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prevention of a disease associated with a7 nicotinic acetylcholine receptor activity.

1. A compound of formuia (1),
A compound according to claim 5, wherein the disease is selected from the group of

psychotic disorders, including, but not limited to, schizophrenia, schizophreniform

MarkusZ&#4
(ZFFHE

disorder, schizoaffective disorder, delusional disorder, brief psvchotic disorder,
psychotic disorder due to a general medical condition, substance-induced psychotic

disorder or psychotic disorder not otherwise specified, cognitive impairment,

45197 RY
E#3L)

including, but not limited to, cognitive impairment as a result of stroke, Alzheimer's

Marku Sé:t*@@é\ T : % EF |J EFl E’\] E_ disease, Huntington's disease, Pick disease, HIV associated dementia, frontotemporal

. herein 17.|S ;‘E ﬁ/‘lﬁ 1§|J g:nb *’Lg , u& EE g,; ﬁ/‘lﬁ 1§|J 7‘5- jemem%a, Lewy b(j\;’ demea:lii a, vas.culzr deme:ui a(.; cerebm\.;asc;zlar Zi seas.e olr ;}Ther

: ‘ = 3 b+ 1:/@ _t ementia states and dementia associated to other degenerative disorders, including,
R! is hydrogen or Cirealkyl; /fHIEEI*E E,‘J-—l:' I " . . ..

but not limited to, amyotrephic fateral sclerosis, other acute or sub-acute conditions

R?is hydrogen or Ciealkyl, or R” is absent when n is 0, that may cause cognitive decline, including, but not limited to, delirium, traumatic

R is hydrogen or O; or R? is absent when m is 0; e . . - . . ) .
- brain imjury, senile dementia, mild cognitive impairment, Down’s syndrome,

R* and R® are independently hydrogen, Cisalkyl, halogen, haloCiealkyl, Cisalkoxy,
10 or CN:

depression and cognitive deficit related to other diseases, and dyskinetic disorders

including, but not limited to, Parkinson's disease, neuroleptic-induced parkinsonisim,

o and m are independently 0 or 1, with the proviso that, n and m cannot be O at the . . . . . . ..
P ’ P or tardive dyskinesias, depression and mood disorders, including, but not limited to,

same time; L . : : -
depressive disorders and episodes, bipolar disorders, cyclothymic disorder, and
k and | are independently 1, 2 or 3,
Y is N or C{R%);
15 RE is hydrogen, Cisalkyl, halogen, or haloCiealkyi;

bipolar disorder not otherwise specified, other mood disorders, substance-induced
mood disorder and mood disorder net etherwise specified, anxiety disorders, panic

disorder and panic attacks, obsessive compulsive disorder, postiraumatic stress

R’ is hydrogen, Cisalkyl, or halogen; ) . . ) ) _ ]
) disorder. acute stress disorder. generalized anxietv disorder. anxietv disorder due to a

GES 'JiﬁTEf, R ABRxXclaimif#{T£ 3CMEY,
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Markushs #4) 215

20 wherein each Ra, Rb, Rc and Rd is independently selected from hydrogen, halo, h

aming,

hydroxyamino, carboxy, Cysalkoxycarbonyl, nitro, guanidino, ureido, carbamaoyl,
cyano, trifluoromethyl, (R");N-carbonyl and phenyl-W-alkyl wherein W is selected f

a single bond, O, S and NH;

25 oreach Ra or Rb is independently selected from cyano-Cy.salkyl and RS wherein R
from the group consisting of R5, RS0, (R5):N, R7C(=0), R5ONH, A and R5Y; whe

R5is Cyga "'QIL

R6 is hydrogen or RS wherein the RSs if more than one is present are the same or

&3Sz R A markushZs 44,
RbZE| K2 A% ?

(=]

ELSEVIER

Rb is di-(C,.salkyl}amino-Csalkoxy, pyrrolidin-1-yl-C, salkoxy, piperidino-C, salkoxy, morpholi-
no-Cy.galkoxy, piperazin-1-yl-Csalkoxy, 4-Cy.salkylpiperazin-1-yl-C, salkoxy, imidazol-1-yl-C,_sal-
koxy, di-{Cypalkoxy-Cypalkyl J-amino-Cy.galkoxy, thiomorpholino-C,ygalkoxy, 1-oxothiomorpho-
lino-Cysalkoxy or 1,1-dioxothiomorpholino-Csalkoxy, and wherein any of the above-mentioned
Rb substituents comprising a CH; (methylene) group which is not attached to a N or 0 atom
optionally bears on said CH; group a hydroxy substituent;

wherein

Xis N,

Ra is -D-E-F and Rb is -SR", halo, -OR"’, -NHR™ ar hydrogen, or
Rb is ~D-E-F and Ra is -SR", halo, -OR", -NHR™" or hydrogen,

wherein X is C-CN;
Ra is Ci.galkoxy;

20 Rbis amino- or N-[N'-mono- or N',N'-di(Calkyl)]Jamino}-Ca.salkenoyl)-amino;
Rc is halo or Ry**-(CHa)y-Ra**-

wherein R;™ is a pyridyl, thiophenyl, pyrimidinyl, thiazolyl or phenyl, each optionally substituted
with up to three substituents selected from C.qalkyl, Cisalkoxy and halogen, Ry is —O- or —S-
and n** is 0 to 8, preferably 0 or 1;

25 and Rd is halo;
or a pharmaceutically acceptable salt or prodrug thereof;

and an antibody inhibiting EGFR;
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Claims

CLAIMS
WHAT 15 CLAIMED:

L. & method for geneticzlly enginsering g *IJ ‘Claim, %Bﬁj\EI\J ?ﬁﬂy%u I ,% g | ’
(a) incubating an input compaosition, ur ——— = N ation of T cells com
T cells, whe:in thepstimulatFi’ng conditi i-\j- ] i fl:% z"] % g *IJ EI‘J *ﬁ ,% j E I% ﬁ *IJ o ains of one or more

or more intracellular signaling domain:

RS = - vt R, FAALEHR,
el £ < i GRS — k2 RSB [
ar more intmillular signzling :umain*_ $ y iﬂn_:,}ﬁ T i#@%%%*“ *ﬁ? E,‘J XE

‘thE incubating H’1E in put ‘.‘OmPDSi‘tiDH UnNgEr SUMUIZTINE Conaitions 15 pertormes prior To, GUuring ang|or SUDsequent oo Introduding a rll.H'.'lEiC acid encc\ding i

receptor.
3. The method of claim 1 or claim 2, wherein the incubating is carried out for at least 3 days.

{b) introducing a nucleic acid encoding 1 the introducing is

incubating.
for between 2 and &

4. The methaod of claim 1 or claim 2, wherein the incubating is carried out for at least 4 days.

5. The method of claim 1 or claim 2, wherein the incubating is carried out for at least 5 days.

6. The methaod of claim 1 or claim 2, wherein the incubating is carried out for at least & days.

7. A method for stimulating T cells, the method comprising:

(a) incubating, under stimulating conditions, an input composition comprising T cells comprising 2 culture-initiating amount of naive-like T cells or a CD8+
stirnulated compaosition, wherein the stimulating conditions comprise the presence of a stimulatory reagent capable of activating one or more intracellular si
components of a TCR complex andjor ene or more intracellulzr signaling domains of one or more costimulatory molecules, thereby generating a stimulated
(b} introducing into the stimulated cell compesition a nucleic acid enceding a genetically engineered recombinant receptor, wherein the method thereby ger

cells expressing the genetically engineered recombinant receptor.
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