:Di scl osed are nethods and conpositions for the diagnosis and treat MEMRTAP copy

di seases associ ated with aberrant expression of a sonato-
(e.9., cancer) or with increased production of a factor regul atable
sotratostatin (e.g., acronegaly). The conpounds of the inventi on g

1 T AN
fornul ae:

sonmat ostatin peptP(nga

D-tyrosi ne,

gener al

a) [err] b) ([err]-Al a-Y-
nal og Wiord nereii€éru

L-tyrosTtne,

_ AIOPROPERIS ORGRNEZATIONL | N T e RGP
or desani no-t yFFErER"H | s an integer from1 to 32,

statin receptor
b -
of 10REE ST
s a

Yis

P, or c) (1),

i ncl usi ve, WNIERNATIONALAPRLICARION PUBIJSHED UNDER JHEPATENT COOPERATIONCIREATY (PCT)

and eacH @) miiArHome Piea! Ctlsiicatibr AN 1 NT €

jer

B i W S

and a cgn b Gﬁe rc T =Y , anﬂl)
D-{err]-|CH mrémonl’gﬁ-u%aerr - err] [ er n}43) hkreatiodal Publication Bute: | 112 DG@nberf1996 (12.12.96)
to 10, ifctuosTve: 74 Agent ol Te P & B oC. 25
- » Bﬁn . ] * " on, F..,
:'1 (21) International Application Number: Pcrlusgsmsgl qumin Strec, B A 021 1o-mdzso4m(usds 3
{22) International Filing Date: '3 June 1993 (03.06.96)
) ' (81) Designated States: AL, AM, AT, AU, AZ, BB, BG, BR, BY,
(30) Priority Data: CA, CH, CN, CZ, DE, DK, EE, ES, Fl, GB, GE, HU, IL,
08/462,223 S June 1995 (05.06.95) Us IS, IP, KE, KG, KP, KR, KZ, LK, LR, LS, LT, LU, LV,
' MD, MG, MN, MW, MX, NO, NZ, PL, PT, RO, RU,
SD, SE,£G) St, SK, TJ, TM, TR, TT, UA, UG, UZ, VN,
(71) Applicants: THE ADMINISTRATORS OF THE TULANE ARIPO t (KE, LS, MW, SD, SZ, UG), Eurasian patent
EDUCATIONAL FUND [US/US): 1430 Tulans Avenue, (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), patent
New Orleans, LA 70112 (US). THE OHIO STATE (AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU,

UNIVERSITY RESEARCH FOUNDATION [US/US]
410 W. 10th Avenue, Columbus, OH 43210 (US). THE
LOUISIANA STATE UNIVERSITY MEDICAL CENTER
FOUNDATION [US/US]; 433 Bolivar Street, New Orleans,
LA 70112 (US). CHILDREN'’S HOSPITAL, INC. [US/US];
700 Children’s Drive, Columbus, OH 43205 (US). v

(72) Inventors: COY, David, H.; 1529 Fourth Street, New Orleans,
LA 70130 (US). WOLTERING, Eugene, A.; 30 Chatean
Pontet Canet, Kenner, LA 70065 (US). O'DORISIO,
M., Sue; 1864 Scottsdale Avenue, Columbus, OH 43235
(US). O’'DORISIO, Thomas, M.; 1864 Scottsdale Avenue,
Columbus, OH 43235 (US). MURPHY, William, A.; 1242
St. Christopher Drive, Slidell, LA 70460 (US).

MC, NL, PT, SE), OAPI patent (BF, BJ, CF,
GA, GN, ML, MR, NE, SN, TD, TG).

Published
With international search report.

(54) Title: MULTI-TYROSINATED SOMATOSTATIN ANALOGS
(57) Abstract

Disclosed are methods and compositions for the diagnosis and

treatment of diseases associated with aberrant expression of a somato-
statin receptor (e.g., cancer) or with increased production of a factor
regulatable by somatostatin (e.g., acromegaly). The compounds of the
invention are of the general formulae: &) (Y)aetP, b) (Y)n-Ala-Y-P, or
¢) (I), wherein P is a somatostatin peptide analog which binds to a so-
matostatin receptor, Y is D-tyrosine, L-tyrosine, or desamino-tyrosine, n
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is an integer from 1 to 32, inclusive, each q, independently, is an integer

from 1 to 32, inclusive, and each s, independently, is an integer from

1

to 32, inclusive, where q and s can be the same or different, and X is
of the formula D-NH,-CH(CH2)xNH2-COzH or L-NH,-CH(CH2)nNH>-

COzH, wherein m is an integer from 1 to 10, inclusive,




