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CATECHOL 0-METHYLTRANSFERASE ACTIVITY INIUBITING 

COMPOUNDS 

5 FIELD OF THE INVENTION 

The present invention relates to pharmacologically active 2-substituted 
4,5-dihydroxyisophthalonitriles, or pharmaceutically acceptable salts and esters thereof, as 
�ell: as to pharmaceutical.co�positions �ontaining them and to. their use 'as inhibitors of the 

1 o ta:tethbl 0-rilethyltransferase (COMT) enzyme. 

BACKGROUND OF THE INVENTION 

Dopamine is deficient in the brain of patients suffering from Parkinson' s disease. Levodopa 
15 is\1sed·oraily' in the trdatment of Parkinson' s disease; Lev�ddpa ik a\iopamine precursor, 

:Which is' converted tci dopamine in the brain. Hdw�ver; cinly a· snia11 portion of oraliy' 1 
· · 

adrttinistered. levod��a . reaches the brain, because' levodopa is nietabolized in thiperiphe�al 
system by'COMT;as·well as'by dopa·decarboxylase (DDC). COMT metabolizes levodopa 
by converting it to 3-0-methyldopa, which is therapeutically ineffective and detrimental 

20 Whdn �ompeting .witi{Iev61opa.·coMT
°

inhibitors have been shown to be effective in 
� . . ._ 

. ' . 

clinical u�e for the treatme�t of Parkinson's disease as an adjunct to levodopa therapy. 

It is generally 'thought ·that the'levcidopa concentration in plasma reflects the·tevodopa levels 
in the' btairi: It is th�s ·c1esir�b

0
le t6°a6hieve a high levodopa �ori�en�ation in plasma. 

' 
. ' . 

25 However, ·optimal levodopa conteritration in piasma is not achieved, for exaniple,·with.the 
curreritiy used COMT i�hibito� eni�cap6·n�. 

COMT inhibito�s have also been fodicated to be useful in the treatment of, for example, 
hypertension, heart failure and depression (US 5446194) as well as inhibitors for the 

. 
. . . 

30 prevention of diabetic vascular dysfunctions (WO 98/27973). C(?MT inhibitors have also 
been ... disclosed as being useful for tre�ting or contr�lling pain (WO 01/68083) as well as for 
treating restless legs syndrome (RLS), which is also known as Ekbom's syndrome 

1
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(WO 2006/051154 ). RLS is characterized by an irresistible urge to move the legs 
accompanied by other unpleasant sensations deep within the legs. 

Some compounds with COMT inhibiting activity are known in the art. Isoflavone 
5 derivatives as COMT inhibitors have been disclosed in US 3974184 and CN 101643465 A. 

Catechol derivatives as COMT inhibitors have been disclosed in US 5236952, US 5446194, 
WO 96/37456, WO 00/37423, WO 01/98250, WO 01/98251, WO 02/02548, WO 02/22551, 
WO 2004/112729, WO 2005/058228, WO 2007/010085, WO 2007/013830, 
W62007ib6378'9; WO 2007/117165, JP 2008308493, JP 2008308494; JP 2008308495, 

10 EP 2246338 .A'l, WO 200910818�n;EP 2305633 Al, JP 2011021010, JP 2012051884, and 
JP 2012051885. 3-Hydroxypyridin-4(1H)-one derivatives, 3-hydroxypyridin-2(1H)-one 
derivatives, and.-5-hydr6X:ypytimidin'.:4(3H)�one derivatives � CbMt inhibitors have been 
discl6sed in ·wo 2011/109254, WO 2011/109261, and WO 20fr/i09267�· respectiveiy.: · 
Fiavoiiiaerivati�es as c6MT iiihibitots tiave been. disclosed fo CN 102755312 A 

15 
sUMMAR.t OF THE INVENTidN 

An �bj.ectof the present i�vention is to provide furthednhibitors' of th{catechof • . 
b�niethyltransferase erizyme ·that can be' used for the treatment of diseas·�s: or conditions 

20 wherei�· inhibition �f COMT is' indi6ated to be usef�l. Accordingiy' an obje�t of the present 
' I ' • ' ' ' • ' �. •, • • :,

'\ 
I·, . ·, • ' ' ' ' 

• � ': • • • • • 

' '. 
• 

invention i's to provide further compourids to be used as COMT inhibiting agents in the 
treatme�t �f marhmals, inciuciihg humans and animals: 'Furthermore, pharmaceutical 

cor.npositions containing the ·pre�ent compounds are provided. 

25 The COMT inhibitors of the inv�ntion provide in levodopa therapy an improved levociopa 
concentration in t>Iasma. · · 

DETAILED DESCRIPTION OF THE INVENTION 

30 The pr�ent invention relates to compounds having the general formula I, 
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OH 

wherein 

R1 is (C1-4)alkyl, (CrC6)alkenyl, (C2-C6)alk.ynyl, (C3-C1)cycloalkyl, (C4-C1o)cycloalkenyl, 
aryl, (R2hC=C-, halogen, hydroxy, (C1-4)alk.oxy, (C 1-C6)alkyl-S-, 

5 (C4-C10)cycloalkenyloxy, (C4-C1o)cycloalkenyl-S-, aryloxy, aryl-S-, heteroaryloxy, 
heteroaryl"-S0

:.., (R3)2N-, CR4hC=N-, heterocyclyl, heteroaryl, aryl(C1-C6)alkyl, (1-amino-
1-carboxymethyl)-(C1-4)alkyl, halo(C1-C6)alkyl, hydroxy(C1-C6)alkyl,
(Ci�Cti)alk�1-y(C1�Ci)alkyl, (C1-C6)alkyl-S-(C1·4)alkyl, (R3)2N-(C1-C6)alkyl,
heterocyclyi(C1 -4)alkyl, carboxy(C2-4)alkenyl, (C3-C1 )cycloalkyl(C2-4)alkenyl,

1 o ai-yl'(C2.:.4)alkenyl, (C1-C6)alk.oxy(C2-C6)alkenyl, heterocyclyl(C2-4)alkenyl, 
lieteroaryl(CrC6)alkenyi, carboxy(C�-C\)alkyriyl: (C3..,C1)cycloalkyl(C2-C6)alkynyl;·' 
aryl(Ci-CJ)alkyny1,· (C1 :.C�)alkoxy(C2�C6)alkynyl, heterocyclyl(C2:..c6)alkynyl, 
tieteroaryl(C2.:.4)alkynyi, halo(C1jC6)alkoxy; hydrox.y(Ci-C6)aikoxy, .. ' .... 
(C;c.C6)�lkoxy(C1..:c6)alkoxy;_(Ci-C6)alkyl-(C�O)-O�'. Rs·{S=O)-, Rs-(O::':S=0):, 

15 hydr6xy(Ci .:.Ci}.ilkoxy(C 1 ·C6)alkyl, (C1-t6)aTh:oxy�(C=OHC2�C6)allcei1yl "or (C 1-C6)alkyl­
(C:::O)�O-(C1-C6)alkyl,' \11her�in :��d '(C4-C\o)cycloalkenyl; aryi, heterocydyl� heteroaryl or 
(C3�C7 )cycl�'alkyl as· ;�uch 'Ot as part of another group is unsubstifuted or substituted with l, 

' . 

2 �� 3 substituerit(s) �;: .. 
k���; indei>endent1y at e�ch'�cunince; carboxi or· �y1. whereiii said acyt is;independently 

20 at ·each occuirence,. utisilb�tituted 0� �ubstitut�d with 1, 2. oi 3 substituen:t(s) �;

25 

R3 is; .inde��dentlY at each occurren�e. H, (C1:.C6)ttlkyl, (C3-C;)cycloalkyl, aiyl, 
(C3-C7)cycloalkyl(C1 '-C6)alkyl,1 hydroxy(C1-C6)alkyl or (C1-C6)alkoxy(C�-C6)lilkyl, wherein 
said (C3-C1)cycfoalkyl or aryl as s��li or �s pkt of another group is,' i�dependently at each 
ti�curren�e. urtsub�titutefor substituted with 1 substituent being (C1-C6)�k}iJ.'haiogeri;. 
hydroxy, (C1:.C6)alkoxycir h;oroxy(C��C6)alkyl;" • ; : ', '. . . . 

R.i'is, independeritly at each occurr�n�. Hor aryl, wherein said aryl is, independently at 
each. o�urrence; uri��bsii�ted or substituted 'with· 1 sLibstitue�t' beirig (C.

1 �)alkyi, halogen
or {C i'-C6)alkoxy; 
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R5 is (C1-Q;)alkyl, aryl, hydroxy or (C1-C6)alkoxy, wherein said aryl is unsubstituted or 
substituted with 1, 2 or 3 substituent(s) Rt;; 
� is, �ndependently at each occurrence, (Ct-C6)alkyl, (C2-C6)alkenyl, carboxy, cyano, aryl, 
halogen, hydrox.y, (C1-4)alkox.y, (C1-C6)alkyl-S-, (C4-C1o)cycloalkenyloxy, 

5 (C4-C10)cycloalkenyl-S-, aryloxy, aryl-S-, heteroaryloxy, heteroaryl-S-� (R7hN-, heteroaryl, 
carboxy(C1-C6)alkyl, aryl(C1-C6)alkyl, halo(C1-C6)alkyl, hydroxy(C1-C6)alkyl, 
(C1 -C6)alkoxy(C1-C6)alkyl, heterocyclyl(C1-C6)alkyl, (C1-4)alkyl-(C=O)-, (C1-4)alkoxy­
(C=O)-, heterocyclyl-(C=O)-, (R7hN-(C=O)-, halo(Ci-C6)alkoxy, Rs-(S=O)-, 
R.8-(0=S;O):-,' (C1-C6)alkoxy-(C=O)-(C1-<:t;)alkyl, (R1 hN-(C=O)-(Ci ·-C6)alkyl or 

1 o (Ci'-C6)alkoxy(Cj-C6)alkoxy:.(C�O)-, wherein said aryl, heteroaryl or heterocyclyl as such 
tir as part of iuiotlih group is; independently 'at e�ch ocburrence� unsuostituted or substituted 
*ith '1 substituent b�ing (C i �4)a.lkyl; · · ·· · · · · 

or R� and·� both 'attached to the sime carboh ring atom form; together With the carbon ting
atorii to which they·are·attached; a:�cc=o)�·group; · · · · 
.• ,· • . ' :· ' I ' ' : ·, • ,,, •·' <. • 

15 Riis, 'independently at each occurrence; H; (C1-4)alkyl, (C3-C1)cycloalkyl or 
carboxy(C;-4)alkyi, wherb1n s�d {C3�C,)dyclbalkyl is', independently at each occurrence, 
�nsubstituted or substitu.ted with- f substituerit being' (Ci-Cii)alkyl; ·. . ;, '. ' .. ''

Rs is, inde�nd�ntly at each 'd�curience.7 (C1i.C6)alkyl, hydroxy; {C1�C6)alkoxy·�r (R9)2N�:; 
R9 is, i�dependently at each otcilrrenc:b, '(Ci-C6)alkyl; 

20 bi a'ph�aceutically ·acceptable 'salt or ester thereof. 

!';. 

,,· 
'· ,, '· .... • , • • • l '' 

. � � � . 

in one embodiment .of th� 'invention,. the invention relates to compounds of formula L 
wherein ' . � ' . ... · ..

Rt is (Cj�4)alkyl,(C2-�)alkenyl, (Cr4)alkynyl, (C4�C10)cyclohlkenyl, aryi, halogen;. 
25 bydioxy; (C11-:C1o)cycloalkenyloxy, arylbxy; aryl-S-, iieteroaryl-S-. (R3)2N-, (�hC=N-. 

. 

. ' . • . ·. ,• .; . .. :. , . . :·. I. . beterocyclyl, heteroaryt;" aryl(C1.:C;;)alkyl, hydroxy(C1�)alkyl, (R3)2N-(C1-C6)alkyl, 
hetcirocyclyl(C 1-C6)alkyl, ·��boxy(C2'"4)alkenyl; (C3-C1 )cycloalkyl(C2-�)alkenyi, 
aijl(C2-C6)alkenyl; (C i�C6)aft:oxy(Ci-C�)alken'yl; heteroaryl(C2-4)alkenyl, 
aryl(CrC6)alkynyl, (C1�C6)alk�xy(C�-C6)alkynyl, Rs-(S�O},., Rs�(O=S=O)- or 

so (Cr·:C6)alkoxy-(C�O)-(CrC�)alkefryl; wherein said (C,1-Cio)cycloalkeriyl; aryl, heterocyclyl, 
. . 

beteroaryl or (C3-C7)cycloalkyl -�s such or as part of another group is unsubstituted or 
��bstituted with\1; ·2 oi 3 substitueiit(s) �;
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R3 is, independently at each occurrence, H, (C1-C6)alkyl, (C3-C7)cycloalkyl, aryl, 
(C3-C1)cycloalkyl(C1-C6)alkyl, hydroxy(C1-C6)alkyl or (C1-C6)alkoxy(C1-4)alkyl, wherein 
said (C3-C7)cycloalkyl or aryl as such or as part of another group is unsubstituted or 
substituted with 1 substituent being (C1-4)alkyl;. 

5 R.. is, independently at each occurrence, H or aryl, wherein said aryl is, independently at 
each occurrence, substituted with 1 substituent being (C1-C6)alkyl, halogen or 
(C 1-C6)alkoxy; 
R5 is aryl, wherein said aryl is substituted with I substituent �; 
R.6 is, 1ndependently at each occurrence, (Ci�C6)alkyl, (C2-C6)alkenyl, carboxy, cyano, aryl, 

10 halogen, hydroxy°; (C1�C�)alko�y;· (t,·::.c6)alkyl-S-, arylox)i, heterbaryl, . ; ::,· : : ' ' ..... · · 
carbo'xy(C i �C6)aikyI; i!i'yl(C1 :.C6)a:lkyl; ·halo(C 1-C�)alkyl, hydioxy(C1'.:c6)alkyt 

'. • J • • •. I , ', , ,  •. • • •  .,-. , • 

(Ci.:;C6)alk'oxy(Ci-4)alkyl;heterocyclyI(q·.:.C6)alkyl, (C1-4)alkyl-(C=O)-, (C 1-C6)alkoxy-
(C:bO)�. beterocyclyl�(C=O)-, (R1 )2N-(C=Oh halo(C1-Gi)alkoxy� Rs-(0::!:S=O}'. 
(C1�Ci,')alkoxy-(C=OHC1

:.C6)alicyl, '(R1hN-(C=O)-(Ci-4)alkyl or: 
15 (C\-C6)alkdxy(C1 -4)alkoxy-(C=O)-. wherein said aryl, heteroaryl or heterocyclyl as such 

�r as part of1anotlier group 'ii. ind��ndently at each occurrence, unsubstituted or substituted 
witli l'substituent being (Ci.:C6)alkyl; ·, 
or·� and·� both attached'tc>'the same carboil:rin� �tom form, togeth�� with the carbon ring 
atom·t� �hlth th'e� are attached;·�:�(C=O}- group; 

20 R1'is,\hdepen��ntly·�t �ach:occufr�nce; H. (C 1
.:.4)alkyl, (C3

:.C,)'cycloa.Th:yl or
t�oxy(C1:.C�)alkyl, whe��in '�aid (C:i-C7)cycloalkyl is unstibstit�ted� 
R8·is, iildepend�ntly at each occurrence." (Ct'-C6)alkyl or (R9)zN.-;' 

': R;'is,·independentlyat.eath occurrence; (C 1-C6)alkyl. . 

25 lri 'one em.bodi�ent of th6 invention, the invention relates to compounds of formula 1: 
wherein. 
Ri is, (C1-4)alkyl, (C2-C6)alkenyl, (C2-4)alkynyl, (C4-Cio)cycloalkenyl, aryl, halogen, 
(C4'..:C 1o)cycloalkenylo:xy;·ary1oxy; aryt-sJ, heteroaryi-s:.·, (R3)2N-, CR4)2C=N-; heterocyclyl, 
�e'r�aryl, aryl(C1 �Ct;)alkyl� (R3);iN-(C1-C6)alkyl, carboxy(C2-C�)alkenyl, 

30 (C3'-C;)cy�loalkyl(C2:.C6)alkehyl or aryl(C2·-c6)alkenyl; wherein said (C4-C 1o)cycloalkenyl, 
�yl, het�rocyciyI; hete�oaryl or:(C:,.:.C,)cycloalkyl as such or as part of another group is 

. . . . . . . unsubstituted or substituted with I, 2 or 3 substituent(s) �; 
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R3 is, independently at each occurrence, H, (C1-C5)alkyl or (C1-C6)alkoxy(C 1-4)alkyl; 
� is, independently at each occurrence, H o_r aryl, wherein said aryl is, independently at 
each occurrence, substituted with 1 substituent being (C1-4)alkyl, halogen or 
(C1-C6)alkoxy; 

5 Rt; is, independently at each occurrence, (Ci-C6)alkyl, cyano, aryl, halogen, hydroxy, 
(C1-C6)alko?Cy, (C1 -C6)alkyl-S-, carboxy(C1-C6)alkyl, aryl(C1-C6)alkyl, halo(C1-4)alkyl, 
hydroxy(C 1-4)alkyl, (C1-C6)alkoxy(C1-4)alkyl, heterocyclyl-(C=O)-, (R7)2N-(C=O)-, 
Rs-(O=S=O)- or (C1-C6)alkoxy-(C=O)-(C1-C6)alkyl, wherein said aryl or heterocyclyl as 
such or as part of another group is'unsubstituted; 

10 R1 is, independently at each occurrence, FI, (C1-4)alkyl or (C3�C1)tycloalkyt wherein'said

(Cj:.C;)cycioalkyl is u·nsubstitutb'd; .. , · ' " ' 
R.8 is, independently at each occurrence, (C1-C6)alkyl or (R9)zN-; 
� . ' 

. . . .. . . , ' : ' . . . . . ' ' . Rg IS, iridepehdently at each occurrence, (C1-C6)alkyl. . . ' .. 
: ( .. ! ·. :: ,'.'.·,; ·. ' : ! ' ' 

! . ·. ! . �- ;:·': ' : : \ ' : ..... ': 

,• .; 

15 tri one embodiment of the inverttion, the invention· relates to' compounds' rif foinioia I,' · 
�herein .. ! ,,; , . . . ' . ,:,! .· 
Rt is (C�-C�)alkyl, (C2��)alkenyl,'ary1: halogen, aryloxy, aryl-S-, (R3)2N-, (�hC�N-, 
heterocyclyl, heteroai)'l. �l(Ci-Ct,)alkyl, (C3�C7)cyc;lo�lkyl(C2�C6)alkenyl dr ,. ·,: ·.' 
�yl(C2-4)alkenyl, wherein sa1a·Ju.y1; heterocyclyl, heteroaryl or (C3�C7)cycloalkyl as such 
• ,  ,: •, • •' ., H l 

20 or·aiq,art Minother group is unsubstituted or substituted with 1, 2 or 3 substituent(s) RG; 
R� is, iridepe�deiitly at each �c�urt�nce, A or (Ci-'C6)alkyl; .: 
Rt i�. independently at each occurrence, H or �yl, wherein said aryl is, independently �t 
�a6h. occuxttnce, substitut�d with l 'substituent being (C1-C6)alkyl; h�6geb or· ::. ·· .. 
(C1 '-�)alkoxy; 

25 Ri; is;independently ateacli o_ccurren��; 1(Cj.'..C6)alkyi, ·cyano, aryl� halogen, hyrlro�y;
(C1�C6)alkoxy, (C1�C6)allcyi.:s�;c�boxy(C1-4)alkyl, halo(C1 -C�)alkyl; 
liydroiy(Ci-4)alkyl, {C1-C6)alkoxy(Cj�C6)alkyl; heterocyclyF(C=O)-, (R7)iN�(C�O)-�or. 

. . 

Rg:.(O=S�h wherein said aryl or hete.focyclyl as such ofas part of another gro�p is
(msubstituted; . . ....

30 R.7 is, ihdependeritiy at each occurrence, H or (C 1:.4)alkyl; ·. '
R8°is, indepen�ntly'at each occlirrence, (C1-�)alkyl.. 
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In one embodiment of the invention, the invention relates to compounds of formula I, 
wherein 
R1 is (C1-C6)alkyl, (Cr4)alkenyl, aryl, halogen, aryloxy, aryl-S-, (R3)iN-, heterocyclyl, 
heteroaryl, aryl(C 1-C6)alkyl or aryl(Cz-C6)alkenyl, wherein said aryl, heterocyclyl or 

5 h_eteroaryl as such or as part of another group is unsubstituted or substituted with I, 2 or 3
substituent(s) �; 
R3 is, independently at each occurrence, Hor (C1-C6)alkyl; 
R6 is, independently at each occurrence, (C1-4)alkyl, halogen, hydroxy, (C1-4)alkoxy, 
carboxy(Ci-C6)alkyl, halo(Ci-C6)alkyl or (R7)iN-(C=O)-; 

10 R� is, independently at each occurrence, Hor (C1-4)alkyl. 

15 

., . ,.,

20 

25 

. ; ; •• l : • 

In one e�bodirn�nt.of the invention, the in�entfon relates· to compounds of formula I,

wherein •,' ' . : .. ,:; . .

R1. is {C2.:.C6)aikenyl, aryl, halogen, aryloxy, aryl-S-, (R3)iN-, heteroaryl, aryl(C1-C6)alkyl or 
�ryl(C2-C6)alkeriyl,' wherein said aryl or hetero'atyl ·as �uch or as part of another group is 
uns'ubstituted or'substittited with ·for-i substituerit(s) Ri;'; . ' ' .

R3 is; indepe�d6ntly. at ·e�ch ·occiirr�ride, H 'or :(C1 .:C:6)alkyl;
R6 1�. ihcteperide�tly fit each ocdnfence; (C,i<:t;)alkyl;:halogen, (C1-C6)alkoxy, 
carboxy(C1-C6)alkyl or halo(C1-C6)alkyl. 

·. : ':·· ::·.· . ·

in oile embodiment of the invention, the invention �elates to compounds of formula I, 
�ii�r6i�· · · · · ···, , . . . 1· 

R1' is'(Cz-C6)alk�n'yf,'·aryi,'halog6n, ar�1-S'-, heteroaryl or aiyl(C1-C6)alkyl, �herein s'aid aryl 
�i hete�oatyl as su6h or �s part' tianothei group is un�ubstituted 0� 's�bstitut� with l or 2 
substituent(s) �� · .. :· ··' '. · .. ·

R6 is, ihdependently at each occurrence; (C1-C6)alkyi, halogen cir (C1-C6)alkoxy .. 

'.:.. Iri one embodiment of the invention, the invention relates to compounds of formula I,
wherein· 

30 Ri is (C2-C6)aikenyi, halogen, aryi-S� or aryl(C1-4)aikyl, wherein said aryl _as part of 
an�ther gro�p,is unsubstittited"or'substfo.ited with 1 or.2'substituerit(sfRt;; 

R6 1s; independently at each occJ�nce,'(C1'-4)alkyl,:halogen or (C1-C�)alkoiy. 
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In one embodiment of the invention, the invention relates to compounds of formula I, 
wherein 
R_1 is (C2-Q;)alkenyl, aryl, aryl-S-, heteroaryl or aryl(C1-C6)alkyl, wherein said �l or 

5 heteroaryl as such or as part of another group is substituted with 1 or 2 substituent(s) �; 
� is, independently at each occurrence, (C1-Ct,)alkyl or (C1-C6)alkoxy. 

In one embodiment. of the invention, the invention relates to compounds of formula I, 
wherein 

10 Rds'(C2-4)i!lkenyl, aryl-S>oriryl(Cj-Q;)alkyl, wh�rein said aryl as part'of aiidther group 
is"substttuted with l or 2 substituent(s) Rti; 
Ri; is, independently at"eacfrocc�rrence, (C1-C6)alkyl or (C1-C6)hlkoxy.; 
: '·\,' ;· ... :ii' 

·, •, ' . 

in one· embodiment of the invention, the invention relates· to c�mpounds of formula I, 
15 wherein R1 is (C2-Ci)alkenyl. 

In ·one embodiment of the invention, the invention relates to compounds of formula I, 
wherein . ·.' ; .. 
R1 i� atyl, wherein said aryf is uhsubstituted or substituted with 1 or 2 substituent(s) R6; 

20 Rti is,' independerltl; at each &ci.irt�ilc�. (Ci-C6)alkyi, halogen'"6r:(C1�C�)alko�y .. 

In rine embodiment of the invention, the invention relates to compounds of formula I, 
wherein. 
R.1 i� aryl-S-, wherein said aryl i's unsubstituted or substituted with 1 or 2 substitu�nt(s) �; 

25 � is, ind�pendently at'each occurrence, (C1-C6)alky( halogen or (C1lCt,)alkoxy. 

In one ·embodiment oft�e in�ention, the 1nverttion relates to compounds of formula I; 
whheiri' 
R1 is heteroaryl, wherein said heteroaryl is unsubstituted or substituted with 1 or 2 

- . . . . . 

30 substituertt(S) �; '

Rt;'is, independently at.each occurrence, (C1-4)alkyl, halogen or (C1-C6)alkoxy. 






















































































































































































































































































