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1. Me refiero a mi solicitud de patente de 21 de Nviembre de 2006. 

2. De conformidad con lo dispuesto an el Articul 5.2.12 de la Circular 

Externa No. 03 de 28 de Abril de 2003, y estando entro del plaza de seis 

meses contados desde la fecha de la publicaciór de la solicitud en la 

Gaceta de La Propiedad Industrial riümero 575 d� 30 de AbriL de 2007 

soiLcito a ese Despacho proceder a realizar el exa i’en de patentabilidad 

de la presents lnvención. 

3. Me permito recorder a usted qua tal come Se informó an eL Petitoria 

de la invencion  Is presente solicitud corresponds a Capitulo 1. 

4. Anexo me permito acompaæar reciba nmer 07-82.456, expedido 
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Is tasa que dicho examen causa. I 
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EL EXIRACTO CE LA PRESENTE SOLICITUD DE PATEf4TE DC INVENC16N 
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OTA: Deritro del Plaza do los sals (6) mesas siguientes a partir4 IafethadepublicaciOn 
an la gaceta de Propiedad nustra(, deber4t soIJdtr y cfroelar eL examen de 
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estabfecLcJo on oP A’fleu)o 44 de Ia D&cisjôn 488/2000- I 
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Synthesis of N-terminal substituted anthraniIic acid dinner 001 
derivatives for evaluation on CCK receptors 

Antonio Varnavas s", Valentina Valenta a, Federico Beni b (ucia Lassiani a 

D.pr’rnesI Ijrbansc&usfraI Srieaces. Cuba ,siy 4 Travis, P-Ia Esrss I, 34127 2fiais, 
Dspeflmeny of CAeaokd ScIanrss  Issamadof 7koft, it. Gkrgkri 1. 34127 on, tidy 

Rcceht IS hour awL); acrepk4 4 Dscembet ZOsc 

Atstnct 

SID A scrics ofnew N-subsriftited jOrIIraLdEc acid thmer dciivthna a,ing C-rermthal Pke;addbcl*as synthesize4 and evaluated 
For their affinity, for CCK retptors. These compoonds resulted fluid a blended approach based 041y on the or If an alietative 
anbatnieturr embedded withm asperlicin and secoodly on the dervati2ation of this template Mtb .luK%iitucnts chosen considering 
the C-te,niiital primary structure of the endogenous ligaud. Although these compounds exhibited arcgnylo&cal-type orsnizatio4 
similar to that of CCK-4, they arc characterized by about l(X![o]d greater annuity for CCK1 receptor than the C-terathoal 
tetrapcptid& ' 2I Elsc’icr Science S.A. All righLs reserved. 

K,,,ent: CCK ncept.,, tissues; Aniliranilic acid Inter 

I. Introductin receptor types. CCK-A ata CCK-B 561. Both reap-- 
tots are present in the to riphery and in the CNS; 

The polypcptide hormone cholecystokinin (CCK) CCK-A receptors are four, mostly in the Interruption-
was discovered in the gastrointestinat tract and subse- at area while CCK-8 mi, plans are the predominant 
county in the eentral nervous system (CNS) [1,2]- type in the brain 7$]. 
Among the different biologically active molecular forms These receptor types Ca he differentiated by their 
f CCX ICCK-sg, CCK-39, CCK-33. CCK-9 CCK-4) affinities for CCK-4, CC S, and several receptor 

the sulfated C-terminal octapeptide (CCK-SS), Asp- prefernng antagonists. Tic C-terminal tetrapeptide 
Tyr(SO,FF2?Mei(9. Thi30- McU"-Asp’- Plje"- (CCK-4j preferertlitfl one acts nick the cenlnaJ rfltp- - 
NH. has the same efficacy and potottoy as the complete to, 0050 3.2 is 10-H and 5.0 as In - a M for CCK-B 
tritriacontapeptide CCK-33) [31- and CCK-A receptors, objectivity) while the sulfated 

CCK is araitciurally related to gastrin, a gastrointesti- ocrapeptide (CCK4S) banks with nanotnolar affinities 
nal hormone, that acts as mediator of the gastric and at both receptors M. 
secretion. These two peptides share an identical C-ter- Over the past decade Do Ret and selective suot 
initial pentapeptide (GIy-Trp-Met-Asp-Phe-NH Cfl tide antagonists for CCK-A and CCK-B receptors have 
tagastrin) wlawit is responsibJe for all the btological been discovered and sugg died to be useful for the 
activities of gastrin [4]. trenunent of a variety of die ases such as initablc brief 

The honnone-like effects of CCK related to the syndrome aBS), chronic an Iactrtc pancreatitis, gastric 
gastrointestinal functions (such as stitnutation of gall ulcer, anxiety, panic disord , schizophrenia, eating dis- - 
bladder contraction, stimulation of pancreatic enzyme orders [10-12). 
secretion) as well as its MS actions as neurotransrnit- The most important stra as adopted for the design 
ter and neuromodulator are mediated by two distinct of these antagonists incltt the discovery of natural 

products followed by their chemical manipulation and 

Ciarroadena cat ot. the peptuid 4sign taproot based on studies of CCK 
Emaif aeMre.cs: vuruave re iupiv. tdeste.it IA. aide avas). primary itructure. Bothstri figany another final step of 

IlL)’ 4-azixia I "S -ve  front color C Act Sscviso Sri S S - All right. rnnvd. 
P1]: Soft 4-sZ7XtL)I )o 107tD 
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opupt2ation of the obtained non  -peptide cad com-
pound performed by chemical modifications. 

Thus, the discovery of asperlicin (a natural corn-
pound isolated from Aspe’gi/tiu ciI/iaceus) and its stnic-
ture simplification proded two different classes of 
CCK-ttceptor antagonists. The first one, based on the 
IA beirmodusamparo,  ring system of asperlicin, irichide 
the most important non-peptide CCK receptor antago-
nists since devazepide 38-( - )- I,3-dihydro-3-(2-thdole-
carhon$-amino)- I

 
M- 1,4  benzo-

diazcpia_2_onej and L-365.160 f(3R-( + )-2,3-dihydro-1-
methyl-2- oxo- 5- phettyl- I RI 4- beniodia zepin- 3y1)N 
(3-mcthylphetiyl)-ureal were the first examples of highly 
potent, selective, non-peptide antagonists for the CCK�
A and CCK-R receptors, resocctively [1314]. The sec- - 
and one, based on quinazolinone nucleus of asperllcin, 
represent a class of potent and selective CCK-B recep-
or ant’gonisrs 115.16). 

On the other hand, the peptoid derivatives resulted 
from a strategy based on simplibing the C-terminal 
tetrapeptide to the minimal strmzture with a significant 
affinity for the receptor. These studies having estab- - 
lished that Tip and Phe residues of CCK-4 were both 
necessary to obtain microniolr affinity for the CCK-B 
receptors, the dipeptide Boc-Trp-Phe-NH was the 
starting point 102- the design of the dipeploid sræcS. For 
this dipeptide Pro -Trp-Phe-NfJ,) a sycttologicat inter-
action at the receptor has been suggested, while in the 
case of CCK-4 the Trp-Phe-message is 000-contit,tlous 
regnylogic-type organization) [Il]. 

As a result of a systematic SAR of the N- and 
C-terminal sites of the starling dipeplide. characterized 
by micromolar affinity for CCKB receptor R 73 – 
q5x to 5 M (is)), a number of dlpepsoids with high 
affinity (nanomotar range) atid selectivity for CCK-B 

Tat* I 
Stri tore of ],i Ia,ae t cc,]]pcvads 

iticattons led to potent or 
antagonists 20]. 

Recently, we have pro 
approach of asperlicin in 
system of this natural car 
Dye the Handle anthranih 
Ent at of our program  
presence of Tip residue 
anthrani]ic acid düiier let 
with micromolar alThiity 
the subsequent step for 

tion was focused on the it 
appropriate phanTlacophot 
nation of the N- and C-
derived substructure [11j. I 
that when the Top residus 
the anthranilic acid dimer 
affinity was achieved with 
N-tcrinitius of the above to 

In this paper we wish 
N-terminal substituted an 
tries containing, as in 
ligands, the Phe residue at 
(Table I). 

Our choice was support 
compounds with similar i 
CCK-A receptors were obi 
at the C-tennjnal site of th 

approach of asperticin � 
the C-terminal sequence of 

2. Chemistry 

The target compounds 
synthesized by standard 
synthetic route depicted 
the key intnmediate (Co 
ortho-amitio benzoylaiic 
ethyl ester with Isatoic an 
10, followed by 2-isitro 
reduction of the nitro 
were synthesized by cauf 
the cottesponding acid to 
with isobutyl chloroforin 
compounds 14-20 were 
compound II with the 
Synthetic data of the estt 
2-4. The free adds 1-9 
tit’ative yield by base-cata 
spending ethyl esters I. 
physical and spectroscor 
1-9  

nd further structural mod-- 
selective CCK’-A receptor 

ised a new disconnection 
ihich the rigid polycyclic 
ound has been opened to 
rid dimer and Tsp. In the 

we demonstrated that the 
the N- or C-tesminus of 

to equipotent compounds 
CCK-A receptors 211. In 
development of this new 

mien�receptor ligands our Diamond
 seasehing of the 

groups for the functio,iah-- 
rmlnus of this asperlicin- - 
narlicular. we have found 

highest CCK-A receptor 
he des-amino Trp at the 
ntioncd dinner [23]. 

report a novel series of 
ranilic acid dinner dedva- - 
case of the endogenous 

Ic C-tenninus of the diner 

I by the observation that 
cromolar affinity for the 
tied either in the presence 
anthranilic acid dimer, by 
ested by the disconnection 
Phi, a key aminoacid of 

nunarized in Table I were 
,cedttres according to the 
chetne I. Conamiction of 
ound II) was effected via 
of the OL-phenylalanine 
ldtle. to afford compound 
.zoylation and subsequent 
p. Derivatives 12 and 13 

the intermediate II with 
o nixed-anhydride method 
and triethylamine, whereas 
ained by condensation of 
responding acyl chloride. 
12-20 are listed in Tables 
obtained in almost once-

of hydrolysis of the cents-
!0: Tables 5-7 give the 
properties of compounds 
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I. 

flbIs 2 
Jchmk) PJOFCI4 of 12-20 

Comp a MokuIaa fcrjawI Mo IcoL, %iobt Vit]d C5) Cr)vI - & 
b M . p CC) 

2 3-i.[’doIyI�-iCFf- CFb,N,D, Sm 10 A 9$1 l 6-U7 
’3 3-IL.Jol)4-CH, .- L"HIINIO, sa 59 MC)U LL 54 166  67 

a14 2-indoIyI 574 51 EcON a69 209-210 
IS phcoyt CjMN]O 535 56 MdDh 065 145-147 
6 3]lisl I.ylpIp Ca)] N]O, 549 4 EtOH 0.60 123-125 
7 b.fll C}J  NO, 549 65 R. 0-65 96-97 

IS 4-tWorolatest C ,II:LlNaO, 5835 60 A 0-91) 129- 130 
99 pllcayk tIaayl. C IR3LAD, 561 66 titOti 0.59 177 178
10 H,CaODC(CHa):_ Ca.I4NaO, 559 69 MOH 0.66 116-1I7 

Co3sIalt.m9 olvsi, A. AcDEL-rao]a W Riot] 7l’ 
AcOEI-lix, L :1 - 

The affinities or the syiftuicsized compoiLads for the 
CCK-A and CCK-R receptors were deterniined. ’15mg 
oat pancreatic membranes and guinea pig brain mem-- 
hr2nes, jespectively, by displacement of I’HJ-{ 

364.71 and I’HI-(+ )-’.- 65,260 from their specific 
binding sites, as previousi descrihed 124.251. 

First he percentage of nlübiüou if. %) was 4eltr-
mined at the highest dos of 10 sM and when thc I 
values were lower than 20 a, the compounds were con- - 
sidered inactivt For tht more active ones  the IC, 
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vaIts were then calcwated from five-point inhibition Tubld 4 

curves by log-probit plots and the reponcd values arc °C  MAR (coclJ a(onpoas .62-Ia 

the geomctdc means of at least three separate Comp, 5 Ipl 
expennients. 

2, 4s 15. 54.58. 106.66, 1119.15, The CCIC rcccptot binding data of N-substituted 12 8.79. (5.12. 32 St, 33 

anthranilic and inner dedvatives (compounds 1-9) are 113.40. 113.83. ItS. 116.13, 116.31, 117.60, Il6.l6 

suinniarued in Table 8. 
2,4, FIT 91, III. 12326. 12ATIO, 127 of 130 15, 

9 ’30.99, ITT M. 34 ,. 162 I& 62.98,I65.0 64,24 
The present re�ults indicate that indole-containing 

derivatives, i.e. compounds I -I, are the most potent 
13 14,19 35.36. 37.99 5.5!, 61 .95, I0S29 111118, 118,94. 

and selective within this series since they inl,ibit the 
11982, 12044, 121. , 121.5I, 2(87, 122.24, 123.17, 
12340, 12393 36, 

, 126.95. 127 35, 127to. I2%.65, 

’hh]-( – 
)-L-364,1 IS binding to rat pancreatic meet- IV to  t32.69. 132. , 135 55, 139.t9, I 39.9!, 10 Os 

branes at micromojar concentrations and have little or 

14 14.25, 38.137, 53 .66, .03. 10.92, 1t148, 12109, 
D–Nt 3 (20.54. 120 71.  121.3 

, 122.03. 122.45, u23,. III V. 
’H NM eric,) of p,zljills ’2-10  173 6, 124 77. 12&9 , 121.40, 122.54, 127.99, Its 11. 

129.42, 131.62, 133,1 .133.25, 133.62, 136,V. 13935, 
ö  COFIIp. lpmn) 140 0. 160 08.  161.8 , 168,53, 171.3 

is L .25 51, Al. -CI1); 2.88 an, all, -CH1-hid); 8.25 ow 
IS 14 .27, AR 05, 53 63, 6 .02, Its) .55. 120.65. 121 .64, 

4!!, -CFSz_, > CH-CJf:_, 425 Sq. 2H, 4hCH-); 5.06 
121.97, 123.37. 123.6 

, 

126 89  ’27.45, 127 13, 12911, 

Cm. I H. -CE! C); & 75 {d, IF!,’. Nit -CU C 7.05-8.12 
US. fl 129 ,41 � lIt .9 � 133 06  ’33.24, 135 09, t 35,61. 

..�, 
I 8(1. ar); 7.96 6, IN, -N 11-hid); 11.25 (a. IN, 

139 35, 140 .84, 165.7 
� I 6t9Z 168.43, 171.26 

’-NH-); 11.85 to III. -NEt-) IS 14.26,21.In, At ca, 5.64.63.01,I20.52.1213.71, LA.70. 

3 1.2$ t. 3K, -Cl3) 3.82 (m, AN. -Cflz-CH C); 3.92 (a, 
122.* 2134, U3 .t , I24.33 12&93, I2Z4L 327.48. 

IN, CH . CD ., 423(A. IN. -O-CIL-); 5.02 (m 113. 
2845 128.70, 129.4 , 132.64. 11304. 133.19. t 35.117. 

-CISC)’ 6.69 Is, IN. NH-CHCN 7.03-g69 rn.SF. 
t 3554 13861, 139.3 . 14020, 16&I1, 16789, 16841. 

6r);8.16 (5, IA, -NH-aid); 11 15 
" 

M, -Nll X - 11.65 
17111 

at IN, NH-) -  II 14.27.36.03.45.77,5 .62,62111, ’20.43.110,79, 121.49, 

84 1.2% 325. -oH)); 3.1$ I 211, >CfJ, Cflr* 4.211 q, 
121 77. 123 36. 126.9 , 127 18, 12123, ’27.42. 118 71, 

lit, -O -CH- ); 5.05 0* I H, -CU C); 6.15 Of, ’H. 
2669 19.46, (39.6 

. 3z,95 134 Or 34.1’. 13S on 

-NV-CF CX 7.10-6.85 57]], 1811. W. 9.23 a. I 
I 3037 141120. 67,4 � 68.43. Intent 171.33. 

�Nft’iud); 12.05 a, ITT  Nil 1, 2.50 IN, ’.74K .) IS 14,26. 36.03, 45 ,%, 5 .50. 6103, I 20.83, 120.62, 121.36. 

IS 1.27 II, on -cll,k 3,25 WI. 2K. >CH-CH1-)’.420 (, 
12t,73, 23,45,12

 
3.6, 126.65, t2),t7, 127.43, I28., 

211, -O-CEI1"); 5.05 LII. tH, -CHC); 630 {d, ITT. 
1Z1.GI, 29.40. 131,1 133,01. 33,20, 135 .59, ’39,27, 

-NH-CHCX 7,10-EM On, fl’, afl; 2170 (& ilL 
140.16167.43.684 6947, 171,25 

-NH-) 12.30 a, Ill, �-NK...) II 14 24, 381)6, 53.39.1)2, M34, 12072. 121.72, 

6 1.21 It. 3H. -CH;H1); 2.45 (a’ 3. -CE)); 3.22 0)1’ 
111,95, 122,32. 123,3 123 73, 134,91, 127.3$, 121.42. 

Al, Clt-CH-); 4,26 Cq. 3M, -0-Cl]).-); 5.05 Cm, 
12t14,l28.7I,128.8. I29.4l 139.69, (33.03, 133,80, 

IN, CH-); 6,73 d. tIl, -NH-CIIC); on, 
’34 89 3557 393 , ’4017 14201 6445 I 674 

I 7K, ar); 11.96 (S. I H, -NH-);A 12.33 (6, I H, -NH-) 
P68.3%, 171 23 

it 1.2 II. 3(1, .cH,); 3,2 (ni, 2E1, -OIL-); 3.7(&, AT, 
as 4.4 39.44, 32, 73 lIZ 3154, 6464, 66,93. 120.23, 

’CM. .., 4,2 Sq. 29  -cl-OiL-); 5.11 I.  FIT CH-); 
12056 t21,50. 12I6, 123.12, 123 58  126 .78, 27.23 

5.1 FT, Ill, -NH.); 7 0-8 ..�{s], Ill!, 6]); 11.2586, I", 
’27.35, t28. 65, 129.3 

, 132.98, 135.54, 39.34. 140.35, 

-NM.) 11.6 (5. IT. -NH-)  
16764, 168 34. 1101 , lIt.’?, 72,48 

to 1.28 t, IN, -CA)); 7.25 (nu 218, >(›K-CM3 )’ 3.72 (a, 
IN  "Cs CO-I, 4.22 of It], O’Dia-),’ 5172 liLt IT. 

Cli-); 6.70 Cd, tEl, -Nit-C’!! Cl; 1. t 0’�8 .65 Cm, Illy 
no afti nit for CCKB The best 1130 IL IN. -NI!-); t 1.90 Ia, Itl -Nil-) y ecepior. resuj I was 
obtained with compound I which has an ICo of 2.3 19 1.36 p, AN. -oH3); 3.25 t]’a, lIt, -CM, ’CH C): 4.20 OF. 
10 NI a ,aalae about Fold lower than that of the AN  -0-Cl!1-); 505 Cm. IN, -CRC); 6.60 N. IN, 

(J. 15.5 Hz); 6.70W, IN, -Nil-Cl! C); N-unsuhstituted parent mpound (compound 0) cho-
[a a 95  (LII. OFF : ad 4ff, Fill: it on (a, ( H. Sg ES reference. 

-NH-); 11.95 (I, In. .. NH .) On the contrary. ’oil he phenyl derivatives, corn-
20 I.25 23 F, 611, 2 a -CM3); 2.75 (a, 4H, Z,411,-),32  pounds 4-4, exhibit a I wer and similar aflinity for 

I
 

11.211. -CH-); 4.2 2 a I, 4 Fl, 2>1-0. Cl. 5; 5061  both receptors thus and citing a lack of selectivity. 
IN, CEt..); 675m  NONH ) 1.5-8.8 II, I lit, ’I; Moreover, the structure considered 

- in terms of II 3 tI. 111. -NH-); 119 Is  III, -NH I 
pheny) AT subslirntion nd/or dtslaoct from For an-

Abbrrmil li.i: iLl, a,o,ia–tk; hid indok; a. 111 01 5, dFI hI� I, 0, ranllie and ijimer temp on  - do not have a subs tan-
tiipls I; q, q,u till; . aauflliptet. Ii a I effect on binding a i ty. 
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Compound 9, characterized by an ahphark rhIc 4 Molreidat conducting 
chain having a second frce tarboxyt group, automotive 

on both receptors. The geometry of corn urid I depends on the or, 

It is lrtetestthg ID note that the rcscnt data, with rangeroent of the cepir anthranoyl anthranthe acid 

respect to the CCKA receptor, are closnW related to moiety: both he exyge 01 and 02 are hydrogen 

those already obsons for he same receptor with bonded to the arnitle oat p be vrtho position HI 

anthracithe acid dimer derivatives having a c-terminal aS HI, as can be ded ed from the nlcrslomic dis-- 

Tn. residue [231. names of 14 and 1.72 4. rrspeccviely (Fig. 3). the 

Hence, it may be jiikrred that the CcSpal system is tot planar. og (he plane co.itaining one 

amistoacid Wit or Trp) do not stgtcandy mod’ilerc pheu.jl ring of the dime puckered by ir with respect 

the activity since almost equipotent compounds were to the other. The then lidanine and he ndokproro-- 

obtained. Moreover, the indole moiety, appears to itt- onto groups lie on thee side ci the sInioCtire utli 

pact the heat CCK-A receptor binding affinity Mid can 
distance between the i ok and the phenyl rings of 

there(oie be coosidered he oplimuni N-terminus groupabout 
10 A Fig. 

2).The 
in these series ci communicate 

ow-energy conr movies determined [or com-- 

Finally, we have atso observed that the most RCbVC 
pound I appeared to e some common features With 
that deschbed for CC 4 $261. Therefore, a contonna-- 

corripomid (compound I) resembles sante atnIetoral tional analysis was per noed also on CM-4 in order 
features of CCK4 having these two the to compare the geomet 3 vi these two structures par-
Same 11’ and C-terminal arninoacid side chains Slid ticolarly with respect C the spatial arrangement of the 
diffning for the presence of the anthranihe acid Jitter 
instead he Met dipeplide. respectively. For this 

aromatic domains oft - N- and C-tenzsinal sites previ-
of -Asp ousl, shoiu to be c

 

all for receptor reeagltition. 
reason, we hypothesize that compound I and COCA The optimized too try of CCIC-4 obtained by our 
could Moo a ssdar rogoytogical-typc organiaration 51 conformational search as quite similar to the absolute 
though characterized by quite  e di allinities for the minimum already r rted [26j. The values of the # 
Microcode receptor aces2.3 x 0 M for con.- and V’ dihedral angle for the central residues of m e-

vers pound I us 5.0 0’ M for CCIC-4 19)).hionine and aspartat are laIizcd in the ri-helix more 
an aim to assess this act we have undertaken a 

it

val and the side chains ofti-yptophanc and 
molecular modeling study of compound I and CCK-4 pbenylalasrine are ía d on the same side of the Imp-
dictums  tide, at anawysge d tance of 10.6 A Fig, 3). In this 

TableS 
Phylicorlateral pvopertics of o,mpoiuttda 14. 

40 

sr?e 

Conp R M,tcrSs, f.muuta Mol,r.aar weigL, 14.Mn. CC) 

3-iaoIyt lm:- C,HJ0.i 574  
I JiaA’i)4-O]- 560  du ’It

546  
4 pluciwt 507  hot  
5 3-iiwititplleffyl c, EI_,M 0 51  

btp,2i4 C] FiNPi $11 4317146147 
I 4-rhloiobo,k ç N.C,1N [0, 5555  
a pl,reylt clt�iryl. 533  

503  

Cwnpcwida g-a ,,tr  ,roalsiril fro uihs,iot 
’AIVEI  1i. 
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ThIt P In bolt, races the aromalir its of the N- and C-l9nai-
ft NMR t)Mso.(f.) of c!l’POn(d3 2-, ,,aI sites approach each oth thus icdisaliog a simi’ar 

Corny S ppm) rcOyo9W0NYpe orZafllZah II. 

I 2W 0’ 2)1 -clo age 2.99 (I, 2)1. -cit-CUrt; 
3.15 her 211, i,(13-Cil-I. 4.64 Pm, 9)1, -clIc); 51 Co&frtha,,s 
4.98.8.50 On 9Th,ln 935 d IlL -*111- CH<)c 
0.79)1. Iff. -NH-- 1u4 20.78 to. IN. -NH-); 

iI courasioa, we base 01491 that coz,tloundl with 99.8$ (I, It -NU-j 
n,icromolar - aOtnity for C -K-A receptor could be ob-

2 3.6 (0. 2)1, -04478 7) 335 
limed by onchoring two ppropdae pham,-ophonc 

449 o. ’L --03 C *-8. (i.i. 
811. r); 9.9 Cd. IN NQ‘CI1<rQ)2kJR. groups on the andidmishic not dElict template. The hero 

NH Was 11.05 U. tH, -NU -J; 19.73 U. so, rtsnits wcrc obtained wit the N- md C-ienainal are-- 
-Nil-, mal.ic nags already final in the IrwWwC spath 011-

3.10 o 1K. -Cl4.-i; 4.70 far IN, -tfl C); 
705-4 65 (0, IgU, r2 9 I (d, 935, -NH-CH 

a 14* 1 
II he 41, 20. -NH- ood -240- ad). U. 90 0 111, !lC NMn asklwo4h or cn son l-
-�7*3--) 

4 3.01 ba, 291, -CM,-)’, 4.67 (rn, Its, -CU C; PP(fl) 
1.06-2.55 1A. IRU, 111.9.93 cd, IQ, -NH-CRC); 

P.82 03 CR -NH-); 2.05 (9 tO. -MEl-) I 20.49. 36,09, 37.65, 3.96. i I I )2, I 3.92, 12s8, 
I IS 0. 920 .62, lot 021.72 Ufl MRS. l23.3. 

. S 2,40 l, 311. -CU,,; 3.05 lEt -CU,-); 4,68 ts 923 .52, ThIS. 126. 4. 927.39, 27.87, 938,be. in.64. 
Ill, -C11 ’I; 7.11-9.51 1. 1 IF!, 8’); 9 C4 (4,911, 32.03. its.99.31.6, 3900. 38.41,65.00, l.34, 
-NB-CJ3C); 11.14 (a, I1I,-24M-); 1304(1, (FL 97073  172.5) 
--NH--) 

0 34.36 36.05. 5396, 101.12. II .10, U9101VA 
3.07 Cm. 713. -CH,.); 3.6’? (S. 39. -CUr); 4.s Ii. Inn, 320.70. 120 89. In .132. Iocl 23.03, slots., 
116 ilcm-3; 7.14 .5 rn, all. ,r); 9.(1 Cd, ItO, 924.58. P2&t7, I 90.12694, Into, 23.54, I32.&, 
-NV-): nii I, IM, NH)’ U.S U. 3K, -No  its  CS, C37.ITS Is IS, ISS33,16511, 968.22. 14997, 

3119 rn. 2(1. Ci1-CJi,-r. 3.68 (S. Ill. 57246 

-CUrCO--); 441 9m Ill, -CISC); 7.90-1.42 on, 3 36.P3 fl85, 902.’112.34), 19991, 120$?. Isis.99, 
734. arN 9.02 Cd. It!. -NJI-CHc); 9045 (8, 361. 929.ask P29.39, 1 11, 923.33, 913.99, 26.96. 124.89. 

-Nil-I; 9.79(0. 98, �NH -3 127 827W, I 19, 123.9& 131N.32.21.132.291, 

8 106 (is., 2K, - (:H-14 Is (in. III  -CK,-CR c I36.2, 117 57l  F 
’ R 3901 )51 dl lack .62, I 69.21. 

6.90 8, H.-CO-C_’Hi 2’- 5.1 IIi) 1)22 .959 112.44 

as. for. 8 aod 47)1 -PlO; q is IS. kill 4 36.03, 53,35 74 Ila 7% 121 IT,  I 22.1)6, (23.27. 
-NH-cUz) i0.Rgg 111. -Nh-k, 11.87 (. (II, In.60. (23.97, 1 At P27.4). 337.99, in 96, 978.Sit, 
-N14j 928.94, 93135, 2.I I2  Z5 3427. 31.67. 938 .99, 

31(m.211. Car); 13 0.. 413, 2 -Cli-); 4.7 938.98. 164.53, 66.53, 968.24, 7246 

Cm, Ia Cbl .9; 5_a; 6 I Sit 0,); 0.11 II. III, 20.62, 36.04. 53 ’20,75, 12aM, 929.53. 12238. 
23.27. (13.64, 23.70. 126 19, F 27 .42, ’27.61,121 PI  

(29.94. P29.55. 21.84.(311?. l32 45,  932.59, 934.30, 
In’ arolthtc; oO, iidol� &, *.*t; .1. dabict I. (3765, 02 all is Ili  (38.6’. 64.74. 46.47  Ia 24, 

OripOo!; 4, Ill is., m.ai,pt�t. I P44 

369)3 45.68. (2049, L206,5121,75. 113-LI., 
the Phe side chain is relatively close to the n-roIe 

.82. 
’23.60. 923.80 176 U. l26,49 (27.3l I2791, )2&13l, 

ring of Trp Oa. S A) whereas in compound I the ftidok I2&I& 928.54 (29 .99, 131 fl (31.9)5. InO, 131.69. 
ring offers its phi’ thig towards the Phe maleov ingri 659 (68.12. Q911 17246 

F}naIIy, a geometrical colupaxIsoll WE made by 30 7 36.9)0 42,65. is, 920.31, laSt. 121.is, Ifl9 
ems overlay between compound I and CCK-4. This nIl. 324.1 , 92918. 07.37, I27.93 (232)7. 928.84, 

nincriderponstors was perfo rtncd matchsng I I Soon pairs 33-36, ISP.. 932.05. 933-89, 37.41, Win (31.39. 

One hie atoms of the pyrrole r5916 of die Top and the 165j.9). 969. , P4&8L 31145 

six arontatic carbons of the P134) and the rms error in A 3602. 1182 70.29. 120.69. liter (22.07. Ui. 5, 

the overlay resulted to he 107k (Fig 4) 123.62,923-6, 123.18. 921.39, 127.55. 927.77. l.t4, 

It can be lees) ha coinpornid I exhlbfts att egte091l/e 
28 .72, 322 12035, 929.74, 32.01, 935.26’, 134.29. 
33.57. 9)8, l 142951. 6347, Italic, less 13, 11244 

overlap with CCK-4, the main difference re’arding the 

iappli4c backbone as compared with the 401 hr4oiIic 22.57, 31.4 36.92, 5329, In Is Isar.79, IV.52, 

911(1 dimer 6caffold. Ii, rat’, She three bonds Of 
923.07, Cl) 50, 126.19, 121.37, 27.92. 928.99. (28 .89, 

peptide I37o1 Is. I39.0d. 38 33, 66 .03, lig.21, don 94, 

he CCK4 seittcnce form a S-like bend whereas coin. 
, 

311n. 17 32 
909104 1 presents a sta2gertd U-shaped costforn,aliol,. 
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Far, 3. new, ica. of gy, bowcp t]1n2Y cofor!lkr r Ac-CCK4. 

riooI OURMCRORM. Melt]90 points were dttenttcd on 
’ Bikhi 5U1 arieflthg point AppOrmes, $uchi, Flawil, 
Switzerlandj and ate tmooirected. Ascending thin-layer 
chromatography (ltd) WAS performed on presoared 
silica kid plates 60117-254 Merck) Sag UV hgll to 
visualize the chrornatograrns. Proton (’H NMR, 2) 
35414) and tirbon (’3C NMR. SO MN,) NMR spectra 
were recorded on a Varian-Gernini 2000 Fourier Trans- - 
form spectromtler. Chemical shifts are reported in 
Pam per Million (ppm. .5 nails) relative to tetramethyl- - 
silanc tMed as internal aandard Splinting patterns are 
designated M 5, singlet: ci doublet; cid, double doublet; 

triplet Q. quartet; and rn malciplet. Spectral dais are 
consustetu with the assigned stnicittrcs. 

A L) .N-4nthriiiwyl-ot-phenyloirwiiw ethyl aster (Fe) 
A suspeas.ui of OL-phcnylalaxuue ethyl esler hydro-

chloride (4,59 a. 20 mmol) to Sfi ml of ethyl acetate 
was Qwdrdl card, trieah).)smine 0.8! jot. 20 mmd) 
followed by iconic anhydride 0.26 s. 20 romol). The 
resulting rnU(tuIc was flied under slitdng for 2 Ii, 
cooled to room temperacttrc (ri.) and b)!ereth, The 
nrłnic phase was thoroughly washed with I M NaUB 
12 x 50 mfl. water (2 1 50 al), dded over anhydrous 
sodium su!fate and concentrated to vatatr3. rthoralicn 
with pelroleom ether (40-70IC) afforded the analyti-
celly pore line cornpoand in 7W, 3atld. 

c 00 lAoDild-lacclain, ]it), rip. 83-84’C; ’H 
NMI& CbCI}: J VZ4 (I, 3M, -Clis); 3.21 (iTt, ZR. 
--CJ11-CEjcy 4,19 (ci. 2N, --CHrO-); 4.97 (n 10, 
,(N );  5.45 P. 2f*. -NH,); 6.32 (ci, H, -NH-); 
6.61-7.28 rn. 911, arom). ’’(7 NMR (Cud3);b 14 la, 
38 0$. 53.20. 61 W, I 15.41  116 as,  7.29  ?27 15, 
117.43, 128 60 12943, 13239, 136.04, 148.84  la 66, 

61.2 V-(N-A,fl&ime)’)) trnmrrnioyl-DL-phenvlalarrine 
elIlv( es(er (1) 

A motion, of V-antIsrariol-ot.-fleny!sla,sinie tI.hNt 
ester TO) (6.24 g. 20 mntol) to Toy in of diry. 
dlchloromethane cooled at )r was treated tIh In- - 
rlhylamine (2.81 ml, 20 mmol) followed by 2-11
royl chloride (3.70 g. 20 mmcl). The resnl(inu mixture 

stirred SI It I. for 2 h. The reaction mixture was 

washed in succession wit M NaGH (2 x 30 ml) and 
water 2 It) nil). The ci (sodium sulfate) organic 
phase was concentrated I give the orttde nitro deriva-
tive, which ins used wtl orn further purification. The 
residue was taken up M 00 ml of dicftiornn,cthaqe 
sad ue,ted with 10 of zinc dust. The reniting 
suspension was cooled a Ot and, within 10 mhi, II ml 
OC glacIal acetic sod wa added dropMse with stirring. 
The rntturu ns sttrred r 1 at r.t, and then uttered. 
The organic phase was shed with I M NaOR (2 x SI) 
ITT vater (2 c 50 ml) ed over sodium sulfate, and 
evaporated. Crystallint ii from 90% ethanol afforded 
the an;Iytically pure cc poand II it 71% yield  

R 0.73 AcOl-htx e, 1:11; top  13rC; H NMR 
(COO,) .51.2K II, 30 -CH); 3.23 m, IN,  
4.24 It, lB. ---s- 5.03 (m. Ill. -CRC); 5 7 CS, 
ZR. -NH2): 6.48-Sb rn. 1411. arorn and  
’(.62 is, 1K1 -NH-). °C NMR (CDCI,) 14.14, 
37 97, 53.48, 6.83, 5.68, !&91, 317.39, 120.29, 
12165, 122.7 126.68 I fl.28, 27.80, 228.60, 29.33, 
132.73. 1:  139.93 149.71. I6?.4. 1&471 171 .13. 

I.1.3. G,se,al p roceth4r for the sythcsis of 

girTh ’yl-o phnyk$,$)n ethyl ealer dep6,atin 
12 o,S 13) I 

A ofunc a4otol of the eorrespondin2 acid in 
00 ml of,  dichlojometharte cooled at ’-. J0’C. vas 

treated with triethylane 0.40 S. 0 Instep followed 
by isobutyl chlorof4rmate ((.31 nil, 0 ratio!). The

mixture wa4 stirred at lot for 2(1Mat arid 
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reattd droptse ’ith a solution of compound 11(4.31 as previously de,c,ibed 14 Binary, samples of 0.4 ml 
g. lOm,noQin 34 ml of dry dichloromethane. After thecontainiag 0.8 tug of was I ’14,1.2 )ntl Panama
addition was complete. he another, was shared at ri. were incubated for 30 nun 31(7 in he presence of 
for I 

I 

and than rc0uacd Par 3 i. The solvents were 1t -L364.718 (I).2 riM bay coQoent4RtiOfl) and a And-
the residue was dissolved in diciiloro- tiort of various corierutrati no of the compensate to be 

methane; the organic layer was barred 4th diluled tested. The buffer used to binding assay was 5(3 mM 
aqueous sodium hydroxide solution and with water. IS-BC’ (pH 7.4 at 3 3, 5 mM MgCI, 5 niM 
Arand (sodium stdfate). end evaporated to dryness. The djthiothwitol mg?n of bovine senan albumin and 

founded!wafounded! by cnistallization to yield corn- 034 mg/mi bacitrecia. Try samples were than filtered 
pounds 12 and 13 (Table 2). under reduced pressure is g glass æbrr 0171 fwhat-- 

nan) hlters and rinsed to r times with 4 ail of cooled 
l.4 Ueaera? procn*tre/or ’he a N1*esiY i Tds huller 50 mM. pfll 4). Hon-spcei& hiudiag a’as 

N-IN-(sibatftated,kjsithraoyi] determined in the presenc of (R,S).L-364,71 013 tM 
an,Israwyl-DL-phu,yka4aoino eMy/ crier dtri&lket losl concentration) and as always less than (11% at 
(14"JO) the coal binthng. 

A sohttiou of to mmol of the corresponding Acid CCK-s receptor aIfin, its were detennined by dis. 
chloride (03: irdole-2carbony( cluotide was prepared plaoemerit of E1J-( + y.L- 6520 from goinea pig core 
a000rding to the priredure described by Kermack it al. bral cortex mcmbrsnea as pvtwoutly descilbed by 
(27D in 30 ml of dry dichlorotnethane was gradually Chatty at al, 25), The b Cr used was 10 mM HPS, 
added to a solution ofcompotmd I] $3! y. 10 rnmol) 5mM MyCl,. I mM TA, 130 MM NaC( and 0.25 
in the same solvent (50 ml). The pH of the reaction m5 nag/S bariliatin pH 6. and the glass fiber filters were 
adjusted to its with incriminate and the ,oh4lon (Whaaian). y. displacement experiments 
stirred for 2 Is, The reaction mixture was diluted with were performed by into lion of 0,5 am of brain maim-
10 ml of dichlorornethane and washed As Succession branes corresponding to .2 net of wet risstw (200 igJml .!Iih Di N NAM, water, Or 14 BC’ and water. The protein) for 30 twin al 2 C in the presence ct!-( + )-dried (sodium .sufape) oryanic phase was rotary evapo- -365.26(1 U LM Final a itcenirationi plus various con-
rated and the residue was purified by cnjstallization to centrations of the cotnp and; to be tested. Non-specific 
yield compounds 14-20 (Table 2). binding was detetmin in the preaence of (R,S)-L-- 

General Arai for Me o’atham (j tompr!UTht 
3l5.26O (2 aM final centration) Specihe binding 

1-9 1 9 
was defined as thers clivity afler subtracting non-

A mixture of 5 mtnol of the correspr,ndiog ethyl ast speci–k binding and w s 45% of the total. 

(compounds 12-211) in methanol 50 ml) and in the 
Presence of potassium hydroxide (0.56 g. 10 tumor) was 6.3. Coa,pu,asionul As Amway 

gculiy worried for 4 Is. The solvent was removed under 
reduced pressure and the residue was taken up with Au calculations wet carried out on the l’orm of the  

water. After cooling, the solt4ion was adjusted to PH frm’pde (CCt-4) with the WH,-tennmal amino 

2-3 with diluted HO to obtain the ptecipitaiion of tire group blocked by an ably) group. 

acid (compounds 1-9. Table 5) The minimum error Y ooriformaaicws or compound I 
and CCK-4 were o mind from a contormziio,ial 

&2. Biological etv’lua’ioa search rricd out vs, h a modification of the weighted 
random Monte Carl search algorithm of Chang at a]. 

622. J291, implemented in Conformer (Princeton 

Male rats (Wistafl and niale yolnea pigs (Hartley) Srmolattotis>. 

were obtained from Charles River, Cairn, Como The dihedral enI GI -C’ r3s NI C.3-141-C4"02 

(Italy). E{1-( – -L-3647h N and P’H +)-1-36.5,260 CS-Ca N2-f{2. arid the  hs’o 0. torsional angles at 

were tiutchass l’rorn MEN Retcarcb ?roducls -ax- phenylalantne and i dotepooptonto add were selected 

elies with specific activities of 87 and 75.3 Ci/menol. for the generation C the starting geometries of corn-- 

respectively. IRS’ )-L-364,7t8 and rRS)-L.365.260 were pound I while all e P and V angles of (he peptide 

synlhesi,cd in our laboratory as previously described backbone were us for the starting geometries of 

Radioactivity wat counted with 4 tnt of Aquassare CCK-4. 

(NEN high performance LSC cocktail in a Packard the initial groni tries obtained from the algontimi 
tRf-CAR� 300 liquid sc;o,inatm were optimized firs with the MM1 forcelleld, and the 

searhcs were con ’dered complete than other 0I 
6.1.2. Bi,idbsg s’adie.v initial vonformatjo s in a row were rejected as ,cimular 

- AU eapetiments were perfoented in ripiicala. CCKA to previously form conformations, or the number of 
receptor binding of rIll-( –)-I ?34V,719  was performed consecutive minim  ad conformations which are proved 
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to bc the saint at the oonsormatio,,s previously fo’md 05? MI Ut KZ fltahcr. 3. McCoLva 7l.R. MOM. 1-0. 

reRch 2500. Two minimized confonuatioos were consid- 
if 

M]dthobAk ivazoliaoc h*cyitokia]n-R rccpto U(JL 
Mid. Clam- 34 Uri) to -150 -

Coll different the steric CDtrgICc differ by more dill 
0.5 kcai/mol or a toniozal aagk by tothonol angle 

[161 1161 J - Padic M Frtrd. 3R too, K. Mca 3- PaMo. 
rrnck, &D Boa 2. jh, 1. Sunc OwWiak bK. 

coiliparisoit thaws that CIte Cr mote USOMMI ORgies T,;wdi L Webdat, Notc ooneptuk CCK-8 cot ooL 
ditkr by more than a, tad. dci0, cod de.Iopm2I at azoliaoia d Iias a 

The geoflelnes obtained from the search %cm rehned td�ctivt, aad oraLly artir K-A MIMMIN,2. MAI D] 

by a srmieropæcal oskulation using the AMI ha,nilto- 4’ (E792 U42-lOqi 

MAD as inipkmtnttd in MOPAc-93 301 (RHF, SCF 
7) AC. Hw-acJI., B. Bhd;mo ?R. tn. M. ThtiaboIIoI.v. 

?1Ol HO. 1. Uos. IC. votht. R . Rithatt u.-M*Lhyl 
convergence I x to  

; 

the geometry optimization was aOpwUMMSMo O.Ml sad Ir Ofamommancr deRip,- 
casd out with the Paak-Ribicre algodlhm at a old cosIorus of de, IMMI, tho a3stokiaia (30-33), 
convergence limit of Ix 10-4kcal/A mat). low, 3. MCi Cbtat Z 0)53-do. 

Is) D  F(orwdi, A- nochy, C  . Clark, 1. I1ubos S)Il1co -ad 
djag 01of voaLo of tholtqttatIaia-(5(i--S3J 

R.tfeeae�s fo( coLrI oarvo* tho Coitardira MMMA I 
Mid. Clara. 20 03)67> 739.732- 

19)3. }3$(Jxa P. 2okL., B.0 I", A- Donncy. K Kally. 12-C. 
I V. M0Lç I.E. Jo’pts. HorLilbal oIypcptLdar or tt LPPCr HOOWolL IC. l]ata. RDflnreck. O.N. Woodruff. Dcvetop-- 

iatarljoc Modirw. I. I 25 U971)51?- StE aaaI of a clara of adct choEctyatotLmri Yr U not 
121 LI. I.araso. I.E. cI*Id, Ljoo sod p,cc,Ws lrkro- an (onixca hsag pOLrUI 000lyiit I’to. NIL. Aad. 

6OOiL7 O(dIoLC3flOkjLthr th d roLraJ sod pæpJaraj o Sd USA 57 (I 9 6725- 732. 
Jjsiu tct,65 11979) 20! -215. 

1101 P.R. Bode0. M- Had, hors, DL Val, DC  Horwill, 
� III Mt Vrnsnocva SM. Cotiot at. ROM 3D Osracr, alone’. D.C. Rats. Il. R o L. Safe" N. 500300-CbSSSfl, 

Siartarcl ,cqukcn,,U lbs "S."ofolioltysfobrdg 
aka’", N. WoL,drolt Cbpkvp Of.. dipcplth4 gouisls; dtiso, I’M 

. . madul 342 l9 
otail.r&, ,d joxicyIic jaoltk of aoL WDCCKA od 

0414-022 
[410 IF Stvsin1, MI. Oroacivar. C, n.rthtd IxotLita A IM, 

CCK-h aLeeIicr and rn ’ CCK-AiCC?IcE anttsod,Is. 

lapti of Fa3crea tic cod crotric arcrctioo, Ars. 7. PEaSSIOL. 217 
Mcd. CIarn. 36 09531 55 -365. 

(1969) 262-265 - [III A. Vroavs, 1. La,sioi, 
- 

r.uzicla, M Zacolcor, AL,Ilwsi,oYl-

(5? it  Irna. SkI. Sayder, Ditlinci cIiotastotiniu tc�:ptots 
arrtaasdrc &cLd a &rnpl To, tha drwk1ivaot dana tIcs 0r 

brsita sLidpool., ?,oc. Na LI. Atad. Al  USA 77 (make0  ci’oecrnIr,baau, cro$or gooda flicnnszic SI (193) 691.. 7. 
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The pre,et mvolwl reittes to Pr hetercycIio rept the group 
amthoelcoyl derivatives and niore eactIy It ariva-
tivt* 0f3.4diAydro OepIitis&tt4 34.alhydro souiuu-
Iesd 2j4lbydro benzoxazeptne tI-41 s,jbs4lwd It10 

pouLiLon 3 by red amlnoThyI that the process For pre-  
pnieg same sad the thnpe"dcel Ks thereof.. cHj 

fleaSeer, denvativca crreipon4 asote .xacily to 
the seu,rtl formol. 15 The present twentio 

c4Iy sceenute]e orges 
tI) of the Formula (I) oe 

Furthctmeru, theIS  
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20 procestcs are 
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greeter aid, obtremod, 
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vjbich: brrnOcItzeae. Ftin ot Corat4t 
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K teplestotse phau4 or ortho-ilaomflestll oseus 
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euip, at alkyl poop of I to 4 cathoit Odoer Ad W 
loy were *( 2 So404ft00 omso tt(fItIott,.35 kIw}IbbflI201 

,eeihyl 4roup or a pytidini aucleos or a cyolohexyl 
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NrrlOr �N’ 
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rc$snts a 

rCpraelts a pocp cl"wa beer the Soflowiogl amino, O’Ips each conufles 
roWluc. rir.eMi inet},ylamlbo. N.N4ikyl.thno whose alkyl groups5 eano radical5 this couc 

We cumpriK flout I to 4 ossbon atom% py,rolidinc, 
by dehydtatoti reeler

piptddàüou werp&oIbo O-.tb$) pLper 
k 

died compoutida Fern 
Ri so 
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fretted Street; therer 
WcompoundT4th 

Ru 
or by coruderusahlon 

Street however Wins sbk to aasme the auto or me-,, 
thylnlno value ’dien IC rewelnts the methyleneoxy Rut 

/ groop (CRiC) or wbeur (4, X n) a,swors th, value N 

Re roptnci,ts eithtr � hydeogen atom in the tasa RI5 

wiusreA rept usth#CIUlnP0tabsJ0Stnat0m See 
hydrogen Stain, its alkyl grotp of I to 4 oarbo stoles whera 
an aiylo*y gvoup Of Ito 4 eaten Stools OC two III- 
thoay groups us She, c.ae where ’4 repnnalta a rulinojen 912 

Amofl tI,t comptands of the tIseStiOO, thate baY 65 
W mentioned as psrdcuIflly Sercuthig these in whkli 
R repreant$ the phInyI and orthotlueroplmettyl nuclei 
and fteI the sent 

Wthcpbsnoaceod-
acid addtdout salts 

Lou reLatel to pro-

’mints offormeula: 
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in (I) txcpt for I.e afl1ho am,v, rcspco.& co th 
IN
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.eylens of tI,t tompoin,da of forula 111 

t0wI.ri B: 
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wh,rt n I. 2 or 3 and K reproeeult a phenyl or oflho tat Of, aoing, us In (vO’ pee4veIy I, 
fluorophteyl srour or by oondenntio.l ofphthelimide i r 
on FRIM nets myMts blkwed by the hsinoly.is 
or tlit nurmediatea obtained, said mesylates resulting 
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from the action of mtesyt IhIli,ch, prtreaably St he 
practce of hichylkii end in a e,eIhyjl chJnjide 

on compoiic.dt IV), whLoh (nat to rite foN 
mute (I) oompotmds in wInch A recea4flts the CR zs 
Flatly and K.pftetyl or o-Fphoayl. 

Compouoth
 

lily II obtah.ed by oxidtion, preferably in ,Nhloh I or 
by main ormangsne dionide (1dnOz) tad In I chioro As for compooftt (IV), they arc jhitd &yo,odrn-
fnrn mediem, of the comrions of formsIa ndco of z1f, jithitm dericaiWes broito*enatne or 

$ Ibromr, 2-fluor, tentene, prefer ly In eTHIc, Ike. 
oil diult with Fill, compimda oCI’o 

FIND 
Rn 

Ru cgu___iio__cceu, 

in which and CM, 

1i Ii 12 Rmi FIN) of  
obenyidfraeahyjailyl chloride itt pres4ncc ofimidIsol 

N. and tadi!nethyIrOrTnNIUaeOlel .toxtthecopowtds 
45 offoemulsi . 

hatle Fill lnmeniem.Inpa4inOI). . 
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,. 
Cam a ouitds (VI rc oInaipttd Si kd.iciofl. rY*t3 .. ... 
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or meffiyfeneosy (CHAO)gm4p cepl for ihoac CHIor is CMaO) ere obsn d by lie action or told 
in wi,icb thloridts of fore, It; 

Ri R�_ccXi lXIV) 
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IN, compounds of formula; N(CRth X by 
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The compounds of romtula XXXI) are obtamad by 
Ictioll 
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in which q, R and 93 ha.,, the aame meauius PhV I 
,iIJI XXXI). . whim 
Tha compounds of formula (XXXII) ate bbultcl by IN,I 

cyclizatioo by ly 
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TV 
3u mali)’ 

NH C 
mien 
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is TVff 
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In whicli q. K and Ks blYc c lame mnaansas aO 

.. Toriiuils O(XXIII). 
VM&Iy. the eomitouJsds If foumula XXXIV) arc 
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K sxxXv tetI.J 
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�hydr 
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. C(,mpournls <M In which 5_0 3. DtOtt 
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60 1111 
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Como resultado del examen de fonda, realizado con fundamjnto en el articuIo4S 
a Decision 486 de Ia Comision de a Comunidad Andna, Sle comunica: 

1. Docurnentas estudiados 

1.1. Descripcion: Folios: 59 a 501 

1.2. Reivindicaciones: Folios: 502 a GIl 

1.3. Datos PCT : Solicitud Internacional: PCT/US051015666 
CapfttJo Ii 
Feeha Sol. Internacional: 06/05/2005 
PubcaciOn. Internacional: W005J01 07762 
Fecha Pub. Interriacional: 17/11/2005 
Fecha (nicia Faso Nacional: 06/12/2006 
Fecha Sal. Nacional: 21/11/2006 

1.4. Rnonilled: US 80/589,510 de 06/05/200 

2. Objeto de a invencion 

Titulo do Is solicitud 

Ciortas entidedes quimicas, composicione y metodos 
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Reivindicaciones 

Reivindicaciones I a 36: Se roivindica al monies una enti ad qulmica olegida 
entre los compuestos do formula (I), formula (Il), fOrmul (Ill), formula (IV), 

2 12 

formula (V), formula (VI) y formula (VLl): 

R5 R6 R, S6 

r 

12 

5, 

R(X::WNRa R;

 

R%j�R216,
 

nil 
Rp f. 

0 Cie 

41 OR 

R122 T 
F, 

R12 

Ri, Si, 

12 T nil 

Reivindicaciones 37 a 39: Se reivindica una compoicion quo incluye on 
excipionte farmaceutico y at menus unaonlidad qulmica onbrme a cualguiera 
de las roivindicaciones precedentes. 

Sustanto Descriptivo 

La invencion Lane referencia a er,tidades quimicas mb idoras do una 0 arras
cinesinas mitOticas qua resultan Utiles pore at tratamie to de enfermedades 
prokferativas conic cancer, hiporplasias, restenosis, hipertrofla cardiaca, 
trastornos inrnunolagicos e inflaniacion. 

 �

Una vez catalogada Ia invencion esta Se clasificO an If secciOn: A  6 1< "hes 

de In Clasificacion Internacional do Patentes. 

3. Oe le solicltud de Patonte 

3.1. Reivindicaciones (arUculo 30 D. 486) 

De acuerdo con el contenido deI.capltuIpJeiindicatorio as a Superintendericia Se 
permits senalar Ic siguiente: - 

� Las clausulas 1, 7, 12, 17! 20, 24 y 25 definon Ia caracteristicas de los 
compuestos reivindicados en virtud de as estructur Maptush de rniulas 
(I), (II), (III), (IV), (V), (VI) y (VII) pero adernas incluy n Lemnos quo evocan 

las mismas, una vez Se 
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produceri las correspondientes suslituciones de fos gr pos y as sustituyen 
tones as variables &rededor de Is estructura general. 

Tel as el caso de Iaa expresiones que Se incluyen dentr de as denotaciones 
mans representatives de as radicalesRt, R,, R5, Ra, Rz, R12, Ru,, R14  R 
a continuacion relacionadas: 

.. . 

Grupo anion 
Grupo heterociclilo 
Grupo heteroariloxi 
Grupo heteroarilo 
Grupo ariloxi 
Grupo aralcoxi 
Grupo beteroaralcoxi 
Grupo arilalcoxi 
Grupo cicloetcoxi 

En consieraciOn a este hechoes preciso requeriral seno,soli tante en Josterminos 

del presente examen tecnico pairs qua identitique clara ente cuØtes son as 
� especies qumicas y funcionales qua suslituyen Is estructu a Markush y qua as 

encuentrari contenipladas dentro de los generos antes L dicados, lo anterior! 
atendiendo as normas IUPAC parala denominacion de comp estos organicos1 y las 

modalidades particulares de Is invencian qua acompanan Is emoria descriptive de 

Is solicitud, a tin de Oar cumplimientoa Ias.disposiciones no ativas del arileulo 30 
D486. 

0-Lolyl. 

Art 
Mcnosycuic and dycyoflo aromatic hydrocathcms. Ni Rule A-lU. 

HETEROARYL GROUPS: . 
The class GI lielerxyadl group, denS born hcarenes by removal of a hydrogen atom fro any fing Mom: In alfemaeve fern, is 
hman?.. E  . 2.oyridyl (pyridin .2-yl), itotal  at  

HErEROCYCLVL GROUPS: 
UnivenL groups formed by removing a hydrogen atom from any IiR Mom of a hefercoyclic csound E . 4.pyfdyl, pyrrolicLn-1-yl, 
pyrrolldin-1-yl. 

CYLOALKYL GROUPS: 
Ur,ibalent grout dens from oycloalkansa by removal of a hydrogen atom from a ring cmflrm. 

UR1. hsro:i/ww.thsrnomui.aQ.il.dIrir,s.nl2. I 
Coesa’ of class names of organic compojrtds and rearfive fnfemnediahes based on sfru4re lIUAC Rea)mmendac,s l94). 
Miso.ianeous. 
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4. Undid do Invenclón (artloulo 25 D. 486) 

El estudlo de La unidad do invencion a postefloti Is per its conoLuir a esta 
Superintendencia que existen varLos grupos nventivos ,eivin icados a Ia largo del 
pliego roivinLcatorio de los folios 502 a 511 If qua Is formula ntrica (I) no puede 
ser corisiderada el concepto comin a invontivo de Las rnodali aces do formula (II), 
(IlL). (IV), (V), (VI) y (VII) an razÆn a qua I) presents manor Co pIeidad estructuraL 
funcioriaL qua las farmulas roivindicadas par Ia quo no co arts el conjunto de 
eLementos tecnLcos invaæaWes de cures estructuras as el caso do las 
estructuras aromÆticas de fenilo y Is presence de Un grupo Ca oxamido adyacente If 

ha sido anticipado par eL eslado del arte coma claramente S evidencia a partir de 
Ise publicaciones Synthesis of N-terminal substituted a thranhlic acid dimer 
derivatives for evaluation on CCK receptors’ (Dl) y US 4431 1 3 (02), tal If coma a 
continuación as  demuestra: 

Modalidades do to nvención, 

�RI  
RI D RID 

R2 lit III 

RID X 
R R1 

, 

RIDNLO_NOH 

H 

all 
Fil R, � RI 

Ss 

� R921 
all 

Divulgación do Dl: El docuniento presents dos Series estru uraIe y el compuesto 
de fOrmuLa 10 que a continuaeiOn se relacionan: 

0 2 
1

 
(10) 

2 Vru,avas Anzonio, n 2J. S,uheis ofW-tenniLaI substituted anthranilic acid 4ner detivatives foreluafloui On 
CCK receptors II Earmaco 56 (2001) 555-564. Folios: 5I7 a 526. 

Mois’cr. Gerd, al. 2-Hdroy l)-34-Jihldrn-I .nI’ohloheny] nspthtb Lenes. uS443 I I. FoLi: 527 a 
533. 
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Estructuca TbIa (I) (1olIo 518) Estr’.ctura Tabla (II) 

DivuIgaciôn de 02: El documento presents Is estructura 

K 

NI(O 

HO(CHq 
R3 

Y Is especie qulmica de Las columnas 47 y 46, folio 532: 

HN 

Hac 

Adicionalmente, La estructura de fOrmuLa (Vise encueritra all pada en virtudde las 
ensenanzas de Las publicaciones citadas Dl y 02, par lo ue tanto el elemento 
unificadorae a fOrmula (I) coma a formula citada cumplirla a n el prosupuesto de Is 
altura inventive que dabs cumplir el concepto comün de Is enciOn, par Ill que an 
virtud do s disposiciories normetivas del articulo 25 D. 48 Se requiere at seæor 
soLicitante en los terminos del presents examen tØcnico pare que agrupe Sc, 

invencion do al manors quo cumpla con at roquisito do uni d inveritLva. 

En cumplirnienta del articulo 45 de Is Decision 466 de Is Co sian de Is Comunidad 
Andina, Se lo indica que debe dar respuesta dentro del to mino de sesenta dies 
contados a partir do Is tootle de notifica&Onlde la presenter municaciOn. En caso 
de no dar respuesta aL presents requerimiento. 0 si a esar de Is respuesta 
subsistieran Los nipedimentos pam a concesiOn, Se deneg ra is patents. 

Notitiquese �1 presents oficio oonforjj,ç a 0 dispuesto an el n rneral 5.2, literal e), del 
capitulo quinto del tLtulo Øvisr,$/ Circular UnLCa N 10 $2001. 

Aijx CARMEMZA C4PEDES DE) ERGEL 
Diroctora de Nuevas,itroaciones (o) 

ln  

El anterior orinto foe notificado per fljaciOr en lista, do fecha 



590 

540 

SUPERINTENDENCIA CE (NDUSTRA Y CO 
DIVISION DE NUEVAS CREACIONCS 

2020/ 
Bogota, D.C., Q3fl6/20I0 

(Doctors Oficlo No 7 1 
Alicia Lioreda Ricaurta 
Apoderado 

REFERENdA Radicacian 05.117693 
TrImlte 002 
Evento 001 
Actual 430 
Folios 002 

Coma resultado del examen de patentabilidad do to solicitud do p4tente do invencion No 
06 117893 ma!izado segOn el a,t/euio 46 do Is decision 486 do Is comision de Is 
Comunidad Andiria, Se notifica: 

SOLICITUD DE SUMINISTRO DE INFORMACION 

El articulo 46 do Is Decisin 466 establece qua "La Of/c/na Nast no) competente podia
requent ci b,tormo do expeftos a do organ/amos cientificos tecnolOgicos quo as 

consideren idoneos paid quo en,i!an opinion sound to patentedldad do Is invoncion. 
Asimso,4 cuando In satins convoniente, padre requerir infor$ do otras oficinas do 
propiedad industrial. Do 5cr necesarlo, a electors del examende patentabifidad 

y 

a 
requorimiento do Ia of/c/no nacion& cornpetentei.:oI sO(icitante porcionara, on an plaza 
quo no oxcadere do 3 moses, unit �0 rnÆs documentos roletivoUTIS 0 max soIicitudes 

oxtranjeras refer/dos 

total a porcialmento a Is rn/ama invenciOn qso exam/na: 
. b) colors 

do los resultados do exØmenes do novodad ode patentabilidadtuedos rsspecto a esa 
solicitud extranjera.. S/ofsolicitante no presontara Ice documenrequoddosdentrodel 

plazasoneladoonelpresenteart/cub 

íaof/c/nanec/analcompete  clenogara (a 
patentoComa

 consecuencia de Ia bUsqueda de antorioridades de materelacionada con lade a 
presente solicitud, so deterriinô que existe en el estado d  tecnica el siguiente 
documerito que everitualmente afectarlan los requisitos de patebidad do Ia 

presentesoLicitudHyun

 M. H. Improved chiral stationary phase derived f  (S)-naproxen for the 
liquid chromatographic resofution of enantiomers, Jou  of Chromatography. 
1996, voL 732, pages 209-214. 

Siendo quo is pubLicacion rferenciada hace partedel rosultado 4e1 examor, de bósqueda 
realizado pate Is solicitud WO 20051107762, equivaLente a Is 4Licitud colornbiana equl 
estudiada, y no &eiido viable a consocuciOn,do4cho articuI poi- este despacho, as 
requiere qua el solicitante, an virtudde, Io.estabiicWo en el articqlo 46 dale Decision 466 
do a CornisiOn do a Comunided Andina, proporcione as piJblic*iOfles complotas, con a 
quo podra restizarse un anØlisis absolute do to patentaiIidad de La invenciOn 



Mi 

correspondiente ala presente solicitud. 

Notifiquese & presento aficio conforme ale dispuesto an el flume I 5.2, literal e), del 
capftulo 5 del titulo primero Circular Uriioa NO 10 de 2001. 

ALJx CARMENZ,( CESPEDES DE VERGEL 
Direotora de jAvas CZ Co) 

o. 2O7 
El anterior requerimiento fue notificado pot fi)acon an usia, de fed, 

CONCEPTO TECNICO No. 2775 EXAMINADOR 
Côdigo Mc. 

La 

1 4 


