Thi s

phar maceuti cal | -.y?-'fgi-ccept- able-salts thereof, where the substitue
'defined in t he’ ficati OMORMMLMAWWMAWPSecr et ag™
whi ch-increase the | evel of endogeno

this

#ND COUER (ETTER &P‘.,..‘D?}ﬁ

invention is directed to compounds of formula (1) and th

ost ed
obesi

respq

chron
of =b(
nuscl
honed
are g
bi sph
opti ¢
and (
i nver
the 4
ani
i nver
Hexan
B- HT¢
prepg

inv&%m%@kKﬂ@ﬁAuééPbeﬁmJNﬂﬁﬁﬂﬂﬂﬂﬁiHﬂﬁﬁﬂfﬁﬂﬂﬂﬁﬂﬂvéﬁppBﬁRéTKNﬂT3EATY(HUD
6 irekmationiPatdR Tiasoitieaid®B8E t Tal T Ure, Eﬁﬁh&%%mﬁﬁ%ﬁﬁ&ﬂ%ﬁﬁka$h ag! 97/24369
; pgir, attenuating prot
UCI| @) mRsmbeokil RutdiceioDddd: €i N | 038y Bore(10.07.97)
o Aancnnl Ar ot o o v oo Ay
B1PRtehfatiind Apbuctidh NGRles: NaVi Feibgadesss PEH DilinMta Sti&IRUYEG, BRPER \CANEN, CzZ, HU, 1L,
e strength, nobility, maintenance of| ski nis, i, ERSBK, LyeMXbNO,INZ, PL, RO, RU; SG;
o gimweonpound such as al endronaje; eMu MBENE SNITEEH N, a
nal | ysooesaige st er 0138 Pecamberd 39512 A5) aguh| st or ant agoni st; -or -cal citonin,
r.
9 Koplidhatl Wit PTIDOC Wik bdaldi ebbbn Aok, | NCT €aSi ng
it S0 el LS e Uk Bl |70 1
| which conprises an effective anmounf of a conpound of the present
20. DINBVPdSiNaOPaul] A. [GivAS); @9 aageh Sgked P | Nt er nedi at es useful in the
rat i ofviggnces Bh2e06r{US). IEFKER, Bruce, A- Sk '

**hor mone. The conpounds of
ty: Lerat] c ei'n catabolic
T 305, B S S pRASS
TCQAT 1 IH, Cr auavouvoer Cracttd “9 LA Y2 LIAAAYA A% y
422n Inpernatignal Filing Pate; o e oPegeyiver 1996 14-12%hbound $ §K. TRaBANS: d Hﬂ'%ﬁ (Ag{ gf-'
I so useful in treating osteoporosis phen ge&E blips Ry &l .lﬂ;i A GN.
' n

har maceuti cal conposi.tions useful thg %@ Further, the present

h

owt h

zbﬂ"‘aﬁﬁ"&" r h hor o retagqgle sel ected from GHRP-6,
gs? Wﬁ;‘%@ﬂ&ﬁﬁﬁ%@éﬁ@% g factor (GRF), I1G~1, IG--2 or
21 Eagle Ridge Drive, Gales Ferry, CT 0633 S).

RAGAN, John, A. [US/US]; t Lark Lane, Gales Ferry, CT
06335 (US).

(74) Agents: SPIEGEL, Allen, J. et al.; Pfizer Inc., 235 East 42nd
Street, New York, NY 10017 (US).

{54) Title: GROWTH-HORMONE SECRETAGOGUES

R I T"’ | .
cH _C N R R
Ya (CHae <°”2Zth NG N N D
. RS
. | | N\
N 2 (CHp), R

R2 N

(57) Abstract

This invention is directed to compounds of formula (I) and the pharmaceutically-acceptable salts thereof, where the substituents are
a8 defined in the Specification, which are growth hormone secretagogues and which increase the level of endogenous growth hormone.
The compounds of this invention arc useful for the treatment and prevention of osteoporosis, congestive heart failure, frailty associated
with aging, obesity; accelerating bone fracture repair, attenuating protein catabolic response after a major operation, reducing cachexia and
protein loss due to chronic iliness, accelerating wound healing, or accelerating the recovery of bum patients or patients having undergone
major surgery; improving muscle strength, mobility, maintenance of skin thickness, metabolic homeostasis or renal homeostasis. The
compounds of the present invention are also useful in treating osteoporosis when used in combination with: a bisphosphonate compound
such as alendronate; estrogen, premarin, and optionally progesterone; an estrogen agonist or antagonist; or calcitonin, and pharmaceutical
compositions useful therefor. Further, the present invention is directed to pharmaceutical compositions useful for increasing the endogenous.
production or release of growth hormone in a human or other animal which comprises an effective amount of a compound of the present
invention and a growth hormone secretagogue selected from GHRP-6, Hexarelin, GHRP-1, growth hormone releasing factor (GRF), IGF-1,
IGF-2 or B-HT920. The invention is also directed to intermediates useful in the preparation of compounds of formula (I).




