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sharmacenticably-offective-amount Use of GLY X-13:

OH , or pharmaceutically acceptable salt thereof,

or

a pharmaceutically effective amount of a compound represented by Formula I:

Rz m
’,B \/(-Tn 3
' A | N—Rj
i IT]

Ri 0O I

and pharmaceutically acceptable salts, stereoisomers, and N-oxides thereof: wherein

T is, independently for each occurrence, CR4Ry4 , and 1 is 0,1,2o0r3;

A 1s optionally present and is selected from phenyl or pyridine, wherein A is optionally

substituted by one or more substituents selected from Ry;

R, is selected from the group consisting of H, hydroxyl, -$(0),-Cj-4alkyl; -SO,, C;-
. qalkyl, Co-Caalkenyl, phenyl, Ry, or

-?(O);{\jRSI

X
f
R, wherein Cj-jalkyl, C;-4alkenyl, or phenyl is optionally

substituted by one or more substituents selected from R,;
Xis CHor N;

R; and R; are independently selected from the group consisting of H, halogen, hydroxyl,
phenyl, Ci-jalkyl, amido, amine, or Cj-salkenyl, wherein C;-jalkyl, C;-jalkenyl and

phenyl are optionally substituted by one or more substituents selected from Ry
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R, and R, are independently selected from the group consisting of H, halogen, hydroxyl, phenyl,
Ci-salkyl, amido, amine, C ~alkoxy or Cy-alkenyl, wherein C~alkyl, Cy-alkenyl, C;-salkoxy,

and phenyl are optionally substituted by one or more substituents selected from R,;

R, is selected from the group consisting of H, R;, -S(0),, $(0),-C,-Cialkyl, C,-salkyl, hydroxyl,
or phenyl wherein Ci-jalkyl, Ci4alkenyl and phenyl are optionally substituted by one or more

substituents selected from R,;

R; and Rs* are each independently selected from group consisting of H, halogen, C-salkyl, C-
salkoxy, Cj-salkenyl, cyano, amino, phenyl, and hydroxyl, wherein C;-jalkyl, Cy-salkenyl and

pheny! are optionally substifuted by one or more substituents selected from Ry;
Ry 1s selected from group consisting of -C{O)-R,, -C(0O)-0-R, or -C{O)-NR 4Ry,

Ry is selected from the group comsisting of H, Ci~alkyl, phenyl, or heterocyclic, wherein C,-
aalkyl, phenyl or heterocyclic is optionally substituted by 1, 2 or 3 substituents selected from R,

Rs is selected from group consisting of H, ~C(0)- C;~alkyl or C(0)-O- C,-; alkyl, wherein C;-
salkyl 1s optionally substituted by 1, 2 or 3 substituents selected from R,;

R, is selected, independently for each occurrence, from carboxy, hydroxyl, halogen, amino,

phenyl, C|-salkyl, and C,-salkoxy;

Ry is selected, independently for each occurrence, from the group consisting of carboxy,

hydroxyl, halogen, amino, phenyl, Cy-4alkyl, C,~alkoxy, and -NH-R_;

R, is selected, independently for each occurrence from the group consisting of: -C(O)-O-C;-

qalkyl; and ~C{0)-C-4alkyl; and
Rq is selected, independently for each occurrence, H and C,-jalkyl;

and pharmaceutically acceptable salts, N-oxides or stereoisomers thereof, inn the manufacture of 2

medicament for treatine aulism m a patient in need thereof,

2. The methodyse of claim 1, wherein the medicament is to be administered to the patient and about |

day after administration, the patient has substantial improvement in one or more autism symptoms.

3. The smethed-use of any one of claims 1-2, wherein the medicament is to be administered to the patient

and about § days after administration the patient has substantial improvement in one or more autism

symptoms
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O, H {
0 o] j/N
HalN \\\EL )’J\ o CH
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\\/ L/ NHz
(7 , or pharmaceutically acceptable salt thereof,

or

a pharmacentically effective amount of a compound represented by Formula I:

Rz g
:'B \"LTn Re
AL N=Rj
N
R © |

wherein

T is, independently for each occurrence, CR4Rs, and n is 0,1,20r3;

A is optionally present and 1s selected from phenyl or pyridine, wherein A is optionally

substituted by one or more substituents selected from R,;

Ry is selected from the group consisting of H, hydroxyl, -S(0),-C;-salkyl; -SO,, C;-jalkyl,
C,-Cialkenyl, phenyl, R;, or

| '§C<O>—(X\ //Rf

Re | wherein Cj-salkyl, Cj-salkenyl, or phenyl is optionaily
substituted by one or more substituents selected from R,;

XisCHorN;

R; and R; are independently selected from the group consisting of H, halogen, hydroxyl,
phenyl, Cj-salkyl, amido, amine, or Csy-jalkenyl, wherein Ci-alkyl, C;-
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salkenyl and phenyl are optionally substituted by one or more substituents selected from R,;

R, and R, are independently selected from the group consisting of H, halogen, hydroxyl, phenyl,
Ci-salkyl, amido, amine, C;-jalkoxy or Ci-salkenyl, wherein C;-jalkyl, Cy-salkenyl, C;-alkoxy,
and phenyl are optionally substituted by one or more substituents selected from R,;

R; is selected from the group consisting of H, R;, -5(0),, S{0),-C;-C,alkyl, C-salkyl, hydroxyl,
or pheny! wherein Cy-,alkyl, Csaalkenyl and phenyl are optionally substituted by one or more

substituents selecied from Rg;

R and Rs’ are each independently selected from group consisting of H, halogen, C-alkyl, C;-
alkoxy, Co-jalkenyl, cyano, amino, phenyl, and hydroxyl, wherein C;-jalkyl, Cs-salkenyl and

phenyl are optionally substituted by one or more substituents selected from R,;
R, is selected from group consisting of —~C(O)-Re, -C(O)-0-R,, or C{O)}-NR;-Re,

Ry is selected from the group consisting of H, C,-jalkyl, phenyl, or heterocyclic, wherein C,-

walkyl, pheny! or heterocyelie is optionally substituted by 1, 2 or 3 substituents selected from R,

Ry is selected from group consisting of H, —C(O)- Cy-salkyl or C(0)-0- C;-4 alkyl, wherein C,-
4alky1 is optionally substituted by 1, 2 or 3 substituents selected from R,;

R, is selected, independently for each occwrrence, from carboxy, hvdroxyl, halogen, amino,

phenyl, Cy~alkyl, and C;~jalkoxy;

R, 18 séiected, independently for each occurrence, from the group consisting of carboxy,

hydroxyl, halogen, amino, phenyl, C,-jalkyl, C;-salkoxy, and -NH-R,;

R. is selected, independently for each occurrence from the group comsisting oft -C(0)-O-C;-
salkyl; and —-C(O}-C;~alkyl; and

Ry 18 selected, independently for each occurrence, H and C;-;alkyl;

and pharmaceutically acceptable salts, N-oxides or stereoisomers thereof, in the manufhcture of 2

medicament for treating a condinion selected from the group consisting of enilepsy, AIDS dementia,

multiple svstem alrophy. progressive supra-nuciear palgy, Friedrich’s ataxia, Down's svadrome. fagile X

syidrome, tubercus sclerosis, ohivio-ponto-cerebellar airophy, cerebral palsy, drug-indoced ontic neuritis,

veripheral nevropathy, mvelopathy, ischemic retinonathy, diabetic retipopathy, elaucoma, cardiac arrest

hehavior disorders, and impulse control disorders, m 4 paient m need thereg!,

5. The smethad-use of claim 4, wherein the condition is fragile X syndrome.
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6. The methed-use of any one of claims 1-5, wherein the essapeound-medicament is to be

adnuinistered intravenously, intraperitoneally, intranasally, orally, intramuscularly, or

subcutaneously.

7. The saethadyse of any one of claims 1-6, wherein the =

medicament is to be administered in a single-dosc-ofs:
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8. A method of modulating an autism target gene expression in a cell comprising contacting a call

with an effective amount of the compound:

_ Oy H
o 9 j’”
HaN \\\\iLN/,tlkN OH
T D

L/

or pharmaceutically acceptable salts thereof.

9. The method of claim 8, wherein the autism target is selected from ABAT, APOE, CHRNA4,

GABRAS,GFAP, GRINZA, PDYN, an d PENK.
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or pharmaceutically acceptable salts thereof, in the manufacture of a medicament for modulatine

synaptic plasticity i a patient suffering from a synaptic plasticity related disorder.

11. The methed-use of any one of claims 1-387 and 10 &f}d the miﬁmmd of any one of claims 8-9,
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R; is selected from the group consisting of H, R4, -8(0),, S(0),-C;-Cialkyl, Ciralkyl, hydroxyl,
or phenyl wherein C-qalkyl, Ci.alkenyl and phenyt are optionally substituted by one or more

substituents selected from R,;

Rs and Rs" are each independently selected from group consisting of H, halogen, C,-alkyl, C;-
salkoxy, Cp-alkenyl, cyano, amino, phenyl, and hydroxyl, wherein Cj-jalkyl, Cz~alkenyl and

phenyl are optionally substituted by one or more substituents selected from R,;
R is selected from group consisting of ~C(()-Re, -C(0}-O-Rs, or -C{O)-NR-R,,

Ry is selected from the group consisting of H, Cj-alleyl, phenyl, or heterocyclic, wherein C;-

satkyl, phenyl or heterocyclic is optionally substituted by 1, 2 or 3 substituents selected from Ry,

Ry is selected from group consisting of H, —-C(O)- Ci-salkyl or C(0)-0- Cy~4 alkyl, wherein C;-
salkyl is optionally substituted by 1, 2 or 3 substituents selected from R,;

R, is selected, independently for each occurrence, from carboxy, hydroxyl, halogen, amino,

phenyl, C;-4alkyl, and C;-salkoxy;

Ry is selected, independenily for each occurrence, from the group consisting of carboxy,

hydroxyl, halogen, amino, phenyl, Ci-salkyl, Ci-salkoxy, and -NH-R,;

R, is selected, independently for each occurrence from the group consisting of: -C(0)-0O-C,-

salkyl; and ~C(0)-C;-salkyl; and
Ry is selected, independently for each occurrence, H and Ci-jalkyl;

and pharmaceutically acceptable salts, N-oxides or stereoisomers thereof, in the manufacture of a

medicament for tregting attention deficit disorder, ADHD. schizophrenia, anxietv. amelioration of opiate

nicotine and/or ethanel addiction, raumatic brain intury. spinal cord infury, posi-trawmatic stress

svndrome and/or Huntingtow's chorea, o a patient 1 need thereof.
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Cy-salkenyl and phenyl are optionally substituted by one or more substituents selected from R
R is selected from group consisting of ~C(Q)-Ry, -C(0)-O-R,, or -C(0)-NR R,

R, is selected from the group consisting of H, C;-~alkyl, phenyl, or heterocyclic, wherein C;-

salkyl, phenyl or heterocyclic is optionally substituted by 1, 2 or 3 substituents selected from R,

Ry is selected from group consisting of H, —~C{O)- C;-4alkyl or C(0)-O- C- alkyl, wherein C;-
salkyl is optionally substituted by 1, 2 or 3 substituents selected from R

R, is selected, independently for each occurrence, from carboxy, hydroxyl, halogen, amino,

phenyl, C;-jalkyl, and C;-jalkoxy;

R, is selected, independently for each occurrence, from the group consisting of carboxy,

hydroxyl, halogen, amino, phenyl, C;~alkyl, C;~alkoxy, and -NH-R;

R, is selected, independently for each occurrence from the group consisting of: -C(0)-0-C,-
salkyl; and —~C(0)-C,-4alkyl; and

R, is selected, independently for each occurrence, H and C)-qalkyl;

and pharmaceutically acceptable salts, N-oxides or stereoisomers thereof, in the manufacrure of a

medicament for treating Alrheimer’s disease, or memory loss that accompanies early stave Alzheimer's

disease in z patient in need thereof
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, or pharmaceutically acceptable salt thereof,
or

a pharmaceutically effective amount of a compound represented by Formula I:

s A
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Rs is selected from the group consisting of H, C;-salkyl, phenyl, or heterocyelic, wherein
Ci-qalkyl, phenyl or heterocyclic is opticnally substituted by 1, 2 or 3 substifuents

selected from Ry,

Rg is selected from group conmsisting of H, —C(O)- Cj-salkyl or C(0)-O- Ci-4 alkyl,
wherein C-jalkyl is optionally substituted by 1, 2 or 3 substituents selected from R,;

R, is selected, independently for each occurrence, from carboxy, hydroxyl, halogen,

amino, phenyl, C;-salkyl, and Ci-4alkoxy;

Ry is selected, independently for each occurrence, from the group consisting of carboxy,

hydroxyl, halogen, amino, phenyl, Cy-salkyl, Ci~4alkoxy, and -NH-R;

R. is selected, independently for each occurrence from the group consisting of: -C(O)-O-
Ci-salkyl; and —C(0)-C)-zalkyl; and

Ry is selected, independently for each occurrence, H and Ci-salkyl;

and pharmaceutically acceptable salts, N-oxides or stereoisomers thereof, iz the

manufacre of a medicament for treating Huntington's disease, i a patient in need thereof.




