0, 1 or 2; each of 7|[err] and [e ]]0\6 TRI3/M/1T

i ndependent | M he other, is [err] al kyl , benxyl, benzyl havi ng one or
two [err] al- kyI % itro, and/or r al koxy
substituents,] l[%erP ISIQW{]&B&'YPU% h aQy59ne,p G‘°"W&ﬁ4?e%e’ﬁp Héf e-
rocyclic ring [err] S 3-indolyl net hyl, either

unsubstituted or




havi'ng [err] alkyl, [err] al koxy or hal ogen substitution—ferr] is
[err] aH?yI [err] hydroxyal kyl, benzyl, carboxy-([err] alkyl), amno

([*err] ai-vkyl) or benzyl having a [érr] al kyl, hal ogen,

nitro and/or [err].al koxy substituent: -29 - ﬂﬂlﬂlﬁl“ﬂi“ﬂ“"“l '
[err] is . : “[err] alkyl, benzyl, or *herizyk havmg*a
[err] al kyl, hal ogen, hydroxy, am no, nitro, and/or [err] al koxy
substituent, of formula IV [ERR] wherein Ais Jerr] alkyl [err] phe IaI kyl
or a group of formula RCO-, whereby i) R is~Hfdrogen, [err] 1§Dklﬂl73/%¥iényl
or [efr] phenylal kyl, or ii) RCO-is a) an L- or D phenyl al ani ne resi due
optionally ring-substituted by F, C, Br, [err], [err], OH [err] alkyl
and/or [err] alkoxy b) the residue of a natural [err]-am no acid other than
defined under

vherein
Vis S or (CH;), vhere s is 0, 1 or 2;
one of X and 2 _ is S and the other is S or CH;;
Yis ' S or (CH;), vhere t is 0, 1 or 2;
each of R; and R, independently of the other, is C,.s alkyl,
\_ ' benzyl, bensyl having one or two C,.s al-
o kyl, halogen, hydroxy, amino, nitro, and/or
Ci.s alkoxy substituents, or C;.s alkyl
substituted vith a 5- or 6- membered hete-
- - rocyeclie ring; | _
R is . '3-indolylaethyl, either unsubstituted or
' hiving Ci.s alkyl, Ci.s alkoxy or halogen
: substitution;
Ry is ¢ ‘ Ci.s alkyl, C;.s hydroxyalkyl, benzyl,

carboxy-(Cy.s alkyl), amino (C,.s alkyl) or
benzyl having a Cy.s alkyl, halogen,
hydroxy, amino, nitro and/or C,.s alkoxy
substituent;



A3)

a) above or of a corresponding D-am no acid, or c; = m’peptide residue in
whi ch the individual am no acid residues are the same or fferent and are

sel ected fromthose defined under a) em!mtml Iwi glm!"f he [err] ‘am r\g"group‘

of amino acid residues a) and b) and t no group of

di pepti de residues c) being optio- nally nmono-or -[err] akaIated -

30 - - 100-7173/WI1 A" is hydrogen or, err] IkyI

or [err] phenylalkyl, also [err] al kyt & ~[err] phenyl’QPkZ/'l73 %éxrlr] and -

[err] represent together a direct bond or each of [err] and [err] is

i ndependently hydrogen or a radical of fornmulae (1) to (5) [ ERR] wherein

[err] is methyl or ethyl [err] is hydrogen, nethyl or ethyl mis a vhole

nunber from1l1l to 4 n is a whole nunber from 0,5

[err] repres@atésthe substituent attacffecs t’tﬁ’(’tn b atbﬁ%% H) E

natural [err]-amno acid (including hyatgoga&)zy{.eha}ogen. [hydrdxst, kgmino, nitto,
and/or Cy.s alkoxy substituent,

of formula IV

r\ CB,-S-Y; r,-s-iu,
&8-C0-B~C-D-E-NH-CH-F

/“~ -/
A
vherein

A is Cy.;3 alkyl, Cs.;o phenylalkyl or a group of formula RCO-,
vhereby

1) R is hydrogen, Cy_;; alkyl, phenyl or C,;.;o, phenylalkyl, or

ii) Rco-is

a) an L- or D-phé@ylalanine residue optionally ring-substituted by
F, C1, Br, NO,, NH;, OH, C;.; alkyl and/or C;.; alkoxy

' (-

b) the residue of a natural «-amino acid other than defined under
a) above or of a corresponding D-amino acid, or

c) a dipepﬁde Ir_e'siduc in vhich the individual amino acid residues
are the same or different and are selected from those defined under a)
~ and/or b) above, the a-amino group of amino acid residues a) and b)
and the N-terminal amino group of dipeptide residues c¢) being optio-
nally mono-or di-C;.12 alkylated, o



and [err] are independently'hydrogen, met hyl or ethyl, [err] an

L8 LT o (L i
* ¢l SL- D

100-7173/WIl1 B ‘is Phe or Tyr C
s Lys, MeLys or Lys([err]-Me) E° : I's the residue of a natura

anm no-acid other than Val F

- is a group
[ ERR] wherein [err] is hydrogen or nethyl, ['e%r]' is [err] or]%rpé%)ﬁém t he

substituent attached to the [err]-carbon atomof a natural [err]-am no-acid
(i ncl-udi ng hydrogen) and [err] is a group of formula [ERR|

A’ is hydrogen or, vhen A is Cy.y; alkyl or C;_;, phenylalkyl,
also C;.;; alkyl or Cy.jp phenylalkyl,
Y, and Y; represent together a direct bond or
gach of Y, and Y, is independently hydrogen or a radical of formulae

(1) to (5)
'Rn s 33

-C0-C~(CH; ), -8 =C0- -CO-NHER,
Ry ' (CH; )y

(1) _ (2) (3)

-CO-NH-CH-COOR,

d

(4) N N
e < ‘°'2’=*<::;E‘

’ 9
(3) l.b

vherein R, is methyl or ethyl

Ry is hydrogen, methyl or ethyl
i{s a vhole number from 1 to 4
is a vhole number from 1 to S

Re i3 (Cy.¢)alkyd

Ra represents the suhétituent attached to the x-carbon atom of
a natural a-amino acid (including hydrogen)

Re is (Ci.s)alkyl

R,’ and Ry’ are independently hyd:ogcn. ncthyl or ethyl,

Ry and Ry are independently hydrogen, halogen, (C;.;)alkyl or
(Cy-3)alkoxy,

p isOeorl,

qQ isOor 1, and

r is 0, 1or 2,



- 32- 100- 7173/ W11 wherein [err] is hydrogen or [err] al kyI

[err] is hydrogen o a pysiologically- acceptable .
physi ol ogi cal |y hyd“"lmm' g\lﬁm (merr] i's hydrogen or [err] alkyl, \na,ﬂd ¢
[err] is hydrogen, [err¢ sphenyl or [err] phenyl al kyI " F bei ng it her
than [err] when E is Thr, whereln the regidues B, D ana lg)n@ i dues
inthe 2- and 7- p05|t|on have the (L)- conflguratlon an any re ues [err])
and [err]) each independently have the (L)- or (D)-configuration or
derivative thereof bearing a sugar residue preparable by an Amadori or
Heyns rearrangerngent froma nat thetically accessible nmono-,di- or
ol i gosacchari dergaor of formul agg %hf '\/ﬂ?

H Oys- Phe- Phe- ([§ Tr p- Lys- Thr - Phe-~€§3Txp V.
Asn- Phe- Phe- (D) Ty p- Lys- Thr - Phei$518, Melys or Lys(e-ue) Vi
MeAl a- Tyr - (D) Tr p- Lys- Val - Phe. ' VI |
NVePhe- Hi s- (D) Tr p- Lys-Val - Al a VIIT in free

formor a pharnmeeutically acct;)tthblmsddhé off o8 maturalo epaminot axidh otherhe
manuf acture of a medicament for the ty.gatment of breast cancer. 2. Use
according to claim1l1, wherein in Ttornula IV Fis a group [err] wherein
[err] is [err].

F is a group of formula -con<
' ' CH(R,3)-X,

wvherein
Ry; is hydrogen or methyl, R;y is -CH,0H or represents the
substituent attached to the a-carbon atom of a natural
e~-amino-acid (including hydrogen) and X, is a group of
formula

Ry

d

-~COO0Ry, -CH;O0R;4 oOr -CON\
Rys



-

3. " Use accord| ng t o—ctai-m2—wherein [err] is [err]. - 33 -
100-7173/W11 4. Use according to Claim 1, vherein the somatostatin ana-

| ogue kst he’ conpoungm mmm Phe- (D Tr p- Lys- Thr-Cys-Thr-ol in
free form or pharmac lmé"mu HmEI e sakt Ecrm or conpl e}00-31 13/W411
Use according to Claim £, Wheteih the somatostatin ana- |ogue is the
conpound IVb Nerr]-[[err]-glucosyl (1-4)-deoxyfructosyl

- DPhe- Cys- Phe- DTr p- Lys-Thr- Cys-Thr-ol in free formor pharmaceutically

acceptabl e salt formor cop ééz§nforrn 6. Use according to any one of
Cainms-1to 5, inthe trea ment of hornone-dependent breast cancer. 7.

Use according to any one of laim1l to 5, in the treat- nent of

hor none-i ndependent breast canggr. isShyd;uggnqgcg{ 4 asg1Q any one of C ains
1to 6. inthe treat- nent . of §hn%€0ﬁ tin receptor Rﬁﬁ ve breast cancer.
9. Use according to Claim1, ®whe Togen i LigERsiqus pha P peicadly-

dopam ne agoni st . acceptable physiologically hydrolysable ester
Ry4 is hydrogen or C .3 alkyl, and
Rys is hydrogen, C;_; alkyl, phenyl or C,., phenylalkyl,
F being other than -.ThrNH2 when E is Thr, |

. wherein the residues B, D and E and the residues in the 2- and
Ao 7-position have the {L)-configuration and any residues Y]4) and
Y24) each independently have the (L)- or (D)-configuration

or a derivative thereof bea;ing a sugar residue preparable by an
‘Amadori or Heyns rearrangement from a natural or synthetically
accessible mono-,di- or oligosaccharide,

or of formulae V to VIII

H-Cys-Phe-Phe-(D)Trp-Lys-Thr-Phe-Cys-0H v
Asn-Phe-Phe-(D)Trp-Lys-Thr-Phe-Gaba VI

L
MeAla-Tyr-(D)Trp-Lys-Val-Phe Vil
Nlfe Phe -Bis-(D)Trp-Lys-Val-Ala - ¥IID

in free form or a pharmacentiéally acceptable salt form or complex form

in the manufacture of a medicament for the treatment of breast cancer.

2. Use according to claim 1, wherein in formula IV F is
a group -CON(R11)-CH(R13)—X1 wherein X, is ~CH,0H.

3. Use according to claim 2, wherein Ry; is ~CH(CH;)~OH.



»
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- 34 - - 100-7173/W11 10. Use accordl ng fo CI a| m 9

[4

wherein the dopam ne ago- nist is N, N-diethyl-N - '
| Ca[err]) -1.2,3,4,4a,5, 10, 10a- oct ahydro- lllll |l)u|| I "
6- hydr oxy- 1- pr opyl - 3- benzoqui nol i nyl ] sul fam d or mul a,ai'r a-H

R [ERR] wherein [err] is [err] alkyl [err] s "H or err] al. kyI and [err]
is [err] alkyl)[err] or bronocriptin in free basef

pharmaceutically acceptable acid adaﬁ on salt form? Iﬂ%é'glla{:cordi ng to
Caim5 in the manufacture of a nedicanent in oral unit dosages for the
treatnment of breast cancer conprising fromO0.5 [err] to 10 ng of
Nerr]-[[err]-dl ucosyl (1 4) deoxyfruc-

t osyl ] - DPhe- Cys- Phe- s Thr.- %/s Thr-ol in free form or pharna-
ceutical ly acceptabl sa'H AESIFALNE S9nlaim lor yherpin thecsematastasintamsratin
anal ogue in thiguanis ahe wompeindaIV@di canent substantially as herei nbefore
described with reference to any one of the Exanples, for the treatnent of
breast cancer.

H-(D)Phe-Cys-Phe~(D)Trp-Lys-Thr-Cys-Thr-ol

in free form or pharmaceutically acceptable salt form or complex form.

5. Use according to Chin 1, vherein the somatostatin ana-
logue 13 the conpound Ivh

Ne-[a-glucosyl( 1-4)—deoxyfruetosy1 ]-DPhc-C:l;-s-Phc-D'rrp-Lys-‘rhr-
Cys-Thr-ol :

in free form or pharmaceutically acceptable salt 'fom' or complex form.

6. Use sccording to any one of Claims 1 to 5, in the treat-
ment of hormone-~dependent breast cancer.

7. Use according to any one of Claims 1 to 5, in the treat-

ment of hormone-independent breast cancer. a

8. Use according to any one of Claias 1 to 6, in the treat-
nent of somatostatin receptor positive breast cancer.

9. Use according to Claim 1, wherein the medicament further
comprises a dopamine agonist.
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- 34 - 100-7173/W/11

10.  Use according to Claim 9, wvherein the dopamine ago-
nist is N, N-diethyl-N’-[(3a-4ac, 10a8)-1.2,3,4,4a,5,10,10a-0ctahydro-
6-hydroxy-1l-propyl-3-benzoquinolinyl]sulfamide, a compound of formula I'a

vherein R is Cy., alkyl
R: is H or Cy.4 alkyl, and
Rg is -NBSO;N(C;.. alkyl):
or bromocriptine, . . .. ...
form. iiu.h-ﬁslkﬁ’

_?gtnaceutically acceptable acid addition salt

11. Use according to Claim 5 in the manufacture of a medicament
in oral unit ddsages; he treatment of breast
cancer ‘comprising from

;5 ug to 10 mg 6£ N®-[x~glucosyl(l-4)deoxyfruc-
tosyl]-DPhe-Cfs-Phe-DTrp-Lys-Thr-Cys-Thr-ol in free foram or pharma-
ceutically acceptable salt form or complex form.

12. Use of a somatostatin analogue in the manufacture of
a medicament substantially as hereinbefore described with

reference to any one of the Examples, for the treatment of breast
cancer.




