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This invention relates to conpounds, pharmaceutica
conpositions and nethods for use in the prevention and
treatment of cerebral insufficiency, including

(122INTERBETTONAL SFPLI@UEPY PVBLASHEDIUNDRR MYE PATENT ICOSERATION TREATY (PCT)
brai n networks responsibl 0 ba3|c and hlgher order

(19) “l%%'&"i‘ il Et al aP(E) e ol &, Ze®  which are
r}/ 2 fﬁaﬁz g S8 IviIIIIIiIIIIINiIHIIII&HIHIIIIIIIIIIIIIilIIHHIIIIIII|I||||III|I|||I||I|I|I|I|||III|||||II|
eI atec{ to mem)ry |npa|r Peuch is observed in a

MHThi@iaticab1 BI&N6 Bse | N | IOl ances (10!51 I@HAtRAA Publication Number

agsMah-&lyz(mgt(modb)fferentP Rin reglwg 9/038752 A3

(51) Igcitigpaphratiasiicatespi r at ory dep@ds@signied Shiegplapneasy indicaed for every
CHOZEH (2890 Odef | €V 2HFPErathi vity d‘il’égfr"d’e’rml Hﬂ@F’l};ﬂ"bfﬁfé}@é@f}lﬁ ¥§WA§Y/§Z /g\:
(1) 1RO i @R OGRSer: and i n di sor def s Tk D DK M. b, . b FE.
deficiency in neurrotuspbicosiAaCt Or g ESH @D b(‘gaﬁ% §,GMS\ &T HN. HR. HU, ID.

22) 1} natlonals 4 ﬂjt sorders of respirati@ingdokBec RVEEIRE &R K7, 1A 1.C, LK,
of “an - al Coho o SefhbQ Blodt 800 283, OPI OiRCILS, 8T, DBLFi A VE EE, M MK, MN, MW,
anest hetic, or a nerve toxin, or MRereMz Ne NGESIPN AY.0My PG, PH, PL, PT,

(25) Fijegdrmsiaieon resul ts for m &"#8ti cal REBHAPSEOR: EekhSHSL, SM. ST. SV, SY. T3,

26) pmmlsrala@l,geep apnea, strak@sh i ndufied™cént'r'dtVsPEdp, v Ve VI 24 ZM,
obstructive sl eep apnea congeni t al

30) 5&3 J?y i i L
\éem I I()§ { 2% 9% Si)yDejayIQQy gt@ttﬂ (L@etssl IMrwise indicated, for eve
syndr one, g etpégﬁ yﬂ aont t eat h sy nehu ofvegjondRplokecrisyMEALIDIFEARIPO (BW, GIr{y
(1) Mo e CeptLPéGﬁﬁT% br a6 KEnf.SuMW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
P§F Z\%‘% }Ss YAt 16 ehdi nedv >cﬁjffa§e‘ (AM, AZ, BY KG, KZ, MD, RU, TJ, TM),
wa derln

yndrome and drov\/rfiR %ﬁ: ELeigEM%SNT
(72) Inggiyes tmd the [ nventl on relates to Ig(;)gp GHR %E R), ORb1 (BF, BI, CF, CG.
(75) 1 v Hfor &S euH R  andormk badsy, eb d%MﬁlSMR NE, SN, TD, TG).

g’ﬁ%ﬁmﬁﬁ?@% e,ﬁ@“““u 'L ght ment

Ridge, Laguna Niguel, CA 92677 (US). RACHWAL, Fublished:

Stanislaw [US/US]; 128 Knollglen, Irvine, CA 92614 ~  With international search report ,

(US). ALISALA, Kashinatham [IN/US]; 11846 Scripps before the expiration of the time limit for amending the

Creek Dr. #c SaI; Diego, CA 92131 (US)’ claims and to be republished in the event of receipt of
Y ’ ’ amendments

(74) Agent: COLEMAN, Henry, D.; Coleman Sudol Sapone,
P.C., 714 Colorado Avenue, Bridgeport, CT 06605-1601 (88) Date of publication of the international search report:
Us). 9 July 2009
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(57) Abstract: This invention relates to compounds, pharmaceutical compositions and methods for use in the prevention and treat-
ment of cerebral insufficiency, including enhancement of receptor functioning in synapses in brain networks responsible for basic
and higher order behaviors. These brain networks, which are involved in regulation of breathing, and cognitive abilities related to
memory impairment, such as is observed in a variety of dementias, in imbalances in neuronal activity between different brain re-
gions, as is suggested in disorders such as Parkinson’s disease, schizophrenia, respiratory depression, sleep apneas, attention deficit
hyperactivity disorder and affective or mood disorders, and in disorders wherein a deficiency in neurotrophic factors is implicated, as
well as in disorders of respiration such as overdose of an alcohol, an opiate, an opioid, a barbiturate, an anesthetic, or a nerve toxin,
or where the respiratory depression results form a medical condition such as central sleep apnea, stroke- induced central sleep apnea,
obstructive sleep apnea, congenital hypoventilation syndrome, obesity hypoventilation syndrome, sudden infant death syndrome,
Rett syndrome, spinal cord injury, traumatic brain injury, Cheney-Stokes respiration, Ondines curse, Prader-Willi’s syndrome and
drowning. In a particular aspect, the invention relates to compounds useful for treatment of such conditions, and methods of using
these compounds for such treatment.



