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Use of Somatostatin analogs in meningioma

The present invention relates to a new use of Somatostatin (SRIF) peptidomimetics (also re-
ferred to as Somatostatin- or SRIF-analogs) in the treatment of meningioma.

Somatostatin is a tetradecapeptide having the structure:

' H-Ala-Gly-Cys-Lys-Asn-Phe-Phe-Trp-Lys-Thr-Phe-Thr-Ser-Cys-OH
1 2 3 4 5 6 7 8 9 10 11 12 13 14

. -f-.sematostatmm& aml analogues havmg somatostatm related acttvrty, e.g. as dlsclosed by
A.S. Dutta in Small Peptides, Vol.19,
herem is meant any stracght-cham or cyclic polyperp

‘:_::'i*lsevner (1993) ly "somatostatm analog" as used

' the nza:t.ufaﬂy ‘occurring somatostatin-14 wherein one or more amino acid units have been
mltte an/er replaced by one or more other amino radical(s) and/or wherein one or more
*funct:onal greups have been replaced by one or more other functional groups and/or one or

N more guups have been replaced by one or several other lsestenc groups ln general the
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f’:"';}f}fff_"fetureI ecmetostatm bmde and eetwetes a!l 5 somatostatin receptors (Ssz*m -5) w;th nmol

- efficacy and th us ca uses its muttlple ph;fe:zcloglca! effects.

' " '"' :9;-'--?if’.%_éf"ﬁnthet:cally avaslable somatostatm anailgs differ in thexr bmdmg a?;?m:ty to the drfz'_;’;!erent

- "sa?zé-;_;i-':-atostatm receptor subtypes and often bind selectively to one or few subtypes with si
o mﬂcantiy hfgher a’f%"_i;;mty '

Lo P oa o

_;A sema‘tostatm analeg of particular interest according to the present invention has a high B
WO 97/01579, the
d example of such a

affinity to human S8TR1,2,3,5 and have been described e.g. in

~contents of which being incorporated herein t by reference. The preferrec

:scmmga;;tsta:tm (!») peptidomimetic (also referred to as Som atostatin- or SRIF-analog) is

. %‘fhe somatostatm c!ass isa known class of s'z;g_:;%;au peptldes compnsmg the naturatly occumng;_ '
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It can be surp:rifsifng ly shown that both the efficacy and tolerability of pasireotide (having an
extended half life of 11 hours) in patients with recurrent meningiomas is better than that ob-
served with other treatments, including octreotide, for instance.

The term “SRIF-analog wath a high binding affinity to human SSTR1, 2,3,5" as used herein

(also referred to as COMPOUND OF THE INVENTION) refers to c-ompeundﬁs which have a

“high binding affinity to SSTR1, SSTR2, SSTF TR5, preferentially an IC50 < 10

'nmol/l at ;;e::;;;;;zﬁ-e "R1 and SSTR2 and an IC50 < 3 nmol/l at SSTR3 and SSTR5; (Schmid et al. o
Neuroendocrinol. 2004;80:47-50). An especially preferredCMPUN OF THE

lNVENTIN is pasireotide or a ha-rmf‘ascééu;tiicai:ﬁ!y acceptable salt theref .

.;;_:eh?t Las used herem compnses the treatr s-éfent of patlents havmg memngnoma

f'{fhe term “treat T

tumor size. -

It can be shown by established test models that the use of COMPOUND OF THE
INVENTION, preferably pasireotide, results in an effective treatment of meningioma.

....................

- ;v:des a me't'_?%_%o

COMPOUND OF T é?-@:zifE INVENTION
-'-'Z'i'-';:'é.preferably passreotnde er ap pharfz‘e&' aceutlcaﬂy acceptabte salt thereef_

| to sald subject a therapeutxcany effectwe amount ofa

............................................
. . *e . - ) : . . * % . * * - _. . :
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|NElON preferab y pasweotnde or a pha rma i,.: ut:ﬁ-;f-;aélly accepta b!e salt tfiif?ereof forthe

mgm‘-;};::;a, C'mﬁnsms a therapeuttcaffy ei fect
 INVE

NT!QNreferafy pasireotide, or a phar NAace ut:cauy acceptab%e salt theref t‘;@ether
with one or more har 1aceutically acceptable diluents or carriers.

f treatmg menmgloma ina subject in need thereof compnsmg admmtstermg -
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identify the active ingredients and, based on these references, likewise enabled to manufac-
ture and test the pharmaceutical indications and properties in standard test models, both in

vitro and in vivo.

It will be understood that in the discussion of methods, references to the active ingredients
are meant to also include the pharmaceutically acceptable salts. If tfhe‘saé active m‘g redients
~have, for example, at least one basic center, they can form acid addition salts. Corres-

' ponding acid addition salts can also be formed havmg if desired, an additionally present ba-
sic center. The active ing redients having an acid group (for example COOH) can also form

‘sa!ts with bases Salts mciude acid addition salts with e.g. inorganic. aczds po!ymenc acids or

. _“.;orgamc aczds for example wuth hydrochlonc acid, acetic acid, lactic acxd aspar i’lc aczd ben~

zfze:c acid, succmlc acid or pamolc acid. Acid addmon salts may exist as mono- or dlvalent o
Its e.qg. dependmg whether 1 or 2 acid equwalents are added to the MPOUNI D OF THE

!NNT ION in free base form. Preferred salts according to the present invention are salts of

pasireotide.

- Preferred salts for pasireotide are the lactate, aspartate, benzoate, succinate and pamoate
including mono- and di-salts, more preferably the aspartate di-salt and the pamoate mono-

' The active mgredxent ora pharmaceutrcally acceptable sait thereof may also be used in form
}fof a h ydrate or mc&ude other solvents used for cl-i.-;:-stalh*i:ation

e person skmed in the pertment art IS fully enabled to se!ect a relevant test model to reve B

'Ethe herembefore and ‘;{zﬁ:feiremai ter indicated therapeut:c mdicatlens and >zfeneﬁmal effects.

The pharmacological activity of a COMPOUND OF THE INVENTION, preferably pasireotide,

‘in meningioma may, for example, also be demonstrated in clinical studies.

-----

The effectwe dosage 0f the active ing red fents employed may vary eenmg on the particu-

lar c.mpoun r ?-?i‘armaceutlcal compasmon emp!oyed the mode of admumstrat;an the se-
"venty of the cond ttin bemg treated Thus the dosage regimen is se!ected in accordance

with a variety of factors including the route of ‘administration and the renal and | hepatic func-
tion of the patient. A physician, clinician or veterinarian of ordinary skill can readily determine |

and prescribe the effective amount of the single active ingredients required to prevent, ame-
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liorate or arrest the progress of the condition. Optimal precision in achieving concentration of
the active ingredients within the range that yields efficacy without toxicity requires a regimen
based on the kinetics of the active ingredients’ availability to target sites. This involves a
consideration of the distribution. equilibrium, and elimination of the active ingredients.

The efficacy of pas;reotsde In the treatment of meningioma is shown in a smgle—arm phase |
trial | in g patients with dacumented recurrent or [ progressive intracranial meningioma who have
-:faﬁ!zli“eid conventional therapy and are not candidates for complete surgical resection of their
“tumors and/or: rasat;n at the time of study entry. Patients receive :aszisretiae subcutane-
ously at a dose ef 1200 pg twice daily. One treatment cycle is defined as four wecks of ther-
’apy Complete bf counts are obtained, and neurologtc exan

ninations and contrast-enhanced

cranial MR scans are performed.

' unacee«t:able .t:x:.;c:sty, .pf;:astc‘enmsnvestsgsat-fr- request to ;.:ssc:ntmue treatment or death.
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