
n 

-41,409 OLARTERAISBECK 
OLAR1t RA[SSECK FRIERI MOURE & CASTRO LTDA. 

SENORES 

SUPERINTENDENCIA DR INDUSTRIA Y COMERCIO 

DIVISION DE NUEVAS CREACIONES 

S. D. 

. .... 
.......... ;Ac.iL�1N1 

F.S;.NC1UNL; 

Ref’ Expedienle N. 06-122.667
 

Salicittid do Paleote do InvenojØn tituladn, ’NUCLEOSIDOS Of 311-0-

RIBOFURANOSILTIAZOLO 4, S-d]PIRIDIMINA Y USOS DE LOS MISMOS". 

Solicitante: ANADYS PHARMACEUTICALS, INC. 

SOLICITUD DE EXAMEN HE PATENTABILifiAD SEGUN 

EL ARTICULO 44 HE LA DECISION 486 GACETA No. 583 

CARLOS R. OLARIE, mayor do edad y vecino de Bogota, D.C., identificado tal como aparece 
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DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No. 08-122667 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

� FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 583 DE 

FECHA 18 DE DICIEMBRE DE 2007 ELTERMINO HABIL SEALADO POR LA 

LEY EXPIRA EL 14 DE MARZO DE 2008 

NOTA: Dentin del plazo do los seis (6) meses siguientes a partirde Ia fecha de pLjblicaciOn 
en Is gaceta de Propiedad Industrial, deberÆ scidtar y canceler el examen de 
patentebilidad so pena do quo Is solicitud caiga an abandono, de acuerdo con lo 
establecido an el Articulo 44 de Is Decision 466/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS 

SI  NO X 
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3-9-n-Ri BO FUEAN 0 SY LIHIAZOL 0 [4,5-d] PYRIDIMINE 

NUCLEOSIDES AND USES THEREOF 

This application is being tiled as a PCT international patent application in the 

names of Deaver R. Averett and Stephen E. Webber, both citizens and residents of 

the U.S., 01127 November 2002, designating all countries except the US. 

The invention is directed to 34-D-ribofiiranosylthiazolo[4,5-d]pyndimine 

10 nucleosides and phanriaceutical compositions containing such compounds that have 

immrniomodulatory. activiw, The invention is also directed to the therapeutic or 

prophylactic use of such compounds and compositions, and to methods oftreating 

diseases and disorders described herein, by administering effective amounts cfsuch 

ooiiiij oun de. 

The last few decades have seen significant efforts expended in exploring 

possible therapeutic uses ofD- and L-puriae nucleoside analogs. A number of 

nuclooside analogs are currently being marketed as antiviral drugs, including the 

20 HIV reverse txansoriptase inhibitors (AZT, ddl, ddc, d4T, and 310). 

A variety orD- and L-purine nucleoside analogs have also been explored 

in march of immunomodulators. Guanosine analogs having substitijents at the 

7 -and/or 8-positions, for example, have been shown to stimulate the immune 

system. See Reitz et al, I. May, C/tens., 37, 1561-78 (1994); Michael at al., 1, 

25 Med. C/tern., 36, 3431-36 (1993). In other research, U.S. Patent No. 5,821,236 

to Krenitsky et at  discloses 6-alkoxy derivatives of arabinofuranosyl purine 

derivatives that are useful for tumor therapy. Also reported in US. Patent No. 

5,539,095 to Kxcnitsky at at  are inhibitors ofvaricella zoster vinis, including 5’-

0-proprionyl and 5’-0-butyryl esters of2-amino-6-methoxy-9-(-D-

30 arabinoftlranosyfl-911-purine. 7-Deazaguanosine and analogs have been shown 

to exhibit antiviral activity in mice against a variety of RNA viruses, even 

though the compound lacks antiviral properties in cell culture. 3-Deazaguatilne 
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What is claimed is: 

A compound represented by Formula 1. 

� wherein: 

5 Rt is independently H, -C(0)R3, or a racemic, L-, or D- amino acid group 

-C(0)CHMi2R4, wherein Its is a substituted or unsubstituted alkyl, and R4 is H, or a 

substituted or unsubstituted alkvl; 

RI is H, OR5, or MR6)1. wherein he is independently H or alkyl, and wherein 

R6 is independently H. substituted or unsubstituted alkyl, cycloaikyl, or together 

10 with nitrogen forms a substituted or unsubstituted heterocyoloallcyl ring; and 

wherein ifR2 is -OH, at least one of the R’ groups is a racemic, L-, or 

amino acid group --C(0)CHNH2R4; 

or a pharmaceutically acceptable salt. 

15 2, The compound or pharmaceutically acceptable salt according to claim 1, 

wherein at least one of the Rt groups is a racemic, L-, or 0 -amino acid group - 

C(0)CHNH1R4, wherein Ra is a substituted or urisubstituted all’l, and wherein the 

remaining W groups are H; R2 is OR’ or N(R6)3, wherein R’ is independently 

selected from H or alkyl, and wherein R° is independently H, substituted or 

20 unsubstituted alkyl, cyoloalkyl, or together with nitrogen forms a substituted or 

unsubstituted heterocycloallq’l ring. 

3. The compound or pharmaceutically acceptable salt according to claim 2, 

wherein at least one ofthe 1< groups is a L- amino acid group -C(0)CHN112R6, 

25 wherein R4 is a substituted or unsubstituted alkyl, and wherein the remaining R’ 

groups are 11; R1 is OR’ or N(R5)2, wherein R4 is a substituted alkyl, and wherein R 

is independently H or substituted or unsubstituted atkyl. 
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EXAMPLE SI TABLE 25 

Tormonudbas Activity of Macrophages In Mice COnShi alias COMASICAUCI Aeai sat a 5i11 V Ess O’s us 

The "MAST of compound  7 with respect to its Thirty 
TesainSenla T,at,rvat8 ts,niso,i/ Slats 
-24 hoan CAPt 036 Total (ch) PA..’(4,,,, To activate macrophages was tested by injecting CIA/  

Cal ’Ile with a single dose of corn pound 7 (2 m 
Avon 0/ 1 1°) 7.1 

= 5.5 
per ms. por USE (0) 9.5 I or 

Ci 005e) and after 24 ho,, rs the Tyrol ry of the SET... IN aesg 
Ce [Is (S C). not, adherent SC and ad harem SC was deter- Ptactbo RibasirLi 0/) (U) 9 1 s: 0.5’ 
mined, The relu]ts are shown in Table 21 10 100 a/kg 

CanSroUe4 I ashes oiis (0( 9.3 I 
TABLE 23 503 UP I 

ACE as or Shrmphsges letlnS-1n5 Cnasea,d 7 Ribav.de 0/1 (0) ’a. 2 OF G AT 

Si Iall Is I4rtnSn Of owl 7 as MCAT 100 e,Ag 001 riumpro 
aIrs; to! Date noor C, or, Aaiat. Assay 

is 

Composed I r e 3/I2 5) 11.4 – 3.IF 
Cl C'mreaSd 2/incass 4 his lost,. sitsi, lasatee cisc, 24 hds,. Is-, si,a. CUP 515 run . 

spisen CtIts (SC) Non 
-’H.11.e.iIe UasIIsss Ass- d, ts2 door :,e;tx aa,s Any iIII ::,. 

U 41 At .,.an  2.34 ss.s.nsam1iaad II Ino 
t1etsdhss-nt (SC) 

z AS 20 N 5.,4m ... se,.te:sIis, on. in pa.n.bcad dii,.,, Is-,a7sa,s 2� All :Tons c&Is 0 21 69 R: SAO i,sadi..,Iss4 n el,t.. 
n,dsoaI(s,a1n, IcB.’cyJbsas,. .nS.nad ni–l sas/oas,isIn,sapsssad 10 

’UI.IsIsaaII .is,:tss-a te .ts), diFis-isad to, tsaa_t,:Is ,.II. 
55555Al in .I�.,,. t:si Sb SInsi dIi,isa[inS..,I..,, ht’��td. whernEnd,sdhs,s-1 vAsnt,. cs.,lad fl,nrlb,lis,dIapI,ss As is ovidont from Tables 24 and 15, compound 7 in v,II:sn .aov Fls:,a (2:OF. AAu1"1vnDMPddwII1 e5.dhs-nln.II, 

111 ions t5l 5.1:. I cs s,s amps, 
i, s-eras, esics. Cy.. EST ,r a prophy Lactic mode in co abi nation with the known 

SC YCas,d SC .–saisaslsss-[yi,n.s,.,52a1 :5115:55 bm.sd’_U in rours, All 
antiviral Ribavirin, exhibited efficacy against the Lest 

15 Vtrutet. 
As it evident from Table 23 compound 7 was able t Compounds of the invention have further shown the 

ac It "t te both natural killer and adherent (a acrophage) ability to suppress metastasis in host Mammals bearing 
oil), as evidenced by the ability of these celLs to exert metastatic tumors sod in arti riciall 

y 

induced metaatatsis 
augmented cytoro xioi 21 against tumor target cell,. in such hosts. 

11 aipl es 51 and 53 the combination activity of 
30 

Ul rhUocol of Alessand ri, G  (I azzi1 K., 
compounds of the invention with the known antiviral FeLautano, P., Spreaflco. To  Garattini, S. and Man. 
agent Rod rtn sgt I nit Sat, Angelo AS and B anci IO,’ani. A.. fltdiDpeefl of CanCer. 17,651-658 LIFE the 
Vi ribs AS measured uttl Lzing compound ’in a proph y- an timetascatic actiVity of Corn pound I is seen in a Sal. 
]’Site protocol, The Ribav inn served as a furTher "’III- as coms M507 tumor System. 
ml aget, r for use in combination with the compounds of 
Ile LO vention. EXAMPLE 54 

EXAMPLE 52 
Red iac ion of Reticulum-cell Sarcoma Metaatario Foci 

Combination nation Chen, 0th erapy Against San Angelo virus Ad Fragments of rctioulum.ce]l sarcoma M5076 were 

In Mice 
introduced into mice. The animals were trea red with 
Con, pound 7 for 20 days at various dosages, After treat. 

The combination chemotherapy results OF et nat San mem, the required tissues were coil Sc red, fixed in Bonn 
onVi us in M ace are Milsol in Table 24 in ’s solution and subjected to microscopic observation 

TA LE 24 45 to ensime rate met a sta tic Inc i. The resuLts are shown in 
Coahinatisli Cht:,lo,bsmsm. Ali San able 26 as the no other of metastatic fee i I’d table 27 aa PC A!etn vim,5 

Tsmttnsn La 
So myiea,s/ Stats susnivet the number of mice with metastatic 

foci. In table 26 
-04 no nay. 0_S Total (IrA TimS (D.) bosh he nfl ngc and the med ian number of foci for each 

attic, 1/th Cl 8.3 – t.5’ 30 
test group is indicated. 

Cl’mpo,nd 
2 

t5)  doing 2/ 6 
ii’ 

914, .6 TA SLE 26 
Rsaa,:de 

(T0) (/tt (20) 9.0 – 1.1 
Sriisa Ribasi In (23) 9/ L (56)’ 

s.1 1 07 M(tural it Co.) Feraed Is hess And Lisat 
Cotaesa ad 

0) 

Ribsvi,{o (50) O/Ls (I0)’ a  – 2.1 te Resatess to R.tissJaa.ra( 
I Lamoema M 5076’ 

Cosa pe,:,l 
Ii’) 

RICE 
I 5) h/IS (35) 10. t – 2.6 Neater or M:l.,talie AT 

55 
ITS’ 11 01 nospsn,d I.e:.. 11 555n wrn,ev,,aa isdosi.. I, 10: T:e.lsa,s!, as Ub no C-ru On 

F nov In, 1 d.8.sn.FIAT 
2 no, p,s.,:ola °’°a5 t.::ns Liner 

"In io,,hn, dud. (ag/k5) M,diaa 
Ass, Media,, tuae 

0 15 (9-30) 134 
and C 0.0 tia 

(I-]’) I IF C –01s( Sluclesplin31 in .USt eslasaissahy she tnnn.siI.d Pi.h.,, 
CI !n’i. 60 (01I1) 

61 
lIp C 0001b (0-29) 0 (PC 0.rC318 (A 1) 

As 0 I C 0.0011) 10-41 0 is C t.02091) 80_ni 
EXAMPLE 53 .�r.n(,a0l,eIlio.II ytsutola IdsacIaC’as-plss’vd�ss Ira 1.1: 

ntea 2fSDFI Re I,ois,s,di5 ssIos (’lsd’is-.sldsatsa,,,:,i: 1504135 u.n. 
Combination Chemotherspy Against 

E Virus Tobias ate UsIio.,,d on siC 9.4. .1501 Tosonsa :s4b’. C50104 saiss 
Infection In M’ 65 1O.0–} (alesorranel d,Iloe.edon Ifl5 sacs 

I Sane, CondonetC aid Ur III slid Too ls,,s, s. qd Or on 1.18 
The 

cmul chemotherapy results against Banni ’cap psasd 
irus tnfeot ion in mice are shown in Table 25. 
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Como resuLtado del Examen de Fondo, realizado con fundamento an el articulo 45 
de Is Decision 486 de Is ComisiOn de la Comunidad Andina, Be comunica: 

Documentos estudiados: 

Desoripcion: Folios 144 a 346 conic Se radico inicialniente. 
Reivindioaciones: Folios 347 a 355 come Se radico inicialmente. 
Prioridad: Junlo, 7, 2004 

Objeto de Is lnvencion 

Titulo de In invenciOn: ’Nucleósidos de 3- beta DribOfuranOsiltiaz0l0[4,5-d]Pirimidina 
y uses do los misnios. 

Problems Teonico Planteado: Necesidad do analogos do nucleasidos do purina 
con disponibilidad oral, tolerabilidad y adrninistracian niejoradas  qua seen utilizados 
pare que Sean utilizados rare modular aspectos del sistema how no. 

SotuciOn: Proveer nucleOsidos de 3- beta-D-ribofuranosiltiazolo[4,5-D]pirilliidirla de 
acuerdo a Is formula I, profarniacos, metabolitos, solvatos farrnaoeuticamente 
aceptables de los miseries 

IPC: C07H 19/24, A61   31/7052 

Excopciones a Is Patentabilidad (Ad 20 D 486 Literal d) 

Las reivindicaciones 15 - 20 as refieren a metodo de tratamiento, deben ser 
retiradas del capitulo reivindicatoric. 

Analisis de Is Solicitud de Patente 

Reivindicaciones (Art 30 D486, Art 22 PCT) 
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Clarjdad y concision : La reivjndicaciOn I reclama compuestos de acuerdo a Is 
formula I sin definir clararnente algunas porciones deja molecula. 

En ci folio 347 y 346, es eviderite que las porciones de algunos radiosles nose ban 
definido conoisamerite. raE as of case de R5, of cual es definido olaramente pero 
los grupos que a su vez no sustituyen a dioho radical no son definidos par el 
numero do Stomos carbonos qua contienen, como ejemplo so citan: -NF-I-alquilo, - 
N(alquil)2, -801 arilo. 

Es necesario qua of solicitante restrinja debidarnente of aEcance de las definiciones 
dadas pare Is formula I an Is reivindicaoiOnl 

Determination del Estado de Ia TØcnica 

El Estado de Is Teonjca se determina con base an la fecha de prioridad: Jun10! 7, 
2004 y se encontraron los siguientes documentos qua anticipan of objeto be esta 
solicitud: 

[torn Docuniento Titulo Roche do 
PublicaclOn 
Jun 5, 2003 Dl W0031045968 

#-beta-rtoturanosylthiazolor4.Sdjpyrimidine 
nucleosides_ and uses_thereof  

Inmune sysom enhancing 3-beta-D-
02 1JS5041426 

ribofuraznosylthiazoiof4,&Jjpjmm?Uthe nucleosides Ago 20, 1991 

.._k?4 ni.  

Anilisis do Patentabilidad (Art 14 D486) 

Novedad (Ad 16 D486) 

La reivindicac[an 1 presents oompuestos S acuerdo ala formula I, an donde Ria, 
RI by RI   son independientemente H, -C(0)R3, un grupo de amirioÆoido raoernico, 
L-, 0- 0 -C(0)CH2NHR4, -C(C)CI-l(C1-Baiquil)NHR4, 0 RIb y Ric son 
colectivamente -0(0)-, los cuaIesjunto con los atomos de oxigeno forniari on anillo 

10 de carbonato de cinoo n,iembros; Ic domes oomo an of folio 347. 

Dl revela nucleasidos do acuerdo a Is formula I y cornposiciones farmaceuticas qua 
los contienen an donde Be define concisamente code uno its los sustituyentes RI 
R2 S esta molecula. (Reiviridicacion 1) 

Caracteristicas esenciales do Is Solicitud 

V es H, 0R5 6 NI R6)2 SI (reivnd icaciOn 1, pÆgi no 47) 

Rio, fro  Rlcson H,-CQ)R3,gru too de I ... ............. 
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En cuniplimiento del articulo 46 de la Decision 486 de la Comisión de la Comunidad 
Andina, Be le indica due debe dar respuesta dentro del termino de 60 dlas contados 
a partir de la fecha de notiflcacLan de Is preserile comunicacion. En caso de no dsr 
respuesta al presente requerirriento, 0 sr a pesar de la respuesta subsistieran los 
impedimentos pare la concesiOn, Se deriegarØ la patente. 

Notifiquese el presente fi lo conforme a Ic dispuesto an el numeral 5.2, literal e), 
del capitulo qu/,7tui primero de Is Circular Unica N 10 de 2001. 

ALIX CARM$1ZA CESPEDES DE VERGEL 
Directora,A1uevas Creaciones (C) 

El anterior requeririiierito tue notificado por fijacion an lista, de fecha 

CONCERTO TECNICO EXAMINADOR TECNICO 
NUMERO: 564 codigo:202092 

S 


