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ANEXOS

———

Comprobante de pago de la tasa de presentacién de la solicitud.

Documento que acredita la exdstencla y representacién legal cuando el solicitante sea persona juridica.
Poderes, s] fuere e} caso.

Documenta de cesldn del inventor al solicitante o a su causante.

Declaraclones.

Copla de la solicitud Internacional. (Resumen, descripcén, relvindicaciones, dibujos).

Traducclién de Ia solicitud Intemacional al castellano. (Resumen, descripelon, rel\;lndlcaclons, dibujos).

Copla del examen preliminar Intermacional efectuvado por la Autoridad Intemadonal de Examen Preliminar
(1PEA).

Traduccién del examen preliminar intemacdional efectuado por la IPEA. :
De ser el caso, copla del contrato de acceso.

De ser el caso, documento que acredite la licencla o autorizacldn de uso de conocimientos tradicionales de las |-
comunidades Indigenas.

De ser el caso, certificado de depdsito del matertal bloldgico. ;
Arte final 12 x 12. - [
i
1]

De ser el caso, Informacién sohre otras solicitudes de patente o titulos obtenidos en el extranjero por el mismo
ttular o su causante, relaclonadas pardal o tntalmente con la Invendén de esta sollcltud.

De ser el caso, modificaciones efectuadas a la soliclitud Inbemacional.
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@ Sollcito la conceslén de la patente,
NOMBRE:_ CARLQOS R, OLARTE

|
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NIT : B00176089-2
RECIBO OFICIAL DE CAJA : & - 87,775
FECHA + MOVIEWBRE 10 DE 2004
e CONSIGNACTION il
DEPOSITANTE TIPD PABD BANCD CUENTA No. PAGD FECHA PSO Vr. PABD
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SON: CUATROCIENTOS VEINTIBOE MIL PESOS
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Traduccidn oficial del Inglés por Marlén Neira Castro, resolucidn 2117 del
Ministerio de Justicia de Colombia

APOSTILLA EN PODER DE REPRESENTACION DE
SNITHKLINE BEECHAM CORPORATION

PODER DE REPRESENTACION
Bivinglie inglés- espaitol otorgade en Brentford, Middlesex, Inglaterra el 13 de
agosto de 2003 y f'irn!ado por Peter John Giddings, Apoderado y Funcionario
autorizado.
Certificado de Notario De Pinna en espafio] cert1f1candp que Peter John Giddings

es apoderado de Smithkline Beecham Corporation, firmado por James Kerr Milligan.

APOSTILLA
(Convencidén de 1a Haya del 5 de octubre de 1961)
1. Pafs: Reino Unido de Gran Bretafla e Irlanda del Norte
- Este documento Piblico
2. ha sido firmado por James Kerr Milligan

3. Quien ejerce funciones de Notario piblico
4, Lleva el sello del Notario piblico
CERTIFICADO
5. En Londres
6. E1 14 agosto 2003
7. Por el Secretario de Estado Principal de su Majestad para Asuntos
exteriores y de 1a Mancomunidad
8. No. G229470

9. Gran Sello de 1a Oficina de Asuntos exteriores y de 1a Mancomunidad
10. Firma legible de J. Garbrah- Por el Secretario de Estado

§1 el documento se usa en un pafs que no pertenece a 1a Convencién de 1a Haya del

§ de octubre de 1861 debe pasar por la seccién consular de l1a Misién que

reprasenta el pais.

Es traduccin fiel de) inglds, con copfa srchivo para confrogie

Modu Mz €

Marlen Meira C

MARLEN NEIRA CASTRO
Traductor e Intérprate Cicial
Inglés - Espafiol - Inglés
Jhsolucién No. 2117 del 7 Oct 1987




. DE PINNA
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Yo, el infrascrito, JAMES KERR MILLIGAN, Notario Piiblico de la Ciudad de
Londres, Inglaterra, por la Autoridad Real debidamente admitido y juramentado,

CERTIFICO:

QUE es auténtica la firma “P. Giddings® suscrita al pie del adjunto Poder, por ser
del pufic y letra del Sefior Don PETER JOHN GIDDINGS, cuya identidad me
consta, Apoderado de la corporacién denominada “SMITHKLINE BEECHAM
CORPORATION", corporacién legalmente constituida y existente de acuerdo con
las leyes del Estado de Pensilvania, Estados Unidos de América, con domicilio

social en 1, Franklin Plaza, Philadelphia, Pensilvania 19101, Estados Unidos de
Ameérica;

QUE el citado Sefior Don PETER JOHN GIDDINGS esti debida y
suficientements autorizado para firmar documentos de esta clase, en virtud del
Poder otorgado en su favor por la referida Sociedad fechado el 11 de julio de 2002,
copia del cual he tenido a la vista.

Y QUE los objetos para loe cuales se otorgd dicho Poder se encuentran dentro de
los objetos o actividades de la citada Sociedad, de acuerdo con la Escritura
Constitutiva y los Estatutos Sociales, los cuales he tenido a la vista.

Y PARA QUE CONSTE donde y como convenga y fuere necesario expido el
jpresente Certificado que firmo y sello en dicha Ciudad de Londres, el dia de hoy
3-;;~ ece de agosto del afio dos mil tres.

Iln.'l!lll=
DEPINNA
85 Plasnliily Lomdon WJ OLJ
Tolaphan+44 {330 THE SO0 Farnlally +4 G350 TRE 0008 DX Mo, AS581 Pleenilly §



~

ATOSTILLE
(Hague Convention of $ October 1961 / Convention de La Haye du 5 octobre 1961)

UNITED KINGDOM OF GREAT BRITAIN AND NORTHERN IRELAND
Country: United Kingdam of Great Britain and Nosthern ireland
Pays: Reymmme-Uni de Grande-Bretagne et d'Triande du Nord
This public document / Le présent acte public

Has been signed by James Kery Milligan
u &t pignd par
Acting in the capacityof Notary Publle
agissent en qualitt de
Beary thaseal/stampof  The Sald Notary Publle
ext revittu dn scesuhimbre de
Cartificd/Attestd
ot Londonfk Loadres 6. theflc 14 August 2003

by Her Majesty’s Principal Socreiary of Stie for Farcign and Commonweslth Affalr /
par Jo Secrétaire d"Biat Principal de Sa Majesté sux Affuires Etramgires ot du Commonwealth,

‘Numbezisous No G229470
Samp: . .- 10. Sigeature:  J. Garbrah

gL

For tha Secretary of Siute / Pour s Secriseive &'Eant

ry which is nat party o the Hague Conventlion of 5 October 1961,
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/ OLARTERAISBECK

/r OLARTE RAISBECK & FRIER, LTDA.

. LEGAL & PROFESSIONAL SERVICES

WorLD TRADE CENTER —~ TORRE C
CALLE 100 No. 8A-55 P10 10
Boacora, CoLOMBIA
TELEPHONE: +57-1 838-8200
Fax +57-1 538-0201

www.olarteralsback.com

Power of Attorney
The undersigned,

domiciled in

Poder

Bl guacrito,

SmithKline Beecham Corporation

domiciliado en

One Franklin Plaza, P O Box 7929, Philadelphia, PA 19101, United States of America

by means of these presents hereby grants to Carlos
R. Olarte, J. Ian Ralsheck and Ana
Maria Frieri full and sufficient Power of
Attorney to file, prosecuts, abtain, defend and
enforce any and all of the company's Patents,
Utility Models and Industrisl Designas in the
Republic of Caolombis, to which end it empowers
them to take all stepa necessery before any
administrative or judicial authority of any class for
the objects stated, to file petitions, appeals, replics
and oppositions, pay taxea and anouities, request
testimonies, receive documents and securitics,
abandon applications and collect refunds, Sufficient
power is hercby granted to receive notifications on
behalf of the Company, to canfer powers on those
who are to represent the company judicially and
extrajudicially, io answer in court in the mmtter of all
claims and demands that may be presented in
connection with the objects stated, giving them
likewise power to substitute thess presents and
revoke such substitutions.

Signature/Firma:

por medio del presente otorga a Carlos R.
Olarte, J. Ian Raisbeck y Ana Maria
Frierl poder especinl, amplio y suficiente para
presentar, tramitar, obtener, defender y hncer
respetar todas y cunlquiera de Patentes, Modelos
de Utliidad y Disefios Industriales de 1a
campaflia en la Repiblica de Colombis, & cuyo
efecto los faculta para dar todos los pasos
necesarios ante cuslquier autoridad administrativa
0 Judicial de cualquier jerarquia para cumplir con
lo encomendado, clevar solicitudes, apelaciones,
Tespucatas y aposiciones, pagar impuestos y
anunlidades, solicitar testimonios, recibir
documentos y valores, desistir y percibir. Se
concede poder bastante pama recibir notificaciones
& nombre de la compafia, otorgar poderes a
qulenecs vayan a representar a la compafiia judicial
y extmjudicialments, responder en juicio a todas
las reclamaciones o demandas que por motivo de
lo encomendado so presentaren, dindoles

asimismo facultad para sustituir el presente y
revocar dichas sugtitaciones.

Date/Fecha: 13 August 2003

City,Country/Ciudad Pais: Brentford, Middlesex, England

Peter Ioh@DlNGS ‘u Attorney and Auth s

‘;:'..
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For receviay Offica a ouly

PCT

REQUEST

Internationa)

The undersigned requests that the present
international application be processed
according to the Patent Cooperation Treaty

International Application No:

Name of recelving Office and "PCT hternatianal Application®

P51358

APPICENT'S OF ageat’s file reference

Box No.1 TITLE OF INVENTION
PEPTIDE DEFORMYLASE INHIBITORS

Box No.II APPFLICANT

Name and Addresy: {Fanily aane followsd by given name; far « kegal ansity, full afficial duiignaden. The

sddrexs st include ende ol courmry. TAw counwry of the address indiamed in MU Box it the
w?mmﬂmpqmmvumqmmﬂ‘u inicused below) Telephone No.  610-270-5019
SmithKline Beect c ration Pacsimile No. 610-270-5090
One Franklin Plaza
Philadelphia, Pennsylvania 19103
United Sintes of America
State (i.e. couniry) of miianality: Staw (Le. country) of residence:
United States of America _ United States of America
Thiz parsen Is applleant ] ‘al Gigmaiad Stxtem o United Siates T Ul
or B purpasn of D ] ncupt e Uslipel Stucay of D oF Aseprics anly D tor Gappiamentsl baz
Box No. Il FURTHER APPLICANTS ANIVOR (FURTHER) INVENTORS
Name sod Address: {Fanily e followed by givn nomy; for s legal ansity. il official designasion. The ‘This person Is:
wckirvss must incinde pasenl cods and name of countyy. Tha conntry of the aukiress indicated in thiz Bas is e .
applicanr's S (ths s, conatvy) of rasidence {f e Shur of rexidescy is indicated below.) Dlnllmﬂll.v
r': -
Aubart, Kelly M. [ sovticunt ant e
1250 South Collegeville Road [C)inventor onty (i shis check-bax is marted, de
Collegeville, Pennsylvenia 19426 not fill in below)
United States of America
State (Le. country) of nationality: Siate (Le. cowniry) of yesidence;
| United States of America United States of America
This paveen s spplicant all dasignated T ] e Unitmd States S e inficnind fu
ov tha parpoem of Suntes D axcapt the Usited States of ol Amieries saly D i Supplamantsl box

Further applicants and/or (further) inventors are indicated on a continuation sheet

jox No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR COR

The person identifled below is hereby/has been appointed & ast on behall
of the sppli s) before the Internotional Authorities aa:

:g:nl Dmmwmivu

s inclngle pastal code and neme of country)

Simon, Soma G.

SMITHKLINE BEECHAM CORPORATION
Corporate Intellectual Property, UW2220

709 Swedeland Road, P.O. Box 1539

King of Prussia, Penngylvania 19406-0939
United States of America

Name and Address: {Family aame foliowed by givea nome; fur & legul extity, full officiel designation. The ackirsss

Telephons No.

610-270-5019

Pacsimile No.

610-270-5090

Agent's Registration No. with the Office:

instead to Indicate o lal address to which should be sent

Address for corresponsdence: Mark this check-bax where no agent or common representative ls/has been appointed aod the space sbove is used

Form PCT/RO/101 (first sheet) (March 2001; reprint January 2003)

Sce Notes to the request form
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Sheet No, 2

| Continuation of Box No. ITI FURTHER APPLICANTS ANIVOR (FUR INVENTORS

I none of the foBowiag sub-Baxes it ared, this sheet it not to bt incinded in the request

Name and Address/Family sswe follewed by given name; for s legal sntity. falf afficial designadon. The sddres | This person ia:

[ > 7] . in ;]
;::rl:h::-l”:u:ﬂ vttqqﬁc-ﬂzdﬁ““‘h,‘ﬂ tiis Box Iv che applicant D anly
‘ .

Benowitz, Andrew B. [ picant s rvense

1250 South Collegeville Road [linvestor only (i shis eheck-bax is marked.

Collegeville, Pennsylvania 19406 do nos fill in beipw}

United States of America

State (Le. cownry) of nationality: State (Le. country) of residence:

United States of America . United States of America

ET I = Guigmaterl Haies encapt e = tha Usitad Stals The Staten inficind (5

o the puirpams of Stats [To ey S p—— of Acenrien saly T ————r

Name ond ASdress{Family aame followed by given name; for o kapal entiry, Jull ficial derigrarion. The méress | 1his person is:

Inciude code and courtry. The commry of Wor ackirexy indicared in thix Bax is she opplicenry

..I::mm. ﬂ;.;m'&f.myma&hm; sl Dlpplm oaly

Christensen, Siegfried B., IV, [l sprtcan st ivezoe

1250 South Collegeville Road [l iaventor onty (17 shis check-bax is morked.
Collegeville, Pennsylvania 19426 do not fill n below)

United States of Americs

Swe {Le. counrry) of nationality: State {Le. country) of residence:

United States of America ____ United States of America

o= [ e [ e S [ e |

Namo and Address/Famdly name foliowsd by givea maaw; for a legal emilty, full official devigration. The asldrezs %Illl person is:

wourt Inctuds pasial cody and aome of coustry. The couarry of the odkiress indicated in this Box Is ihe applicansy

State (ot &, counrry} of rexidence {f ne Swate of residence is indicaced beiow.) Dw anly

Karpingld, Joseph M. - . .

1250 South Collegeville Road (3] piicar s i

Collegeville, Pennsylvania 19426 [Jinventor caty (if shis chact-box tr marked, do
United States of America not fill in below)

Senee (Le. country) of naionality: United States of America State (Le, cowniry) of residence: United States of America
[~ Tiie porven o appiict i dmigunind wll deigeated Btains smrnpt o] Uil i T T 113
i e purpasn o Sunm s Umtndl Smtey of Amarien (30 of Amarten anly D Supylumvatst b

Name and Address{ Family same folimwed by given name; far a lagal sraity, full official dasignation. The scidvers This person is:

magt inclmie possal code and name af courery. The country of the adkivesy indicated in this Box Iy the applicans’y

Sacte (i is, country) af residence f no Sata of restdence I indicused beiow.) Dlm“ﬂﬂlllllr

Lee, Jinhwa %)

1250 South Collegeville Road €] sprpitcst o tovenre

Callegeville, Pennsylvanla 19426 [l imvenstor onty tif this chect-box is marked.
United States of America do not fill in below}

State (Le. cowury) of nationality: Korea Stuie (Le. counsry} of residence:United States of America
[ Tieia puvess & appiicant " o duigunted w5 Aipanied Stales wenp T Uniind Sacen Tioe States Inicaind In ha

for b Py of D Biates D e Uil Blnten. of Amsivicn § 7 ey w——p— Soppiassntsl b

Name and Address( Famity sany fullowed 5y given same; for « tegal eniivy, full qificial desiguarion, The addvess -ﬂﬁmil:

mas inchale postal cods snel name af country. The cousiry of the asldrers Indiceted in this Bax v the apgliceu’s

State (et ls, country) of reticence if ne Sinie of residence [ indicasnd below.) Dlwlmﬂb

Silva, Domingos J. .

1250 South Collegeville Road [EJoppiicont an e

Collegeville, Pennsylvanis 19426 [ tuventoe oy cif s chect-bax is marted.
United Siates of America do not fill In below)

Stalo (Le. couniry) of nationality; Brazll State (Le. couniry) of resldence: United States of America
e N | T[] e

Forther npplicanis and/or (Turther) inventers nre lndicsted on a continoation shest

Form PCT/RO/101 {continuation sheet) (March 2001; reprint January 2003) See Notes to the request form




Sheet 3

| Bex No. V__DESIGNATION OF STATES ]

Thfnlll:'vmld-:mlin-ueluebymnnuﬁ!nhtﬂﬂfuﬂhwmnbkmt-hm:ﬂhmmmum-hd).-

Reglonal Patent

EAP ARIPO Patemt: GH Ghong, GM Gambia, KE Kenys, LE Letotho, MW Malawl, MZ Mozakigque, SD Sudan, SLSlerma Leoe, SZ Swaziland |
ﬂUniﬂlepubﬂ:rgrm UG Uganda, ZM Zambia, ZW Zimbaobwe and any other Stare which is a Cantractiag Stese of the Harure
Protoco] and of the

REA Rurasian Patent: AM Armenia, AZ Axsxbaijan, BY Belarus, KG Kyrgyzstan, KZ Kassleston, MD Republic of Moldova, RU Rmtsian
Federation, TJ Tejikistan, TM Turkmen!isten, and soy other State which is & Contracting State of the Burasian Patent Convention snd of the PCT

EEP Eurepean Patent: AT Aumrla, BE Beigium, CH and LI Switzezland and Liechtenstein, CY Cyprus, CZ Czech Republic, DE Genmany, DK
Denmark EE Estonia, ES Spein, FI Finland, FR France, GB United Kingdom, GR Creece, IE freland IT Raly, LU Luxembourg, MC Mansco,
NL Nethertands, PT Portugal, SE Sweden, 81 Slovenia, SK Slovakia, TR Turkoy and any other Suds which 12 a Contracting Saste of the
Eurcpean Patent Convention snd of the PCT

@OA  OAPI Patent: BF Burkina Faso, BJ Benin, CF Central Africen Republic, CG Congo, CI Ciw d'lvoire, CM Camervon, GA Qebon
GN Guinea, GQ Bquaivriol Quines, GW Ouinea Biasan, ML Mali, MR Mawritania, NE Niger, SN Senegal, TD Chad, TG Togo, and any other
Staze which Is a member Staa of OAP1  and o Contracting Sinte of the PCT (if other kind of protection or treatment desired, specify on domted

Natioos! Putent (If other kind of protection or trestmens desired, specify on doited ine)

8 AE Unlted Arob Emirtes OGR Ghaa BNO  Norway

EAG  Antigus and Barbuda OGCM Gambis ENZ  NewZeuload
EAL- Albania EHR Croada BoM Oman

OAM  Amenia EHU Hunguy BPH  Philippines
OAT Ausmia mip Indonmtia mPrL Poland

BAU  Austalia an Israel orr Portugual

OAZ  Azwbuijen BN Inda BRO  Rommia

BBA  Bosniaand Heracgovina B  Ieland ORU  Rumian Foderasion
EBB  Barbados nJe Japan ESC  Seychelles

OBG Bulgwia OKE Kap Osp  Sudamn

@BR Bl OKG Kyrgyotn OSE  Swedmn

OBY  Belsanyg EKF Democmiic Feoplcs Republie BEG  Singaporn

EBZ  Bell= of Korea -} Slovenda

EBCA Camda B KR Republic of Kares OSK  Siovkia

03 CH & L1 Switzeriand und Linchrensiein OXKZ Kezskhewn osL Siosro Lecne
EBCN Chim BLC  Saint Lucia OTI  Tejikletan

B OO Colormbia MLK  Srilasks OT™M Tukmenistn
WCR CostnRics ELR Libers BTN Tumila

BCU Cum OLS  Lesathe OTR  Torkey

0OCZ  CanchRepoblic WMLY Lithuania WTT  Trinidad and Tobaga
ODE  Germany OLU  Luxembourg OTZ  Unised Republic of Tenzunla
ODK  Denmack BLY Lavia BUA  Ukmnine

mDM Dominies BMMA Maccco . QUG Ugiods

BEDZ  Algeia COMD  Republic of Moldova BUS  Uniwed States of America
WEC  EBrousder @MG  Mudagascar EUZ  Usbekigan

DOEE  Estonia @ MK The Former Yugoslay Republic EHYN  Vietram

OES  Spain of Macedonln BYU Yugoulavia

DFT  Falod BMN Mongolla BZA  South Aficn
OGP  United Kingdom OMW  Malawi OZM Zambia

HBGD Gresada EMX Meico OzZw  Zimbobwe

EGE Georgin OMZ  Mozamhigque
gﬂmummmumqmmgnm“ummmnmmemuanm:

O a a

Precastiomary mlul.-u-h-ﬂhlh&nm-ﬁlbwu.hiwhnnb-l-udwluhtl&)dlulﬂu-&hw-ﬂhm
u-ururcruupn-upd-mor The applicant declerss that those sdditiona] designations are subjeet tv confirgmtian and that oy desigemion which i
mmhlhnhﬂﬂnlhnnﬂ!nﬂhh-uﬂﬁyhhnhw"mwmwhn-llluphnlnuﬂhldnhl-l.fwn-&n
of & deaignation cantistt of the filing of & notice Specifying that detignarion ssd the payment of the dex'ganiton and corglrmation feer. Confirmmelon st reach the

| receiving Offce wihin the 13- sime timis




Sheet No 4
| Supplemental Box _ If ke Supplemantal Bax ir mot uved, this sheet #eod not be incinded in the reguest

I. If. in any of the Boxes, the space is insufficisat to furnish all the information: in such case, write "Continuation dBuNa...'{himn
the mumber of the Box] and furnish the informarion in the same mannar as required according io the captions of the Box in which the
space was ingyfficiens; in particular

{i) {f more than two persons are involved ay spplicanty and/or Inventors and no "continuation sheet” is available: in such cags, write
"Continualion of Box Ill” and indicate for each additional person the same iype of information as required in Box No. IHl. The
country of the address indicated in this Bax Is the applicant’s Sete (that Is, couriry) of residence if no State of residence is indicated
below;

{ii) if, in Bax No. Il or In any of the sub-baxes of Bax No. 111, the indication "the Siates indicated in the Supplomantal Box” is checked:
in such care, write "Continuation of Box No. II* or "Continuation of Boax No. HI” or “Continuarion of Box Nos. Il and No, Hi” (ax the
case may be), indicate the name of the applicani(s} involved and, nexxt to (each) such name, the Siate(s) (and/or, where applicable,
ARIPO, Eurasion, European or OAPI paient) for the purposer of which the named person ix inventor;

(iii}if, in Bax No. I or in any of tha sub-boxes of Box No. 11, the inventor or the inventor/applicant is not inventor for the purpeses of all
designated States or for the purposes of the Unitad States of Amarica: : in such case, write "Continuation of Box No. II* or
"Continuation of Box No. llI" or "Continuation of Boxes Nos. I and I/II” (as the case may be), indicase the name of the inventor(s)
and, next io (each) such name the State(s) (and/or, where applicabls ARIPO, Eurasian, Eurapean or OAPI pasent) for the purposes of
which the named person ls inventor;

(iv)if; in addition 10 the ageni(s) indicated in Box Ne. 1V, there are flurthar agenis : in such case, write "Contirsation of Bax No. IV™ and
indicate for each further agent the same type of information as reguired in Box No. IV;

{v) if\ in Bax Ne, V, the name of any State (or OAPI) is accompanied by ihe indicorion “patent of addirion, " or “certificate of nddition,”
or {f. In Box No. V, the name of the United Siates of America is accompanied by an indication "Continustion” or "Continuation-in-
pert”. in such case, write "Continuation of Box No. V* and the name of sach Siaje involved (or OAPI), and gfter the name aof each
such State (or OAPI). the rumber of the parent title or parent application and the dote of grani of the pareni title or filing of the parent
application;

{vi)if; in Bax VI, there are more than three earilar applications whose prierity is claimed: in suck case, writs “Continuation of Box No.
VI*" and indicate for each additional eariisr applicasion the same type of information as required in Box Ne. VI,

(vii) If, in Box No. Vi, the exrlier application is an ARIPO application: in such case, write "Continuation of Box No. VI”, specify the
number of the item corresponding io that sarlier application and indicate at least one couniry parsy 1o the Paris Convention for the
Protection of Industrial Property for which thai earfisr appliecation was filed.

2. [f, with regard to the precautionary designation ststament contained in Bax No. V, the applicant wishes to excluds any Seare{s) fram
the scope of that siatement: in such case, write "Designation(s) exciuded from precoutionary designotion siniement” and indicate the
name of two-letter code of sach Stale 30 axcludad

3. [ftha applicant claims, in respect of any designated Office, the benefits of provisions of the national law concerning non-prejudicial
disclosures or exceptions (o lack of novelly: in such case, write “Siatement concerning non-prejudicial disclosures or exceptions io
lack of navelty” and furnith the statamers below.

Continoation of Box No. IV:
Dinner, Dara L.

Dustman, Wayne J.
Fedon, Jeson C.
Furman, Theodore R.
Gimmi, Edward R.
Hall, Linda B.

Hecht, Elizabeth J.
Henderson, Loretta J.
Kanagy, James M.
Kellerman, James
Kinzig, Charles M.
Lockenour, Andrea
Madden, Laum K.
Marjarian, William R,
McCarthy, Mary E,
Sicburth, Kathryn
Swiein-Fernandez, Nora
Sution, Jeffrey A.
Venetioner, Stephen
Winslow, Andrea

All of SmithKline Beecham Corporation, address as Indicated In Box No. IV.
Form PCT/RO/101 {supplemencal shest) (Moreh 2001+ eeovrint Tnoimre VY TR T -
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Sheet No. § \\

Box No. VI PRIORITY CLAIM (] surther priortty claims are indicored in the Sugplcmental Box
Where earlior applicution is
Filing Date of earlier Number of earlier national application: | regional application:* international
application application country or member of regional Office application:
{daymonti/year) WTO receiving Office
item (1) (31.05.02) 60/384,457 item (1) United
31 May 2002 . States of America
fwem (2)
item (3)

O Further priority claims are indicated in the Supplemental Box.

‘ The receiving Office is heveby requested to prepare and trungmit to the Inermationsl Bareay s certified copy of the sasties spplicstion(s) (only |f the
sarlier applivation was filed with the Office which for the purposes of the present Internatiowal sppiication Iy the recelving Offics) Wentified sbove us:
[} ab iteme B pene (1) O item(2) O iem (3) O iem4 Diem (9 D other, ses Supplemental Bax

*Where the sariier applicarion iy an ARIPO applicarion, it iy mandatory so indicare in the Suppiemental Box ar leas: one country party s the Parls Convention
Jor the Pracection of Indusirial Froperty for which that eariler applicarion was flled (Ruls 4.10(b)il).

Box No. VII INTERNATIONAL SEARCHING AUTHORITY

Cholce of Internutiona] Searching Autherity (ISA) (if two or more International Searching Authoritics are competent to curry out the international search,
indicre the Authority chosen; the rwo-letter code may be used):

BAUS
lqﬂ:hnnrunlhi-rlhrnm;mumh&mmﬂfnﬂﬁﬂmhbmmﬂdmbyummuhmm
Authority)

Dute (dey/montyyear)  Number Country (or regional Office)

Box No. VIII DECLARATIONS

The following declarations are contained in Boxes Nos. VIII(T) to (v) (mark appliceble check-boxes Number of declarations
below and indicate in the right colmn the number of each type of declaration):

O Box No. VIII(i) Declaruation as to the identity of the inventor

@ Box No, VIII(ii) Declaration as to the applicant's entitlement, as at the internationat filing
date, to apply for and be granted a patent H.

Box No. VIII(iii)  Declaration as to the applicant’s cntitlement, as at the international filing
date, to claim the priority of the earlier application 6

@ BoxNo, VIII(ivy)  Declaration of inventorship (only for the purposes of the designation
the United States of America) 6

O Box No. VIII(v) Declaration as to non-prejudicial disclosures or exceptions to lack
navelty -

Farm PCT/RO/101 (third sheet){July 2002; reprint January 2003) See notes to reqeust form
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Sheet No §
Box No. VIIi(i) DECLARATION: ENTITLEMENT TO APPLY FOR AND BE GRANTED A PATENT
The declaration must conform to the standardized wording provided for in Section 212; sec Notes to Boxes Nos. VIII, VIIKT)
to (v) (in general and the specific Notas to Box No. VIII(ii). If this Box is not used, this sheet should not be included in the
| request.
Declaration as to the applicant’s entitlement, as at the international filing date, 10 apply for and be granted a patent (Rules
4,17(ii) and 51bis.1{a)ii)). in a cuse where the declaration under Rule 4.17(iv) is not appropriate:

SMITHKLINE BEECHAM CORPORATION is entitled to apply for and be granted a pateat by virtue
of the following:

an assignment from
Aubart, Kelly M., 1250 South Collegeville Road, King of Prussia, PA 19426, dated 20 March
2003

Benowitz, Andrew B., 1250 South Collegeville Road, King of Prussia, PA 19426, dated 20
March 2003

Christensen, Siegfried B., IV, 1250 South Collegeville Road, King of Prussia, PA 19426, dated
20 March 2003

Karpinski, Joseph M., 1250 South Collegeville Road, King of Prussia, PA 19426, dated 20
March 2003

Lee, Jinhwa, 1250 South Collegeville Road, King of Prussia, PA 19426, dated 20 March 2003

Silva, Domingos J., 1250 South Collegeville Road, King of Prussia, PA 19426, dated 20 March
2003

This declaration is made for the purposes of all designations.

O This declaration is continued on the following sheet, "Continuation of Box No. VILI(ii)".
Form PCT/R0O/101 (declaration sheet (i)} (Merch 2001; reprint January 2003) See Notes to the request form
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Box No. VIII(il}) DECLARATION: ENTTILEMENT TO CLAIM PRIORITY

The declaration must conform to the standardized wording pmvnded for in Sec.uon 213; see Notes to Boxes Nos. VIIT, VIII(E)
to (v) (in general) and the ii A

Declaration as to the applicant’s entitlement, as at the international filing date, to claim the priority of the carlier lppln:luon
specified below, where the applicaat is not the applicant who filed the enrlier application or where the applicant’s name has
changed since the filing of the earlier application (Rules 4.17(iii) and 51bis. 1(a)(iii)):

in relation to this international application,

SMITHKLINE BEECHAM CORPORATION is entitled to claim priority of earlier application No.
60/384,457 filed in the United States of America by virtue of the following:

an assignment from Inventors Aubart, Kelly M.; Benowitz, Andrew B.; Christensen, Siegfried B,
IV; Karpinskl, Joseph M.; Lee, Jinhwa; and Silva, Domingos J., to SMITHKLINE BEECHAM
CORPORATION, dated 20 March 2003.

This declaration is made for the purposes of all designations, except the designation of the United States
of America.

O Thi _This declarstion is continued on the following sheet, *Continuation of Box No, VIII(iii)"

Form PCI/ROV101 (dncllnuon sheet (iii)) (March 2001; reprint January 2003) See Notes to the request form
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SheetNo 8
Box No. VIII(lv}) DECLARATION: INVENTORSHIP (only for the purposes of the designation of the United States
of Americs). The declarndion must conform to the following standardised wording provided for in Section 214; see Notes t Bones Nos. VIIL VI m

{v] {in gerveral) snd dhe specific Notes to Box No. VIII (lv). I this Bax ls not ussd, this sheet should nat be included in the request.
Declaration of Inventorship (Rules 4.17(tv) and S1bir.1(a)XIv))

for the purposes of the designation of the Unlted States of America:
I hereby declare that I believe I am the original, first and sole (if only one inventor is listed below) or joiat (if more than one
inventor is listed below) inventor of the subject matter which is claimed and for which a patent is sought.

This declaration is directed to the international application of which it forms a part (if filing declaration with application).
This application is directed to international application No. PCT/ (if furnishing declaration pursuant to Rule 26ter).
I hereby declare that my residence, mailing address, and citizenship are as stated next to my name.

I hereby state that I have reviewed and understand the contents of the above-identified international application, including the
claims of said application, I have identified in the requost of said application, in compliance with PCT Rule 4.10, any claim
lo foreign priority, and I have identified below, under the heading “Prior Application,” by application number, country or
Member of the World Trade Organization, day, month and year of filing, any application for a patent or inventor’s certificate
filed in & country other than the United States of America, including any PCT international application designating at least
one country other than the United States of America, having a filing date before that of the application on which foreign
priority is claimed.

Prior Applications; (prior 10 DOOTILY). . cccnvnreriinenecrer e rrrnrenrnns
I hereby acknowledge the duty to disclose information that is known by me to be material to patentability as defined by 37

C.F.R, 11,56, including for continuation-in-part applicalions, material information which became available between the filing
dae of the prior application and the PCT intemational filing dute of the continuation-in-part.

I hereby declare that all statements made herein of my own Imowledge are true and that el] statements made on information
and belicf are believed 1o be true; and further that these statements were made with the knowledge that willful false
statemnents and the like so made are punishable by fine or imprisonment, or both under Section 1001 of Title 18 of the Uited
States Code and that such willful falss statements may jeopardize the validity of the application or any patent issued thereon.

Name: Kelly M, Aubart
Residence: 1250 South Collegeville Road, Collegeville, PA 19426

Mailing Address: GlaxoSmithKline, Corporate Intellectual Property - UW2220, P.O. Box 1539
King of Prussia, Pennsylvania 19406-0939

Citizenship: United Stateq of America

Inventor's swmwﬂét' M;;yﬂlﬂ_g
(if not contained in the request, or If declaration is corrected or (of si which is not contained in the request, or of

added under Rule 26ser after the filing of the international the declaration that is corrected or added under Ruls
application. The signature must be that of the inventor, not that ~ 26¢er after the filing of the international application)
of the agent.) "

Name: Andrew B. Benowitx
Residence: 1250 South Collegeville Road, Collegeville, PA 19426

Mailing Address: QlaxoSmithKline, Corporate Intellectual Property - UW2220, P.O. Box 1539
King of Prussia, Pennsylvania 19406-0939

Citizenship: United States of America

Date: 3'20 ,03

Inventor’s Signature: .

(if not contained in the request, or if declaration is gorrected or {of signature which is not conuined in the request, or of
added under Rule 26¢er after the filing of the intemational the declaration that is correcied or added under Rule
application. The signature must be that of the inventor, not thst ~ 26ter after the filing of the international application)

of the agent.)

O This declaration is continued on the following sheet, "Continuation of Box No, VIII(iv)",
Form PCT/RO/101 (declaration sheet (iv)) (March 2001 reprint January 2003) See Noles o the request form
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Contimoation of Box No. YIII() to (v} Declaration

If the space is insufficient in any of Boxes Nos. VII{I) to (v) to furnish all the informatino, including in the case where more
than two invensors are to be named in Bax No. VIII (iv), in suck case, write "Continuation of Box No. VIII * (indicate the
item number of the Box) and furnish the information in the same manner as required for the purposes of the Box in which she
space was insufficient. If additional space is needed in respect of two or more declarations, a separate continuanion box must

be used for each such declaration. If this Box is not used, this sheet should not be included in the request.

Name: Siegfried B. Christensen, IV

Residence: 1250 South Collegeville Road, Collegeville, PA 19426
Mailing Address: GlaxoSmithKline, Corporate Intellectual Property - UW2220, P.O. Box 1539
King of Prussia, Pennsylvnnil 15406-093%

o the declaration that is corrected or added under Rule
application. The signature mustbe that of the inventor, not that ~ 26s¢7 after the filing of the international application)
of the agent.)

Name: Joseph M. Karpinski

Residence: 1250 South Collegeville Road, Collegeville, PA 19426
Mailing Address: GlaxoSmithKline, Corporate Inicllectual Property - UW2220, P.O. Box 1539
King of Prussia, Pennsylvania 19406-0939

o220
(if not contained in is comected or (of signa which is not contained in the request, or of

sdded under Rule 261r after the filing of the international the declaration that is corrected or added under Rule
spplication. The signature must be that of the inventor, not that  26ter after the filing of the international applicstion)
of the agent.)

Citizenship: United States of A.
Invenor’s Signature:

Name: Jinhwa Lee

Residence: 1230 South Collegeville Road, Collegeville, PA 19426
Mailing Address: GlaxoSmithKline, Corporate Intellectual Property - UW2220, P.O. Box 1539
King of Prussia, Pennsylvania 19406-0939

Citizenship: Koren
Inventor’s Simm-_M Date: / %/ e
(if not contained in the request, ar if declaration is corrected or (of signature which is not comamed in the request, or of

sdded under Rule 267er after the filing of the international the declarstion that is corrected or added under Rule
application. The signature must be that of the inventor, not that ° _ 26¢er after the filing of the international application)
of the agent.)

Name: Domingeas J. Sitva

Residence: 1250 South Collegeville Road, Collegeville, PA 19426
Mailing Address: GlaxoSmithKline, Corporate Intellectual Property - UW2220, P.O. Box 1539
King of Prussia, Pennsylvania 19406-0939

Citizenship: Brazll

Inventor’s Signature:; p'm"" L Date; 2/ k/ ]
(if not contained in the request, or if declarstion is corrected or (of signature which is not contained in the request, or of
added under Rule 26¢er after the filing of the international the declaration that is corrected or added under Rule

application. The signature must be that of the inventor, not that 26ter after the filing of the intemational applicstion)
of the agent.)

Form PCT/RO/101 (continuation sheet for declaration) (March 2001; reprint January 2003)  See Nowes 1o the request form
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Sub-total number of sheets 48
sequence listings : 0
tables related thereto : : 0

(for both, actual number of sheets if filed
in paper form, whether or not also filed in
computer readable form; see (c} below)

Total number of sheets ; 148
(b) O only in computer readable form
(Section B0 (aXi))

(i) O sequence listings
(ii) OJ tables related thereto

{c)O] also in computer readable form
{Section 801(a)Xii))
(i) O sequence listings
(ii) L1 tables related thereto
Type and oumber of carriers
(diskeite, CD-ROM, CD-R or other)
on which are contained the
O sequence listings:
3 tables related thereto:
(additional copies to be indicated under
items (1i) and/or 10(ii), in right
column)

Sheet No. 10

[ Thls intermarional application conszing: "Thin intemational application 18 by the following Jtemis) (mark the Number

applicable check-boxes below amd indicate in right coluwmn the nomber of each item): of itemns
{a) in paper form. the following nuwnber of sheets:
request (including
declaration sheets) . 10 |1 18] fee caleulation shee ;

i
description (excluding tepane dgned ”“:'"""
sequence listings and/or 3, [[] oviginal gencrl power of attorney 6
tables related thereto) 114 4 capy of general power of sitomey
claims . 23 S.D siatement exploining lack of signature

6. D priority docoment(s) identified in Box No. V1 es {kemis):
abstract : 01 7

] tmnsistion of inemational spplication into (language): :
drawings : 00 I.D separate indications eoncerning deposited microarganism or other biological

materials

9. D sequence Hatings in computer readuble fora: (Indicare rype and namber of
carriers)

(i) O copy submitted for the purposes of international search
under Rule 13zer only (and not as part of the international
application) :

(i) O (only where check-bax (b)i) or (c)(I) is marked in left
column) sdditional copies including, where applicable, the
copy for the purposes of international search under Rule
13ter :

(iii) O rogether with relevant statement as to the identity of the
copy or copies with the sequence listings mentioned in left
calumn

10. [] tsbles in computer readable form related to sequence listings
{(indicate type and number of carriers) :

(i) O copy submitted for the purposes of international search

under Section 802(b-quarter) only (and not as part of the

international epplication) :

(ify O (only where check-box (b)(n) or (c)ii) is marked in left
column) additional copies including, where applicable, the
copy for the purposes of international search under Section
802 (b-quarter) :

(iii) O together with relevant statement as to the identity of the
copy or copies with the tables mentioned in left column :

u.ﬂ other (specify):

" Figure of the drawings which should accompany the sbetract:

Language of flling of the international application:

By:
Soma G. Slmon
Attorney for the Applicant

Box No. IX SIGNATURE OF APPLICANT, AGENT, OR COMMON REPRESENTATIVE

Naxt bo rach sgnaiary. indicuie the nosse of i prrasn signing and she rupacity in which the prrasn sgus (if sach is st sbvives fram ruling She rrgest).

For recelving Offics uss ouly

[B Dmohﬂulmuptofdnpumed
intemnational aprlication

2. Drawings:

3. Comrected date of nctual receipt due to later but
timely received papers or dmwings compieting
the " somal aoplicos

[ received:

4. Dae of timely recelpt of the requircd
comrectians under PCT Artiele 11(2)

5 International Searching Authecity
specified by the applicant:  ISA/

G.thnlmlofurdlm
deluyed ontll sourch fes is paid

[ not receives:

For Intsrnstional Boreau use
Dasc of receipt of the recocd copy
by the iIntemational Bureon




This Sheet Is Not Part Of And Daes Not Count A A Shert Of The huermational Applicarion

PCT For receiving offico uss anly
FEE CALCULATION SHEET . .
_ An_p_u To The Request Interaationnl Apphication No:
Applicaats or Ageat
file roference: P51358
Dete of the Recei Offics

Applicant: SMITHKLINE BEECHAM CORPORATION

CALCULATION OF PRESCRIBED FEES

1. TRANSMITTALFEE « o« cocencrnoansonnernonnens $240.00 T
2. SEARCHFEE . ... 00ivvvenscencannans Ceerena $700.00 [
International setrch to be cardled om by ISA/US

Senrching
Anshority which is chasm w corry s the s innrastional search)

3. INTERNATIONAL
Basic Fea
The intemational application conmins 148 sheens,

ﬂmlollﬁl-...-...-........ sm'Wb|

] x $9.00 = 1,06200 b,

Aﬂmmﬂﬂnbldhz

L e 0 seaas 3146900 B
Designation Fee

The intematiomal spplication contains S8 designations.

-] x $88.00 - $ 44000 D
number of designation fees amount of designation fee
payable
Add amounts ensered st Band Dondenter iotal 81 o o o o v v v e v sansaaraeana $1.909.00 I

from cermin Suges are entitied to & redoction of 75% of the inermational fes.
Where the applicant Is {or all applicants are) so entitied, the total to be ensered a1 1 {a
25% of the sum of the amounts endered at B and D.)

S. TOTAL FEES PAYABLE
Add amounts cntercd a2 T, S, Land P, and enter total in the TOTALDOX « ¢« v oo v x s - $2.864.00

-ﬁ'rhn dexignation fee is not paid at this time
MODE OF PAYMENT

uhinhud-ri
depoalt accoant (st pelow)
[Clcheque CJosst Clother (specify):

[CTpostal money arder [ reveme stamps

DEPOSIT ACCOUNT AUTHORIZATION (shis mads of payment may not be avaijable at alf receiving Offices}
The RO/US  [Elis hereby suthorised 1o charge the total fees indicoted above to my deposit pccount
[i)is bereby nutharised to charge any deficiency or credit any overpayment in the totl focs indicated above to my
deposit secount
[3elis hereby nutharised 10 charge the fee for preparation and transmital of the pricsity document 1o the Intenatioasl Buresu
of WIPQ o my deposit account

19-2570 3¢/5]p% &
Deposit Account Number Dute ) Soma G. Simon

Form PCT/RO/101 (Annex) Seo Noies to the feo caleulation sheet
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) \

(19) Worid Iniellectual Property Organtzation
Inlcroationnl Bureau

(43) International Pablication Date
11 December 2003 (11.12.2003)

PCT
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(10) Internationii! Publication Number
WO 03/101442 A1l

{51) International Patent Clamsification™  AGIK 31716,
U8, 21744, 31/50, 3U/505, 3144953, CUTC 243722,
31116, COTD 213777, 237122, 239042

(1) International Application Number:  PCT/USOY17054

(22) Internationsl Flling Date: 30 May 2003 (30.05.2003)
(%) Fillag Language: English
(26) Publication Language: Kinglish
(30) Priority Data:

6384457 31 May 2002 (31.05.2002)  US

{71) Applieant (for all designated Sioles except US):
SMITHKLINE BEECHAM  CORPORATION
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(Us).

Ioventors; and
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9
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— & inveniorship (Rule 4.17(iv}) for US only
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—  with international search report
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amendments

For iwo-leiter codes and other abbreviaitons, refer io the "Guld-
ance Nates an Codes and Abbreviations” appsaring of the begin-
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The present invention rclates to the use of novel antibacterial compounds, and
5 pharmmaceuticel corapositions containing these compounds as peptide deformylase inhibitors.

BACKGROUND OF THE INVENTION

Bacterial initiator methionyl tRNA is modified by methionyl tRNA formyltransferase
(FMT) to produce formyl-methionyl t(RNA. The formyl methionine (f-miet) is then
10  incorporated at the N-termini of newly synthesized polypeptides. Polypeptide deformylase
(FDF or Def) then deformylates primary translation products to produce N-methionyl
polypeptides. Most intraccllular proteins are further processed by methionine amino peptidase
(MAP) to yield the mature peptide and frcc methionine, which is recycled. PDF and MAP are
both essentinl for bacterial growth, and PDF is required for MAP activity. This serics of -

15  reactions is referred to as the methionine cycle (Figure 1).

Polypeptide / Met \I
Met-
Polypeptide Met-tRNA

DEFT |) FMT

Polypeptide F-Met-RNA -

N~

Figure 1. The methionine cycle.

20 To date, polypeptide deformylase homologous genes bave been found in bacteria, in
chloroplast-containing plants, in mice and in buman. The plant proteins are nuclear encoded

-1-
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but appear to carry a chloroplast localisstion signel. This is consistent with the observation

that chloroplast RNA and protein synthesis processes are highly similar to those of eubacteria.

While there is limited information on protein expression of mammalian PDF gene homologs

(Bayer Aktiengesellschaft, Pat. W02001/42431), no functional role for such proteins has been

5  demonstrated to date (Meinnel, T., Parasitology Today 16(4), 165-168, 2000).

Polypeptide deformylase is found in all eubacteria for which high coverage genomic

' sequence information is available. Sequence diversity among PDF homologs is high, with as

little as 20% identity between distantly related sequences. However, conservation.around the

active site is very high, with several completely conserved residues, including one q'rlteine and;

10 - two histidines which are required to coordinate the active site metal (Meinnel, T. et al., J. Mol.
Biol. 267, 749-761, 1997). '

PDF is recognized to be an attractive antibacterial target, as this enzyme has been
demonstrated to be essential for bacterial growth in vitro (Mazel, D. et al., EMBO J. 13 (4),
914-923, 1994), is not believed to be involved in eukaryolic protein synthesis (Rajagopalan et

15 al, ). Am Chem. Soc. 119, 12418-12419, 1997), and is universally conserved in prokaryotes
(Kozak, M., Microbiol. Rev. 47, 1-45, 1983). Therefore PDF inhibitors can potentially serve
as broad spectrum antibacterial agents.

SUMMARY OF THE INVENTION
20 The present invention involves novel antibacterial compounds represented by Formula
(1) hereinbelow and their usc asa PDF i.nhibiton.

N LN L f THE INVENTION

In one aspect of the present invention, there is provided a compound of formula (1):

?1
ESUSt
(1) -

wherein:
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R i8 selected from the gronp consisting of:
C2-6 alkyl (optionally substituted by alkoxy, halogen, or Cj.3 alkylsulfanyl); C2-6
alkenyl (optionnliy substituted by alkoxy, halogen, or Cj.3 alkylsulfanyl); Co.6
alkynyl (optionally substituted by alkoxy, halogen, or Cy.3 alkylsulfanyl); (CH2)n—
C3_g carbocycle (optionally substituted by alkoxy, halogen, or C1._3 alkylsulfenyl); and .
(CH2)p—R4, wherein R4 is sclected from the group conaisting of phenyl, furan,
benzofuran, thiophene, benzothiophene, tetrahydrofuran, tetrahydropyran, dioxane, 1,4-
benzodioxane or benzo[l,3]dioxole; R4 is optionally substituted by one or -more
substituent selected from Cl, Br, I, Cj.3 alky] (optionally substituted by oue to three F)
and Cj.9 alkoxy (optionally substituted by one to three F);

R1 and R2 are independently selected from the group consisting of:
hydrogen, C1_3 substituted alkyl, Cp.3 substituted alkenyl, C;_3 substitnted alkynyl,
(CH2)p—C3-¢ substituted cacbocycle, aryl, heteroaryl, and heterocyclic;

Y represents O, CH7 or & covalent bond; and

1 i3 an integer from 0 to 2;

or a salt, solvate, or pbysiologically functionil derivative thereof.
In this invention the most preferred R2 group is hydrogen. In this invention the most

preferred absolute configuration of compounds of the formula (1) is indicated below:

As used herein, the term “alkyl” refers to a straight or branched chain saturated
hydrocarbon mdical. Examples of “elkyl” as used herein include, but are not limited to,
methyl, ethyl, n-propyl, isopropy}, n-butyl, isobutyl, t-butyl, n-pentyl, isopenty), hexyl and the
like.

AB used herein, the term “substituted alkyl” refers to a straight or branched chain
saturated hydrocarbon radical, opticnally substituted with substituents selected from the group

. that includes Cp.3 alky] (optionally substituted by one to three fluorines), Co_3 alkenyl, Cp.3

elkynyl, C;_2 alkoxy (optionally substituted by onc to three flucrines), sulfanyl, sulfinyl,
-3- .
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sulfonyl, oxo, hydroxy, mercapto, amino, guanidino, carboxy, aminocarbonyl, aryl, aryloxy,
heteroaryl, heteroaryloxy, heterocyclic, aminosulfonyl, sulfonylamino, carboxyamide, ureido,
nitro, cyano and halogen, multiple degrees of substitution being allowed.

As used berein, the term "alkeny]” refers to a siraight or branched chain hydrocarbon
radical having at least one carhon-carbon double bond. Examples of “alkeny]” as used bersin
include, but are not limited to, cthenyl and propenyL. U

As used herein, the term "substituted alkenyl” refers to a straight or branched chain
hydrocarbon radical having at least onc carbon-carbon double bond, optionally substitrted
with substituents selected from the group which includes Cj.3 alkyl (optionally substituted' -
by one to three F), amino, aryl, cyano and halogen, multiple degreés of substitution being
allowed. :

As used herein, the termi "alkynyl” refers to & straight or branched chain hydrocarbon
radical having at least one carbon-carbon triple bond. Examples of “alkynyl” as used herein
include, but are not limited to, acetylenyl and 1-propynyl.

As used herein, the term "substituted alkynyl” refers to a straight @& branched chain
hydrocarbon radical baving at least one carbon-carbon triple bond, optionally substituted with
substituents selected from the group which includes Cj_3 alkyl (optionaily substituted by one
to three F), amino, aryl and halogen, muitiple degrees of substitution being: allowed.

As used herein, the term “halogen” refers to fluorine (F), chlorine (Cl), bromine (Br),
or iodine (T), and "halo" refers to the halogen radicals fluoro, chloro, bromo and iodo.

As used berein, the term “carbocycle” refers (o a non-aromatic cyclic hydrocarbon
radical having from three to seven carbon atoms. For carbocycles with five- to seven-
membered rings, a xing double bond is allowed. Exemplary “carbocycle” groups include, but
are not limited to, cyclopropyl, cyclobutyl, cyclopentyl, cyclopentenyl, cyclohexyl, and
cyciobeptyl. '

As used herein, the term “substituted carbocycle” refers to a non-sromatic cyclic
hydrocarbon radical having from throe to seven carbon atoms, and which is optionally
substituted with substitnents selected from the group which includes C;.3 alkyl (optionally
substituted by one to threo F), Cp.3 alkenyl, C3-3 alkynyl, C}., alkaxy (optionally substituted
by ane to three F), sulfanyl, sulfiny], sulfonyl, oxo, hydroxy, mercapto, amino, guanidino,
carboxy, aminocarbonyl, aryl, aryloxy, beteroaryl, heterocyclic, aminogulfonyl, sulfonylamino,

-4-
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carboxyamide, nitro, ureido, cyano and halogen, multiple degrees of substitution being
allowod. For carbocycles with five- to seven-membered rings, a ring double bond is allowed.

As used herein, the term “aryl” refers to an optionally substituted benzene ring or to an
optionally substituted benzene ring fused to one or more optionally substituted benzene rings
to form a ring system. Bxemplary optional substituents inclnde Cj.3 substitnied-alkyl, Co.3
substituted alkenyl, C2.3 substituted alkynyl, betoroaryl, heterocyclic, aryl, Cj.3 alkoxy
(optionally-substituted by one to three F), aryloxy, aralkoxy, acyl, aroyl, heftroaroyl, acyloxy,
aroyloxy, heteroaroyloxy, sulfanyl, sulfinyl, sulfonyl, sminosulfonyl; sulfonylamino,
carboxyamide, aminocarbonyl, carboxy, oxo, hydroxy, mercapto, amino, nitrd, cyano, halogen,-
or ureido, multiple degrees of substitution being allowed. Such a ring or ring system may be
optionally ‘fused to one or more optionally substituted aryl rings (including benzene rings),
carbocycle rings or heterocyclic rings. Examples of “aryl” groups include, but are not limited
to, phenyl, naphthyl, tetrahydronaphthyl, biphenyl, indanyl, anthracyl or phenanthryl, as well
as substituted derivatives thereof.

As used herein, the tcrm “heteroaryl” refers to an optionally substituted monocyclic
five to six membercd aromatic ring containing onc or more heteroatomic substitutions selected
from S, SO, 807, O, N, or N-oxide, or to such an aromatic ring fused to onc or more
optionally substituted rings, such as hetcroaryl rings, aryl rings, beterocyclic rings, or
carbocycle rings (e.g., a bicyclic or tricyclic ring system). Examples of optional substituents
are sclected from the group which includes Cj_3 substituted alkyl, Cp 3 substituted alkenyl,
Cy.3 substituted alkynyl, heteroaryl, heterocyclic, aryl, C1.3 alkoxy (optionally substituted by
one to three F), aryloxy, aralkoxy, ecyl, aroyl, heteroaroyl, acyloxy, aroyloxy, hetaroaroyloxy,
sulfanyl, sulfinyl, sulfonyl, aminosulfonyl, sulfonylamino, carboxyamide, aminocarbonyl,
carboxy, oxo, hydroxy, mercapto, amino, nitro, cyano, halogen or ureido, multiple degrees of
substitution being allowed. Examples of “heteroaryl” groups used herein include, but are not
limited to, benzoimidazolyl} benzothiazolyl, benzoisothinzolyl, benzothiophenyl,
benzopyrazinyl, benzotrinzolyl, benzotriazinyl, benzo[l.4klioxanyl, benzofuranyl, SH-a-
carbolinyl, cinnolinyl, 2,3-dihydro-[1,4]dioxino[2,3-b]-pyridinyl, furanyl, furo[2,3-b)pyridinyl,
imidazolyl, imidazolidinyl, imidazopyridinyl, isoxazolyl, isothiazolyl, isoquinolinyl, indoly},
indazolyl, indolizinyl, naphthyridinyl, oxazolyl, oxothiadiazolyl, oxadiazolyl, phthalazinyl,
pyridyl, pymolyl, purinyl, pteridinyl, phenazinyl, pyrazolyl, pyridyl, pyrazolopyrimidinyl,

-5.
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pyrazolopyridinyl, pyrrolizinyl, pyridazyl, pyrezinyl, pyrimidyl, 4-oxo-1,2-dikydro-4H-
pymolo[3,2,1-ij}-quinolin4-yl, quinoxalinyl, quinazolinyl, quinolinyl, quinoliziny),
thiophenyl, triazolyl, triazinyl, tetrazolopyrimidinyl, triazolopyrimidinyl, tetrezolyl, thiszolyl,
thiazolidinyl, and substituted versions thereof,

. As used berein, the term “heterocyclic” refers to a three to seven-membered ring
containing one or more hetercatomic, moicties salected fram 8, SO, SO,, O, N, or N-oxide,
optionally substituted with substituents selected from the group which includes- Cy3

- substitnted alkyl, Co_3 substituted alkenyl, C5.3 substituted alkynyl, heteroaryl, heterocyclic,

aryl,. Cj.3 alkoxy (optionally substituted by ons to three F), aryloxy, aralkoxy, acyl, aroyl,
heteroaroyl, acyloxy, aroyloxy, heteroaroyloxy, sulfenyl, sulfinyl, sulfonyl, aminosulfonyl,
sulfonylamino, carboxyamide, aminocarbonyl, catboxy, oxo, hydroxy, mercapto, amino, nitro,
cyano, halogen, or ureido, multiple degrees of substitution being allowed. Such a ring can be
saturated or have one or more degrees of unsaturation. Such:ﬁngmybe;pﬁonnuyfmed to
one or more other optionally substituted “heterocyclic™ ring(s), aryl ring(s), hetaroary] ring(s),
or carbocycle ring(s). Examples of “heterocyclic” moieties include, but are not limited to,
1,4-dioxanyl, 1,3-dioxanyl, pymolidinyl, pymolidin-2-onyl, piperidinyl, imidezolidine-2,4-
dionepiperidinyl, piperazinyl; piperazine-2,5-dionyl, morpholinyl, dihydropytanyl,
dihydrocinnolinyl, 2,3-dihydrobenzo[1,4}dioxinyl, 3,4-dilrydro-2H-benzo[b](1,4]-dioxepinyl,
tetrahydropyranyl,  2,3-dihydrofuranyl, = 2,3-dihydrobenzofuranyl,  dihydroisoxazolyl,
tetrahydrobenzodiazepinyl, tetrahydroquinolinyl, tetrabydrofuranyl, tetrahydronaphthyridinyl,
tetrahydropuriny],  tetrahydrothiopyranyl,  tetrshydrothiophenyl, ~ dihydroquinoxalinyl,
tetrahydroquinoxaliny), tetrehydropyridinyl, tetrahydrocarbolinyl, 4H-benzo[l3}-dioxinyl,
benzo[1,3]dioxony?, 2,2-difluorobenzo-[1,3]-dioxonyl, 2,3-dihydro-phthalazine-1,4-dionyl,
isoindole-1,3-dionyl, and the like.

As used herein, the term “alkoxy” refers to the group -OR,, where R, is alkyl as defined
above. Exemplary alkoxy groups useful in the present invention indude.?ut are not limited
to, methoxy, difluoromethoxy, trifluoromethoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy,
and t-butoxy.

As used herein the term “aralkoxy” refers 1o the group -ORR,, where R, is alkyl and R,
is aryl as defined above,
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As used hezein the tenm “aryloxy” refers to the group -OR,, where R, is aryl as defined
above,

As used herein, the term “mercapto” refers to the group -SH.

As used berein, the term “sulfanyl” refers to the group -SR,, where R, is substituted
alky], sabstitutsd carbocycle, ary], heteroaryl or heterocyclic, as defined above. -

As used herein, the term “sulfinyl” refers to the group —S(O)R,, where R, is substituted
alkyl, substituted carbocycle, aryl, heteroaryl or heterocyclic, as defined above:

As used herein, the term “sulfonyl” refers to the group -S(O),R,, where R, is substituted
alkyl, substituted carbocycle, aryl, heteroaryl or heterocyclic, as defined above. -

As used herein, the term “oxo™ refors to the group =0.

As used herein, the term “hydroxy” refers to the group -OH. .

As used berein, the tarm “amino” refers to the group -NH,. The amino group is
optionally substituted by substituted alkyl, substitutcd carbocycle, aryl, hicteroaryl or
heterocyclic, as defined above.

As used herein, the term “cyano” refers to the group -CN.

As used berein, the term “aminosulfonyl” refers to the group -S(O),NH,. The
aminosulfonyl group is optionally substituted by substituted alkyl, substituted carbocycle, aryl,
beteroaryl or heterocyclic, as defined above.

As used herein, the term “sulfonylamine” refers to the group -NHS(O),R, where R, is
substituted alkyl, substituted carbocycle, aryl, heteroaryl or heterocyclic, as defined above.

As used herein, the term “carboxyamide” refers to the group -NHC(O)R, where R, is
substituted alkyl, substituted carbocycle, aryl, heteroaryl or heterocyclic, as defined above.

As uscd herein, the term “carboxy™ refers to the group -C(O)OH. The carboxy group is
optionally subatituted by substituted alkyl, substituted carbocycle, aryl, heteroaryl or
heterocyclic, as defined above.

As used herein, the tenm “aminocarbomyl” refers to the group -C(O)NH,. The
aminocarbonyl group is optionally substituted by substituted alkyl, substituted carbocycle,
aryl, heteroaryl or heterocyclic, as defined above.

As used herein, the term “ureido” refers to the group -NHC(O)NHR, wherein R, is
hydrogen, alkyl, carbocycle ar aryl as defined above.

As used herein, the term "guanidino” refers to the group -NHC(=NH)NH,.

-7- o ) -
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As used herein, the term “scyl” refers to the group -C(O)R,, where R, is alkyl,
carbocycle, or heterocyclic as defined herein.

As used herein, the term “aroyl” refers to the group -C(O)R,, where R, is aryl as
defined herein,

As used herein, the term “heteroaroyl” refers to the group -C(O)R, where R, is
heteroeryl as defined herein.

As used herein, the term “acyloxy” refers to the group -OC(O)R,, where R, is alkyl,
carbocycle, or-heterocyclic as defined herein. . I

As used herein, the term “aroyloxy” refers to the group -OC(O)R,, where R is aryl as

As uscd herein, the term “hetercaroyloxy” refers to the group -OC{O)R,, where R, is
heteroaryl as defined herein.

Also included in the present invention are pharmaceutically acceptable salts and
complexes, such as the hydrochloride, rydrobromide and trifluoroacetate salts and the sodium,
potassium and magnesium salts. The compounds of the present invention mey contain one or
more asymmetric carbon atoms and may exist in racemic and optically active forms. All of
these compounds and diastereomers are contemplated to be within the scope of the present
invention. \

Preferred compounda uscful in the present invention are selected from the group
consisting of:

N-Hydroxy-N-[(R)-2-(N'-pyridin-2-yl-hydrazinocarbonyl)-heptyl]-formamide.

N-Hydroxy-N-{(R)-2-[N'<(3-methoxy-pheayl)-hydrazinocarbonyl}-heptyl} -

N-Hydroxy-N-{(R)-2-[N'-(4-triftuoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl}-
heptyl}-formamids.

N-{(R)-2-[N'<(4-Cyzno-phenyl)-hydrazinocarbonyl]-heptyl}-N-hydroxy-formamide.

N-{(R)-2-[N'(2,6-Dimethyl-pyrimidin-4-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamids.

N-Hydroxy-N-[(R)-2-(N'-guinoxalin-2-yl-hydrszinocarbonyl)-heptyl}-formamide.

N-Hydroxy-N-{(2K)-2-{N'-(3,4-dibydro-quinoxalin-2-yl)-hydrazinocarbonyl}-
heptyl)-formamide.
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N-Hydroxy-N-{(R)-2-{N*(1,3 4-trimethyl-1H-pyrazolo[3,4-b]pyridin-6-yl)-
hydrazinocarbonyl}-heptyl ) -formamide.

4-QN-{(R)-2-{(Formyl-hydroxy-amino)- methyl]-heptanoyl}-hydrazino)-
benzenesulfonamide.

N-Hydroxy-N-[(2R)-2-(cyclohexylimethyl)-3-oxo0-3-{ N™-[4-trifluoromethyl)-
pyrimidin-2-yl]-hydrezino}-propyl]-formamide.

N-Hydroxy-N-[(2R)-2-{cyclopentylmethy])-3-0xo-3-{ N*-[4-(trifluoromethyl)-
pyrimidie-2-yl}-hydrazino}-propyl]l-formamide.

N—{(R)-2-[N'-(Dnmethyl—tnﬂuoromcthyl—pymdm—d—yl)—hydnzmocarbonyl]—hnptyl}-
N-hydroxy-formamide.

N-Hydroxy-N-{(R)-2-[N"-(6-trifluoromethyl-pyridazin-3-yI)-hydrazinocarbony]]-
beptyl}-formamide. )

N-Hydroxy-N-{ (R)-2-[N"-(6-trifluoromethyl-pyrimidin-4-yl}-hydrazinocarbonyl}- . -
heptyl }-formamide.

N-Hydroxy-N-{(R)-2-[N*{(5-methyl-[1,2,4]triazolo[1,5-a]pyrimidin-7-yI)-
hydrazinocarbonyl]-heptyl }-formamide.

N-Hyd:my—N—{(R)—Z-[N'-(9H-punn-6-yl)—hydnzmocarbonyl]-huptyl]-fommmﬂe.

N-{(R)-2-[N"<{5-Cyano-pyrimidin-2-yl)-hydrazinocarbonyl}-heptyl }-N-hydroxy-

N-Hydroxy-N-((2R)-2-{ [N“(pyrimidin-2-yl)-hydmzino]carbonyl } -h&ptyl)-formamide.

N-Hydroxy-N-((2R)-2(cyclobutylmethyl)-3-oxo-3-{ N-[4-(trifluoromethyl)-
pyrimidin-2-yl]-hydrazino } -propyl)-formamide.

N-Hydroxy-N-{(R)-2-[N"{(6-imidazol-1-yl-pyrimidin-4-yl)-hydrazinocarbonyl}-
beptyl}-formamide.

N-[(R)-2-(N-Benzo[1,2 4]triazin-3-y}-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.

N-Hydroxy-N-{ (R)-2-[N-(7-methoxy-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyI]-
heptyl }-formamide.

N-Hydroxy-N-{ (R)-2-[N"(1-methyl-1H-pyrazolo[3,4-dJpyrimidin-6-yl)- -
hydrazinocarbonyl]-heptyl }-formamide.

N={(R)-2-{N"-[6(5-Chloro-pyridin-3-yl-oxy)-pyridazin-3-yl]-hydrazinocerbony!} -
heptyl)-N-hydroxy-formamids.

N-Hydroxy-N-[(2R)-2-{{N"-[6-(LH-pyrr0. -1-yl)-3—pyﬂdazinyl]—hydnzino}-cnbonyl?—
heptyl]-formamide.

N-Hydroxy-N-((2R)-2-([N™ (9-mcthyl—9H—punn—6—yl)-hydnzmo]-carbonyl}—hnptyl}-
formamide. -

WO 03101442 PCT/USON17054 qu
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N-Hydroxy-N-{(R)-2-[N-({ 6-morpholin-4-yl }-9H-puxin-2~yl)-hydrazinocarbonyl}-

heptyl}-formamide,
N-{{R)-2-[N'{(6-Fluoro-pyridin-2-yl)}-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.
N-Hydroxy-N-((2R)-2-{ [N*(1-methyl-1 H-pyrazolo[3 4-d]pyrimidin-4-yl)-hydrazino]-
carbonyl } -heptyl)-formamide. _
N-{(R)-2-IN'{(4-Amino-6-isopropyl-[1,3 S]mmn-z-yl)-hydmmcubonyl]-haptyl}-
N-hydroxy-formamide.
N-[(R)-2-[N'-(2.5-D:methyl-4—mtm-2!-l—pymol—3—yl)—hydrnnnocubonyl]-haptyl}-N-
hydroxy-formamide. - .

N-{(R)-2-[N{(3-Chloro-1-methyl-1H-pyrazolo[ 3,4-d]pyrimidin-6-y1)-
hydrazinocarbonyl]-heptyl }-N-hydroxy-formamide.

" N-{(R)-2-[N*(6-Dimethylamino-9H-purin-2-y})-hydrazinocarbomyl]-beptyl }-N-

hydroxy-formamide.
N-Hydroxy-N-[(2K)-4-cyclopropyl-2-({ N*[4-{triflucromethy])-pyrimidin-2-yI}-
hydrazino}-carbonyl)-butyl]-formamide.
N-Hydroxy-N-((2R)-2~(cyclopropylmethyl)-3-oxo-3-{N*-{4-(trifluoromethyl)-
pyrimidin-2-yl}-hydrazino }-propyi)-formamide.

- N-Hydroxy-N-{(R)-2-[N"-methyl-N"-(4-trifluoromethyl-pyrimidin-2-yl)-

hydrazinocarbonyl]-heptyl } -formamide.
2-N-{(R)-2-[(Formyl-hydroxy-amino)-methyI] heptnnoyl}-hydrmno}‘l—
trifluoromethyl-pyrimidine-5-carboxylic acid methyl ester.
2-(N-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-4-
trifluoromethyl-pyrimidine-S-carboxylic acid.
N-{(R)-2-[N’(5-Fluoro-4-methoxy-pyrimidin-2-yl)-hydrezinocarbonyl]-heptyl }-N-
bydroxy-formamide.
N-{(R)-2-[N'-(4—D1methylnmmo-pynmdm-z-yl)-hydnunocarbonyl]-heptyl]-N—
hydroxy-formamide.
N-Hydroxy-N-{(2R)-2-[(N"-{6-[(2-hydroxycthyl)amino]-1,3-dihydro-2H-purin-2-
ylidene}-hydrazino)-carbonyl]-heptyl }-formamide.
N-{(R)-2-[N'«(5-Fluoro-4-morpholin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formemide.
N-{(R)-2-[N'{(5-Fluoro-4-mcthylamino-pyrimidin-2-yl)-hydrezinocarbonyl]-heptyl }-
N-hydroxy-formamide.
2-(N™-{ (R)-2-[(Formyl-hydroxy-aminc)-methyl}-heptanoyl}-hydrazino)-4-
trifluoromethyl-pyrimidine-S-carbaxylic acid dimethylamide.

-10-
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N-Hydroxy-N-{(R)-2-[N"-(3-ox0-3 4-dihydro-quinoxalin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.

N-((R)-2-Butoxy-2-[N"-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.

2-(N"-{ (R)-2-[(Formyl-hydroxy-amino)-methyl}-beptanoyl }-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid (2-fluoro-phenyl)-amide.

2-(N*{ (R)-2-[(Formy]-hydroxy-amino)-methyl}-heptanoyl }-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid tert-butylamide.

N-Hydroxy-N-((R)-2-{N*-{(1-piperidin-1-yl-methanoyl)-triflnoromethyl-pyrimidin-2-
yl}-hydrazinocarbonyl }-heptyl)-formamide.

N-{(R)-2-[N-(5-Cyano-4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]- -
boptyl }-N-hydroxy-formamide.

- N-Hydroxy-N-[(2R)-2({N"-[9-(4 4 ,4-trifluorobutyl)-1,9-dihydro-2 H-purin-2-ylidenc]-

hydrazino }-carbonyl)-heptyl]-formamide.

N-Hydroxy-N-((R)-2-{N*-[(1 morpho]m—d—yl—nnthanoyl)—ﬂuﬂuoromﬂhyl—py:mndm—
2-yl}-hydrazinocarbonyl }-heptyl)-formamide.

. 2-(N- {(R?-Z—[(Formyl-hydmxy—ammo)—mﬂhyl]—beptnnoyl]-hydn:mo)-4~

trifluoromethyl-pyrimidine-5-carboxylic acid benzylamide.
N—Hydmxy—N-[(ZR)—-s-m'-(l.2.4—bmzohilzin-3-yl)—hydruino]—2—(cyclohuylhﬁthyl)—
3-axopropyl]-formamide.
N-Hydroxy-N-((2R)-2-(cyclohexylmethyl)-3-{N" [7-(m=thyloxy)—l.2.4—benzotnmn
3-y1]-hydrazino }-3-oxopropyl)-formamide.
2-[2-((2ZR)-2~{ [Formyl(hydroxy)amino]methyl }heptanoyl)hydrazino}-N-methy]-N-2-
pyridinyl-4-(trifluoromethyl)-5-pyrimidinecarboxamide.
2-[2+(2R)-2-([Formyl(hydroxy)amino)methyl } heptanoyl) irydrazino]-N-methyl-N-
phenyl-4-(trifluoromethyl)-5-pyrimidinecarboxamide.
2-N-{(R)-2-[(Formy]-hydroxy-amino)-methyl]-heptanoyl}-bydrazino)-4-
trifiluoromethyl-pyrimidine-5-carboxylic ecid morpholin-4-ylamide.
N-Hydroxy-N-((R)-2-{ N*-[(N"-pheny)-hydrazinocarbonyl)-trifluoromethyl-pyrimidin-
2-y1}-bydrazinocarbonyl }-heptyl)-formamide.
2-(N™{(R)-2-{(Formy!-hydroxy-amino)-methyl}-heptanoyl} -hydrazino)}4-
trifluvoromethyl-pyrimidine-5-carboxylic acid piperidin-1-ylamide.
2-(N*-((R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanocyl)-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid pyrrol-1-ylamide. .
N-{(R)-2-[N-(Dimethylamino-fluoro-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.
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N-((R)-2-{ N-[(Bthyl-methyl-amino)-fluoro-pyrimidin-2-yl]-hydrazinocarhonyl }-
heptyl)-N-hydroxy-formamids.
N-Hydroxy-N-((2R)-2-(cyclopentylmethyl)-3- { N-[7(methyloxy)-1,2,4-benzotriazin-

3-yl]-hydrazino }-3-oxopropyl)-formamide.

N-Hydroxy-N-{(R)-2-[N*(1-methyl-1H-benzoimidazol-2-yl)-hydrazinocarbomyl]-

heptyl)-formamide.

N-{(R)—Z-[N'-(4—-Autldm-1-yl~5-ﬂuoro—pynm1dm—2-yl)—hydraz1nocarbonyl]—heptyl}-

N-hydroxy-formamide.

N-{ (R}Z-[N'{d—Cyclopmpylammo—S—ﬂumo—pynmdm—Z—yl}hydmzmocnrbonyl]—
beptyl }-N-hydroxy-formamide.

hydroxy-formamide.

N-Hydroxy-N-{(R)-2-[N*-(morpholin-4-yl-rifluoromethyl-pyrimi
hydrazinocarbonyl]-heptyl ) -formamide.

- - N-[(R)-2-(N- Benzo[1.2.4]n1mn-3-yl-hydnzmocarbonyl)-3-cyclopentyl—pmpyl]—N—

idin-2-yl)-

N-Hydroxy-N-[(R)-2-N"-{ [(2-hydroxy-ethy])-methyl-amino]-trifluoromethyl-

pyrimidin~2-yl}-hydrazinocarbonyl)-heptyl]-formamide.
N-Hydroxy-N-((R)-2-{N"-[(4-methyl-piperazin- l-yl)-mﬂuoromethyl-pynmldm-z-yl]-
hydrazinocarbonyl}-beptyl)-formamide.

N-Hydroxy-N-((2R)-2-(cyclohexylmethyl)-3- (N-[4-(cyclopropylamino)-5S-fluoro- .

pyrimidin-2-yljhydrazino } -3-0xopropyl)-formamide.

N-Hydroxy-N-((2R)-2-(cyclopentylmethyl)-3-{ N*-[4-{cyclopropyleifiino)-5-fluoro-

pyrimidin-2-yl]hydrazino}-3-oxopropyl)-formamide.

N-Hydroxy-N-[(2R)-3-{N"-[4-(azetidin-1-y1)-S-fluoro-pyrimidin-2-yI}-hydrazino }-2-

(cyclopentylmethyl)-3-oxopropyl]-formamide.

N-Hydroxy-N-{(2R)-5-methyl-2-({N*- [Hmﬂmmmethyl)-pynmldm-z-yl]-
hydrazino}-carbonyl)-hexyl]-formamide
N-[(R)-2~(N"-Benzo[1 .2.4]ttiazin—3-yl-hydrdnocnrbonyl)-S—mﬂhyl—lnxyl]—N—

hydroxy-formamide.

N-Hydroxy-N-[(ZR)-5-mcthyl-2-({N" U{n:eﬂxyloxy)-l,z,tl-benzom;mn-}yl]-

hydrazino }-carbony])-hexyl]-formamide.

N-{{R)-2-[N"-(7-Chloro-benzo{1,2 4]triazin-3-yl)-hydrmzinocarbonyl}-heptyl }-N-

hydroxy-formamide.

N-Hydroxy-N-{((2R)-2-{cyclopentylmethyl)-3- {N*-[4-(morpholin-4-y1)-6-
(trifluoromethyl)-pyrimidin-2-yl]-hydrazino}-3-oxopropyl)-formamide,

N-Hydroxy-N-((ZR)-2~(cyclopentylmethyl)-3-{N™[4-[(2-hydroxyethyD-(methyl)-
amino]-6-(trifluoromethyl)-pyrimidin-2-yl]-hydrazino ) -3-oxopropyl)-

formamide.
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N-Hydroxy-N-[(ZR)-6-methyl-2-({ N-[4-(triflnoromethy])-pyrimidin-2-y1]-
hydrazino }-carbonyl)-heptyl]-formamide.

N-Hydroxy-N-((2R)-2-{ [N'<(1,2,4-benzotriazin-3-yl)-hydrazino]-carbonyl ) -6-
methylheptyD)-formamide,

N-Hydroxy-N-{(R)-2-[N'{(5-methyl-benzo[1,2,4]triazin-3-y1)-hydrazinocarbonyl]-
heptyl}-formamide.

N«(R)-2-{N[(4-Ethy]-piperazin-1-yl)-trifluoromethyl-pyrimidin-2-yI}-
hydrezinocarbonyl}-heptyl)}-N-hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N"<(piperazin- l-yl-mﬂuommelhyl-pynnudm-Z-yl)-
hydrazinocarbonyl]-heptyl} —formamide.

N-{(R)-2-[N"(7-Fluoro-benzo[1,2 4]u1wn—3—yl)—hydnzmocarbonyl]-hcptyl}-N-
hydroxy-formamide. -

N-Hydroxy-N-{(2R)-2-({N"-[4-(4-cthyl-1-piperazinyl)-6-(trifluoromethyl)-pyrimidin-
2-yl}-hydmzino }-carbonyl)-6-methylheptyl}-formamide.

N-Hydroxy-N-[(ZR)-6-methy}-2-((N"[4-(piperezin-1-yl)-6-(trifiuoramethyl}-
pyrimidin-2-yl]-hydrazino }-carbonyl)-heptyl]-formamide.

N-Hydroxy-N-[(2R)-6-mcthyl-2-( { N-[4-(4-methyl-piperazin-1-yI}-6-~
(triflucromethyl)-pyrimidin-2-yl]-hydrazino } -carbonyl)-heptyl]-formamide.

N-Hydroxy-N-((2R)-2-{ [N*-(7-chloro-1,2,4-benzotriazin-3-yl)hydrazino]carbonyl } -6-
methylheptyl)-formamide. .

N-Hydroxy-N-((2R)-6-methyl-2-{ [N"-(5-methyl-1,2,4-benzotriazin-3-yl)-hydrazino}-
carbonyl } -heptyl)-formamide.

N-Hydroxy-N<{(2R)-2-{ [N’<(7-flucro-1,2,4-benzotriazin-3-yl)-hydrazino]-carbonyl } -
G-methylheptyl)-formamido.

N-Hydroxy-N~+{(R)-2-{N*- [(Z-methnxy-ethylnmmo)-mﬂuommethyl-py:mdin-z-yl]d
hydrazinocarbonyl }-heptyl)-formamide.

N-Hydroxy-N-[(2R)-6-methy]l-2-( [ N[7-(methyloxy)- 1,2,4-benzotriezin-3-yl]-
hydrazino}-carbonyl)-heptyl}-formamide.

N-Hydroxy-N-[(R)-2-(N"-{ [4~(2-hydroxy-ethy])-piperazin-1-yl]-trifiuoramethy]-
pyrimidin-2-yl}-hydrazinocarbonyl)-heptyl}-formamide.

N-Hydroxy-N-((R)-2-{N"{(4-pyrimidin-2-yl-piperozin-1-yl)-triflzoromethyl-
pyrunidin-2-yl]-hydrazinocarbonyl }-heptyl)-formamide.

N-Hydroxy-N-((R)-2-{N"-[(2-kydroxy-ethylamino)-trifluoromethyl-pyrimidin-2-y1}-
hydrezinocarbonyl }-heptyl)-formamide.

N-Hydroxy-N-({(R)-2-[N"<(7-triflucromethyl-benzo[1,2,4]triazin-3-yI)-
hydrazinocarbonyl]-beptyl }-formamide.
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N-Hydroxy-N-{ (R)-2-[N"{(6-methyl-benzo[ 1,2,4]triazin-3-yI)-hydrazinocarbonyI]-
heptyl}-formamide.

N-Hydroxy-N-{ (2R)-2~(cyclopontylmethyl)-3-[N"-(5-methyl-1,2 4-benzotriazin-3-
yl)hydrazino}-3-oxopropyl }-formamide.

N-Hydroxy-N-[(2R)-2-({N*-[4~(trifluoromcthy)-pyrimidin-2-yI]-hydrazino }-
carbonyl)-octyl]-formamide.

N-Hydroxy-N-{(2R)-2-{ [N*<(1,2,4-benzotriazin-3-yl)hydrazino]-carbgnyl }-octyl)-
formamide.

N-Hydroxy-N-[(2R)-2~ {N*-[7<{methyloxy)-1 2.4—bmmtnmn—3—yl]-hydnnno]- .
carbonyl)-octyl]-formamide. :

N-Hydroxy-N-{ (R)-2-[N"-(7-methy] banzo[l.2.4]mazm-3-yl)-hyd.rmnoclrbony1]- '
heptyl }-formamide. .

N-{(R)-2-[N"{6-Chloro-benzo[ 1,2,4]triazin-3-yI)-hydmzinocarbonyl]-heptyl } -N-
hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N"{(5-methoxy-benzof1,2,4]triazin-3-yl)-hydrazinocarbomnyl]-
heptyl}-formamide.

N-Hydroxy-N-{ (R)-2-[N'{(1-methyl-2-0x0-1 2-d;hydro—pyndm—4—yl)—
hydrazinocarbonyl]}-beptyl }-fonmamide.

N-Hydroxy-N-((R)-2-{N"-[(N"-pyridin-2-y]-hydrazino)-triflucromethy]- pynm:d.m-z-
yl]-hydrazinocarbonyl }-heptyl)-formamide.

N-Hydroxy-N-{(R)-2-[N"-(4-methyl-6-morpholin-4-yl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.

N-((R)-2-{N"-[4-(4-Ethy}-piperazin-1-y1)-6-methyl-pyrimidin-2-yl}- _
hwdnuhumwdxmwnJMquAWJWMnnqhﬁnnumﬁdg

}L{GOJLﬂﬂ{4ﬁJxnmﬂqigwﬂnmhﬁlbewﬂnmhmmubmuﬂHhmnﬂ}NHuMhmq#
formamide.

hLHbduuyJ%{GOMLDﬂHH4nﬂmmonwMuw1wndnH}yD4wdnmumuuhmuﬂ-
heptyl }-formamide.

N-Hydroxy-N-[(R)-2<N"isoquinolin-1 -yl-hydrmnocnrbonyl)—hcptyl]-formumde.

N-Hydroxy-N-[(R)-2~(N"quinolin-2-yi-hydrazinocarbonyl)-heptyl]-formamide.

N-{(R)-2-[N"{(1-Benzyl-2-0x0-1,2-dihydro-pyridin-4-yl)-hydrezinocarbony!}-heptyl } -
N-hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N"“(4-oxo-4H-pyrido[1,2-a][1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.

N-Hydroxy-N-{ (R)-2-[N"-(4-methyl-pyrimidin-2-yl)-hydrazinocarbonyl}-heptyl }-
formamide.
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N-{(R)-2-[N"(1-Butyl-2-ox0-1,2-dihydro-pyridin-4-yl)-hydrazinocarbonyl]-heptyl } -
N-hydroxy-formamide.
N-Hydraxy-N-{(R)-2-[N"{(9-methyl-4-oxo-4H-pyrido{ 1,2-a](1,3,5]triazin-2-yi)-
hydrazinocarbonyl]-heptyl }-formamide.
N-Hydroxy-N-{(R)-2-[N"{(6-0x0-4-trifluoromethy}- 1,6-dihydro-pyrimidin-2-y1)-
hydrazinocarbonyl}-heptyl}-formamide.
N-Hydroxy-N-{(R)-2-[N*{(methyl-trifluoromsthyl-pyrimidin-2-yl)-
hydrazinocarbonyll-heptyl }-formamide.
N-Hydroxy-N-{(R)-2-[N-(5-trifluoromethyl-pyridin-2-yl)-hydmzinocarbonyl}-
heptyl)-formamide. .
N-{(R)-2-[N"-(6-Bthoxy-pyridin-2-yl)-hydrazinocarbonyl)-heptyl }-N-hydroxy-
_fonmmide.
N-Hydroxy-N-[(R)-2-(N"-pyrido[2,3-€]}-[1,2,4]triazin-3-yl-hydrazinocarbonyl)-
heptyl]-formamide.
N-((R)-2-{N"[1-{1-Ethyl-propyl)-2-ox0-1,2-dihydro-pyridin-4-yl}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N~((R)-2-{N"-[2-0xo-1-(3-trif luoromethyl-benzyl)-1,2-dihydro-pyridin-4-
¥Il-bydrazinocarbonyl }-heptyl)-formamide.
N-Hydroxy-N-{ (R)-2-[N"(4-methy}-pyridin-2-yl)-hydrazinocarbonyl}-heptyl }-
formamide.
N-Hydroxy-N-{ (R)-2-[N"<(6-methoxy-pyridin-2-yl)-hydrazinocarbonyl}-heptyl }-
N-Hydroxy-N-{ (R)-2-[N'<(2-0x0-1-quinolin-B-yl-methyl-1,2-dibydro-pyridin-4-yl)-
hydrazinocarbonyl]-heptyl }-formatnide.
N-Hydroxy-N-[(R)-2-(N-{2-0x0-1-[2-(5,6,7,8-tetrahydro-[1,8]naphthyridin-2-y1)-
ethyl]-dihydro-pyridin-4-yl}-hydrazinocarbonyl)-heptyl}-formamide.
N-{(R)-2-[N'-(4,6-Bis-cthylamino-[1,3,5]triazin-2-yl)-hydrazinocarbenyl]-beptyl }-N-
hydroxy-formamide.
N-{(R)-2-[N"-(Bis~dimethylamino-{1,3,5]triszin-2-yl}-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.
N-{(R)-2-[N"-(4,6-Di-morpholin-4-yl-{1,3,5]triazin-2-yl)-bydrazinocarbonyl}-heptyl } -
N-hydroxy-formamide.
N-Hydroxy-N-((R)-2-{ N*-{4-(4-methyl-piperazin- 1-yl)-6-propylamino-{1,3,5]triazin-
2-y1}-hydrazinocarbony!}-heptyl)-formamide.
N-{(R)-2-[N"-(Dimethylamino-morpholin-4-y}-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-heptyl}-N-hydroxy-formamide.
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N-Hydroxy-N-{(R)-2-[N*{(6-methyl-pyridin-2-y])-hydrazinocarbonyl}-heptyl}-
formamide.
N-Hydroxy-N-((R)-2-{N"-[5~5-phenyl-[1,3,4]oxadiazol-2-yI)}-pyridin-2-yl]-
hydrazinocarbonyl }-beptyD)-formamide.
N-{(R)-2-[N'{(7-tert-Butyl-1,4-dioxo-1,2,3,4-tetrahydro-pyrido[3,4-d]Jpyridazin-5-yI)-
hydrezinocarbonyl}-heptyl}-N-hydroxy-formamide. *
N<{(R)-2-{N-[4-Ethylamino-6-(4-methyl-[1,4]diazepan-1-y1)-[1,3,5]triazin-2-yl]-
hydrazinocarbonyl }-beptyl)-N-hydroxy-formamide.
N-((R)-2-{N"-[4-Bthylamino-6-(4-ethyl-piperazin-1-yI)-[1,3,5]triazin-2-y1}- --
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"(6-triflucromcthyl-pyridin-2-y])-hydrazinocarbonyl]-
heptyl}-formamide.
N-Hydroxy-N-{ (R)-2-[N"-(4-methyl-6-morpholin-4-yl-methyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.
N-Hydroxy-N-{ (R)-2-[N"(4-methy}-6-morpholin-4-yl-[1,3,5]trinzin-2-y1)-
hydrazinocarbonyl}-heptyl }-formamide.
N-Hydroxy-N-{(2R)-2-(cyclopentylmethyl)-3-[N'{(4,6-dimethyl-2-pyrimidinyl)-
hydrazino]-3-oxopropyl}-formamide.
N-Hydroxy-N-{ (R)-2-[N'-{(4-methyl-6-pyrrolidin-1-yl-methyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-heptyl }-formamide.
N-{(R)-2-[N(4-Dimethylaminomethyl-6-methyl-pyrimidin-2-yl)-
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide. -
N-Hydroxy-N-((R)-2- {N*-{4-methyl-6-(4-methyl-piperazin-1-yl-methy!)-pyrimidin-2-
yI}-hydrazinocarbonyl}-heptyl)-formamide.
N-Hydroxy-N-{ (R)-2-[N'{(5-methyl-pyridin-2-yl}-hydrazinocarbonyl]-heptyl } -
formamide.
N<{(R)-2-{N"-[Dimethylamino-(4-methyl-[1,4]diszepan-1-yl)-[1,3,5]triazin-2-yl]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N'{4-methyl}-6-pyrrolidin-1-yl-[1,3,5]triazin-2-y1)-
hydmzinocarbonyl]-heptyl }-formamide.
N-Hydroxy-N-((R)-2-{N“-{4-methyl-6-}4-pyrrolidin-1-yl-piperidin-1-yl)-
[1,3,5]trazin-2-yl}-hydrazinocarbonyl }-beptyl)-formamide.
N<((R)-2-{N"[(Ethyl-methyl-amino)-metiryl-[1,3,5]triazin-2-yI}-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide.
N-((R)-2~(N*-[(4-(4-Ethyl-piperazin-1-yl)-6-methyl-{ 1,3,5]triazin-2-yl}-
hydrazinocarbonyl }-beptyl)-N-hydroxy-formamide.
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N-Hydroxy-N-{(2R)-7,7,7-trifluaro-2-( {N*-[4-(triflucromethyl)-pyrimidin-2-yl}-
hydmzino)-carbonyl)-heptyl}-formamide.
N-Hydroxy-N-((2R)-7,7,7-triflyoro-2- { [N*{(5-methyl-1,2 4-benzotriaxin-3-yI)~
hydrazino]-carbonyl }-heptyl)-formamide.
N-Hydroxy-N-((2R)-7,7,7-trifluoro-2- ( [N*{(7-methyl-1,2 4-benzotriazin-3-y1)~
hydrazino]-carbonryl}-heptyl)f-ormamide.
N-Hydroxy-N-{ (R)-2-[N*(4-methylamino-6-morpholin-4-yl-[1,3,5]-2-yI)-
hydrazinocarbonyl]-heptyl } -formamide.
N-((R)-2-{N*-[4-(4-Bthyl-pipcrazin-1-yl)-6-methylamino-f1,3,5]triazin-2-ylI]~
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-{(R)-2-IN'<{(4-Ethylamino-6-morpholin-4-yl-[ 1,3,5]triazin-2-yI)- '
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-{ (R)-2-[N"(4,6,7-trimethyl-7,8-dihydro-pterin-2-yl)- |
hydrazinocarbonyl]-heptyl }-formamide.
N-Hydroxy-N-{ (R)-2-[N"-{4,6,7-trimethyl-pteridin-2-yl)-hydrazinocarbonyll-heptyl } -
formamide.
N-Hydroxy-N-{(R)-2-[N-(methoxymethoxymethyl-trifinoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.
N-Hydroxy-N-((R)-2-{N-{4-methyl-6(1-piperidin-1-yl-methanoyl}-pyrimidin-2-yl}-
hydrazinocarbonyl }-heptyl)-formamide.
2-(N™-{(R)-2-[(Formyl-hydroxy-amino)-methyl}-heptanoyl)-hydrazino)-6-methyl-
pyrimidine-4-carboxylic acid cyclopropylamide. '
2-(N™{(R)-2-[(Formyl-hydroxy-amino)-methyl}-heptanoyl}-hydrazino)-6-methyi-
pyrimidine-4-carboxylic acid diisopropylamide.
N-{(R)-2-[N(5-Cyano-pyridin-2-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.
N-{(R)-2-IN"{(4,6-Diethyl-[1,3,5]triazin-2-y])-hydrazinocarbonyl]-heptyl } -N-
hydroxy-formamide.
N-{(R)-4-Cyclopentyl-2-[N*(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
butyl }-N-hydroxy-formamide.
N-{(R)4-Cyclopenty!-2-[N'{7-methyl}-benzo[ 1,2 4]triazin-3-yl)-hydrazinocarbonyl]-
butyl }-N-hydroxy-formamide.
N-{ (R)4-Cyclopentyl-2-[N*(5-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
butyl}-N-hydroxy-formamide.
N-Hydroxy-N—((R)-z-{N’-[G-(4-methyl-pipmzin—l-yl-mahyl)-pyﬂdin-z-yl]-
hydrazinocarbonyl }-heptyl)-formamide.
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N~(R)-2-{N-{5«4,6-Dimcthoxy-pyrimidin-2-yl)-pyridin-2-yl}-hydrazinocarbonyl }-
beptyl)-N-hydroxy-formamide.
N-{(R)-2-IN'(Diethylaminc-methyl-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-heptyl }-
N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2-(N"-{ [(2-methoxy-ethyl)-methyl-amino]-methyl-[1,3,5]triazin-2-
yl}-hydrazinocarbonyl}-heptyl]-formamide.
N~((R)-1-{N"-[4-(2,6-Dimethyl-morpholin-4-yI)-6-methyl-{1,3,5]triazin-2-y1}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-{(R)-2-[N*{(5-Fluoro-4-methyl-6-morpholin-4-yl-pyrimidin-2-y1)-
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide. .
N-{ (R)~2-[N'-(4-Ethyl—6—mmpholin-:4-yl-[1 3,5]triazin-2-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N'(Ethyl-methyl-amino)-[ 1,3,5]triazin-2-yl)-hydrazinocarbonyi]-heptyl }-
N-hydroxy-formamide, |
N+((R)-2-{N"-[4-Ethy}-6-(4-ethyl-piperazin-1-yl)-{1,3,5]triazin-2-yl}=
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-((R)-2-{N-[5-Fluoro-4-methyl-6-(4-methyl-piperazin-1-yl)-pyrimidin-2-yI]-
hydrazinocarbonyl }-heptyl)-N-bhydroxy-formamide.
N-{(R)-2-[N'{Dimethylamino-ethryl-{1,3,5]triazin-2-yl)-bydrazinocarbonyl]-heptyl}- -
N-hydroxy-formamide. ' '
N-((R)-2-{N*[5-Fluoro-4-methyl-6-(4-methyl-[1,4]diazepan-1-yl)-pyrimidin-2-yI}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-{(R)-4-Cyclopentyl-2-[N'(morpholin-4-yl-triflucromethyl-pyrimidin-2-yI)-
hydrazinocarbonyl}-bntyl}-N-hydroxy-formamide.
N-{R)-2-(N"-(Ethyi-[(2-methoxy-ethyl)-methyl-amino]-[1,3,5]triazin-2-yl }-
hydrazinocarbony!)-beptyl]-N-hydroxy-formamide.
N-{(R)-2-[N-(Dimethylamino-methyl-pyrimidin-2-yl)-hydrazinocarbonyl}-heptyl } -
N-hydroxy-formamide.
N-{(R)-2-[N-(4-Cyclopropylamino-6-methyl-pyrimidin-2-yI)-hydrazinocarbonylI]-
heptyl }-N-hydroxy-formamide.

N-{(R)-2-Cyclohexyi-2-[N"{4-trifluoromethy}-pyrimidin-2-yl)-hrydrazinocarbomyl}-

ethyl }-N-hydroxy-formamide.
N-{(R)-2-Cyclohexyl-2-[N"(7-mcthoxy-benzo[1,2 4]triazin-3-yl)-
hydrazinocarbonyl]-ethyl }-N-hydroxy-formamide.
N-{(R)-2-Cyclohexy!-2-[N*{(5-methyl-benzo[1,2 4]triazin-3-yl)-hydrazinocarbonyl}-
ethyl}-N-hydroxy-formamide.
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N-{(R)4,4-Dimsthyl-2-[IN*-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl}-
pentyl}-N-hydroxy-formamide.
N-{ (R)4,4-Dimethyl-2-{N-(7-methyl-benzo[1,2,4]uiszin-3-yl)-hydrazinocatbonyl]-
pentyl}-N-hydroxy-formamide.
N—{(RH.d—Dimethyl—Z—[N'—(S—msthyl—benzo[l,2.4]mwn-3—yl)-hydmzmocubony1]-
pentyl}-N-hydroxy-formamide.
N-{(R)4 4-Dimethyl-2-[N*{morpholin-4-yl-triflucromethryl-pyrimidin-2-yl)- .

hydrazinocarbonyl}-pentyl }-N-hydroxy-formamide.
N-((R)-2-{N*-[Bthyl{(methyl-pyridin-2-yl-amine)-{1,3,5]triazin-2-yl]-

bydrazinocarbonyl }-heptyl)-N-hydroxy-formamide. - .
N-{(R)-2-[N"{(4-Cyclopropylamino-6-ethyl-[1 3.S]tmzm-2—yl)-hydrazmbcubonyl]- o

heptyl}-N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2-{N"(5-methyl-bonzo[ 1,2,4]triazin-3-y1)-hydrazinocarboiryl]-3-

(1-methyl-cyclopentyl)-propyl]-formamide.
N-Hydroxy-N-[(R)-2-[N’(7-methoxy-benzo[ 1,2 4]trinzin-3-yl)-hydrazinocarbonyl]-3-
(1-methyl-cyclopentyl)-propyl]-formamide.

N-Hydroxy-N-{(R)-3-(1-methyl-cyclopentyl)-2-[N"(4-trifluoromethyl-pyrimidin-2-

yl)-hydrazinocarbonyl]-propyl ) -formamide.

N-Hydroxy-N-{(R)-2-[N*-(4-isopropyl-6-morphalin4-yl-{1,3,5)triazin-2-y1)-

hydrazinocarbonyl]-heptyl }-formamide.

N-Hydroxy-N-{(2R)-2(cyclopontylmethyl)-3-[N(4-methyl-2-pyrimidinyl)-

hydruzino]-3-oxopropyl } -formamide.

N-Hydroxy-N-[(2R)-6,6,6-triflnoro-2-({ N -[4~(trifluvoromethy])-pyrimidin-2-yI}-

hydrazino}-carbonyl)-hexyl}-formamide.

N-{(R)-2-[N«5,7-Dimethyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-heptyl }-N-

hydroxy-formamide.

N-{(R)-2-[N"-(3,6-Dimethyl-pyrazin-2-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-

formamide.

N-((R)-2-{N[4-{4-Ethyl-piperazine-1-y)}-6-isopropy}-[1,3,5}triazin-2-yl}-

hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.

N-{(R)-2-[IN*{4-Dimethylamino-6-isopropyl-[ 1,3,5]triazin-2-yI)-bydmzinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N-{methyl-trifluoromethyl-pyridin-2-yl)-hydrazinocarbonyl]-

heptyl}-formamide.

2-(N™-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl }-hydrazino)-6,N,N-

trimethyl-isonicotinamide.

-19.

zb?(



10

15

a5

WO 03/101442 PCT/USOX 17054

N-Hydroxy-N[(2R)-2~({ N"-[3-amino-6-{trifluoromethyl}-pyridin-2-yl]-hydrazino}-
carbonyl)-heptyl]-formamide.
N-Hydroxy-N-[(R)}-2-(N"-{4-isopropyl-6-[(2-methoxy-ethyl)-methy!-amino]-
[1,3,5]triazin-2-yl }-hydrazinocarbonyl)-heptyl]-formamide.
N-{(R)-3-Cyclopentyl-2-[N"(4-ethyl-6-morpholin-4-yl-[1,3,5]triazin-2-y1)-
hydrazinocarbonyl]-propyl }-N-bydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N*(4-morpholin-4-yl-6-propyl-[1,3,5]triezin-2-y1)-
-lrydrazinocarbonyl]-heptyl }-formamide.
N<((R)-2-{N"-[4-(4-Ethyl-piperazin-1-yl)-6-propyl-[1,3,5] triazin-2-yI]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formatnide.
N-{ (R)~5,5—D|mzthyl-2-[N'(4-mﬂuomnmhyl-pynm1dm-2-yl)-hydmmnocubonyl]-
hexyl }-N-hydroxy-formamide. i
N-{(R)-S.S-Dxmsthyl-z-m ('l—methyl-bmzo[l.2.4]tnmn-3—yl)—hydrazmocarbonyl]—
hexyl }-N-hydroxy-formamide.
N-{(R)-5,5-Dimethy}-2-[N"-(5-methyl-benzo[ 1 ,2,4]triazin-3-yl}- hydrazinocarbonyl]-
hexyl }-N-hydroxy-formamide.
N-{(R)-5,5-Dimethyl-2-[N"{morpholin-4-yl-trifiuoromethy}-pyrimidin-2-yI)}-
hydrazinocarbonyl]-hexyl}-N-hydroxy-formamide. :
N-{ (R)4-Bthy]-2-[N"(4-trifluoromethyl-pyrimidin-2-yl)-hydrazino carbonyl]-hr.xyl}-
N-hydroxy-formamide.
N-{ (RH—Ethyl—Z—[N'—(‘T—mcthyl—bmzo[l.2.4]mlnn-3-y1)-hyduzmocarbonyl]-hexyl}-
N-hydroxy-formamide.
N-{(R)-4-Ethyl-2-[N"-(morpholin-4-y]-trifluoromethyl-pyrimidin-2-yl}-
hydrazinocarbonyl]-hexyl}-N-hydroxy-formamide.
N~((R)-3-Cyclopentyl-2-{ N*-[4-ethyl-6-(4-ethyl-piperazin-1-yl)-[1,3,5]triazin-2~y]]-
hydrazinocarbonyl }-propyl)-N-hydroxy-formamide.
N-{(R)-3-Cyclopenty}-2-[N(4-cyclopropylamino-6-ehryl-[1,3,S]trinzin-2-y1-
hydrazinocarbonyl]}-propyl }-N-hydroxy-formamide.
N-((R)-4-Ethyl-2-[N-(5-methyl}-benzo[1,2 4]triazin-3-yl)-hydrazinocarbonyl}-hexyl } -
N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-(N"{ [(2-methoxy-ethyl)-methyl-amino]-propyl-{1,3,5]triazin-2-
yl}-hydrzinocarbonyl)-beptyl]-formamide.
N—{(R)-Z-[I’l'—(Dimothylamino-pmpyl-[1.3,5]u'iazin-2-yl)-hy_drazinoca:bonyl]-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N'{(4-Ethyl-pyrimidin-2-y})-hydrazinocarbonyl]-heptyl} -N-hydroxy-
formamide.
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N-Hydroxy-N-{(R)-2-[N"{(4-isopropyl-pyrimidin-2-y1)-hydmzinocarbonyl]-heptyl } -
formamide.

N-{(R)-2-[N*(4-Cyclopropyl-6-morpholin-4-yl-{1,3,S}iriszin-2-yI)-
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide.

N-Hydroxy-N-[(2R)-2-({N*[4-(pyridin-2-yl)-pyrimidin-2-yi]-hydrazino}-carbomyl)-
heptyl}-formamide.

N-((R)-2-{N"[4-Cyclopropyl-6-(4-ethy}-piperazin-1-y1)-[1,3,5]triezin-2-y1]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.

N-{(R)-2-[N«(Cyclopropyl-dimethylamino-[1,3,5)triazin-2-yl)-hydrazinocarbonyl}- © -

heptyl}-N-hydroxy-formamide..
N«{((R)-2-{N*[Cyclopropyl-{ethyl-methyl-amino)-[1,3,5]triazin-2-y1]-
" hydrezinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-{(R)-2-[N(4-Cyclopropyl-6-pyrrolidin-1-yl[1,3,5]triazin-2-y1)-
hydrazinocarbonyl}-heptyl ) -N-hydroxy-formamide.
N-{(R)-2-[N{(4,6-Dicyclopropyl-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-beptyl }-N-
hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"{(5-methy}-benzo[1,2 4]triezin-3-yl)-hydrazinocarbonyl]-3-
(2-methyl-cyclopentyl)-propyl]-formamide.
N-[(R)-2-[N"{(Dimethylamino-ethyl-[1,3,5]iriazin-2-yl)-hydrazinocarbonyl]-3-(2-
methyl-cyclopentyl)-propyl]-N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2-[N"{(4-triflucromethyl-pyrimidin-2-yl)- hydrazipocarbonyl}-3-
(2-methyl-cyclopentyl)-propyl]-formamide. .
N-{(R)-2-[N"(5-Bthyl-pyrimidin-2-yl)-hydrazinocarbonyl}-beptyl } -N-hydroxy-
formamide.
N-Hydroxy-N-{(2R)-2-{cyclopentylmethyl)-3-[N"(7-methyl-1,2,4-benzotrinzin-3-yl)-
hydrazino}-3-oxopropyl }-formamide. *
N-Hydroxy-N-[(2R)-2-(cyclopentylmethyl)-3-(N*{4-ethyl-6-{ethyl(methyl)amino}-
1,3,5-trinzin-2-yl }-hydrazino)-3-oxopropyl]-formamide. -
N-Hydroxy-N-(2R)-2-(cyclopentylmsthyl)-3-(N"[4-(dimethylamino)-6-ethyl-1,3,5-
_ triazin-2-yl]-hydrazino}-3-oxopropyl)-formamide.
N-((R)-2-{ N*-[4-Ethyl-6-(4-isopropyl-piperazin-1-y1)-{1,3,5]triazin-2-y1}-
hydrazinocarbonyl }-beptyl)-N-hydroxy-formamide.
N-Hydroxy-N-[(2R)-3-[N*(6-chloro-1,2,4-benzotriazin-3-yl)-hydrazino]-2-
(cyclopentylmethyl)-3-oxopropyl]-formamide.
N-{(R)-4,4-Dimethy}-2-[N'(4-trifluoromethyl-pyrimidin-2-yl)-hydrezinocarbonyl]-
hexyl}-N-hydroxy-formamide.

-21-

A



10

15

30

35

WO 03101442 PCT/USO3/17054

N-{(R)-4,4-Dimethyl-2-[N(7-methyl-benzo[1,2,4]triazin-3-y])-hydrazinocarbonyl]-
hexyl }-N-hydroxy-formamide.
N-{(R)4,4-Dimethyl-2-[N(5-methyl-benzo[1,2 4]triazin-3-yI) hydgnnoca:bonyl]—
hexyl }-N-hydroxy-formamide.
N-{(R)4 4-Dimethy}-2-[N"-(morpholin-4-yl-trifluoromethyl-pyrimidin-2-y1)-
hydrazinocarbonyll-hexyl }-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"{(5-phenyl-{1,2,4]triazin-3-yi)-hydrazinocarbonyl]-heptyl }-
formamide. .
N-{(R)-2-[N"{4-Ethyl-6-morpholin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl }-
N-hydroxy-formamide,
N-{(R)-2-{N-[4-Ethy]-6-(4-methyl-piperazin-1-yI)-pyrimidin-2-y1]-
hydrazinocarbonyl }-heptyl)}-N-hydroxy-formamide, .
N-{(R)-2-[N*(5-Ethyl-4-methyl-pyrimidin-2-y1)-hydrazinocarbonylI]-heptyl } -N-
hydroxy-formamide.
N-{(R)-2-{N"-{4-Ethyl-6-(4-propyl-piperazin-1-yl)-{1,3,5]triazin-2-yI]}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-((R)-2-{N"-[6-(4-pyrimidin-2-yl-piperazin-1-yl-methyl)-pyridin-2-yl}-
hydmzinocarbony!}-heptyl)-formamide.
N—Hydroxy—N—((R)-z-{N'-[G-(B-[l.2.4]ninzol-l-yl-methyl-[1.2.4]uin.zol-l-yl)-pyﬁdin-
2-yl}-hydmzinocarbonyl }-beptyl)-formamide.
N-{(R)-3-Bicyclo[2.2.1]hept-7-yl-2-[N"-(4-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl}-propyl }-N-hydroxy-formamide.
N-{(R)-3-Bicyclo[2.2.1]hcpt-7-yl-2-[N*{morpholin-4-yl-trifluoromethyl-pyrimidin-2-
yl)-hydrazinocarbonyl]-propyl }-N-hydroxy-formamide.
N-hydroxy-N-[(R)-2-(N-pyridin-3-yl-hydrezinocarbonyl)-heptyl]-formamide.
4-{4-Ethyl-6-[2-((2R)-2-{ [formyi(hydroxy)amino]-methyl}-heptanoyl)-hydrazino]-
1,3,5-triazin-2-yl}-1-methyl-1-propylpiperazin-1-ium iodide.
N-{(R)-3-Bicyclo[2.2.1]}hept-7-yI-2-[N"-(5-methyl-benzo[ 1,2 4]triazin-3-yI)-
hydrazinocarbonyl]-propyl }-N-hydroxy-formamide.
N-{(R)-2-[N(4-Azetidin-1-yl-6-ethyl-[1,3,5]tdazin-2-yl)-hydmzinocarbonyl]-
heptyl }-N-hydroxy-formamide.
N-{(R)-2-Cyclopenty}-2-[N'-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl}-
ethyl }-N-hydroxy-formamide.
N-{(R)-2-Cyclopentyl-2-[N"(morpholin-4-yl-4-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-cthyl}-N-hydroxy-formamide.
N-{(R)-2-Cyclopentyl-2-[N*-(4-methyl-pyridin-2-yl)-hydrazinocarbSnyl]-cthyl }-N-
hydroxy-formamide.
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N-{(R)-2-Cyclopentyl-2-[N"{(dimsthylamino-cthyl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-ethyl }-N-hydroxy-formamide.

N-{(R)-2-Cyclopentyl-2-[N"{7-methyl-benzo{ 1,2,4]triazin-3-yI)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.

N-{(R)-2-Cyclopentyl-2-[N'<{5-methyl-benzo[ 1,2 41triazin-3-y])-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N"-(5-methyl-benzo[ 1,2 4]triazin-3-yI)-hydrazinocarbonyl]-2-

. (4-methyl-cyclohexyl)-ethyl }-formamide. -

N-Hydroxy-N- ((R)-2-[N"-(7-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-2-
(4-methyl-cyclohexyl)-ethyl }-formamide.

N-Hydroxy-N-{(R)-2-(4-methyl-cyclobexyl)-2-[N"~(4-trifluoromethyl-pyrimidin-2-
yl)-hydrazinocarbonyl]-ethyl} -formamide.

N:Hydroxy-N-{(R)-2-(4-methyl-cyclohexyl)-2-[N*{morpholin-4-y}-trifluoromethyl-
pyrimidin-2-yl)-hydrazinocarbonyl]-cthyl }-formamide.

N-Hydroxy-N-{(R)-2-(4-methyl-cyclohexyl)-2-[N*-(4-methyl-pyridin-2-yl)-
hydrazinocarhonyl]-cthyl }-formamide.

N-{(R)-2-[N(Dimethylamino-ethyl-[1,3,5]triazin-2-yl)-hydmazinocarbonyi}-2<(4-
methyl-cyclohcxyl)-ethyl}-N-Hydroxy-formamide.

N-{(R)-2-[N"(6,7-Dihydro-5 H-cyclopentapyrimidin-2-yl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-fonnamide.

N-((R)-2-[N*-{4-Ethyl-6-((S)-2-hydroxymethyl-pyrrolidin-1-yI)-[1,3,5]triazin-2-yI]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

N-{(R)-2-[N*<(Dimethylamino-pyridin-3-yI-pyrimidin-2-yl)-hydrazinocarbonyl]-
beptyl}-N-hydroxy-formamide. i

N-{(R)-2-[N"«(Dimethylamino-pyridin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide. .

N-Hydroxy-N-{ (R)-2-N"(5,6,7,8-tetrahydro-benzo[ 1,2 4]triazin-3-y1)-
hydrazinocarbonyl]-heptyl}-formamide.

N-{(R)-2-[N-(5,6-Diethyl-[1,2 4]triazin-3-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.

N-Hydroxy-N-{(R)-2-{N“[5-(4-hydroxy-phenyl)-{1,2,4]triazin-3-yI}-
hydrazinocarbonyl}-heptyl)-formamide.

N-[(R)-2-(N{ [(2-Dimethylamino-ethyl)-methyl-amino}-ethyl-{1,3,5]triazin-2-y1}-
hydrazinocarbonyl)}-heptyl]-N-hydroxy-formamide.

N-{(R)-2-[N"-(2-Dimethylamino-quinazolin-4-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.
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N-Hydroxy-N-{(R)-2-[N"-(3-mcthanesulfonyl-4,6-dimothyl-pyridin-2-yI)-
hydrazinocarbonyl}-heptyl }-formamide.

N-({(R)-2-{ N*-[4-Bthyl-6-(3-hydroxy-piperidin-1-y1)-{1,3,5]triazin-2-yi]-
hydrazinocarbonyl }-beptyl)-N-hydroxy-formamide. :

N-[(R)-2-(N"-{4,5"]Bipyrimidiny}-2-y}-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.

N+«((R)-2-{N-[(Cyclopropyl-methyl-amino)-ethyl-[1,3,5}triazin-2-yl}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.

N-((R)-2-{N"-[4-Ethyl-6-((R)-3-hydroxy-pyrrolidin-1-yI)-[1,3,5]triazin-2-y1]-
hydrazinocarbonyl } -heptyl)-N-hydroxy-formamide.

- N-Hydroxy-N-[(R)-2-(N"-[3,3]Bipyridinyl-5-yl-hydrazinocarbonyI)-heptyl}-

formamide. :
N-Hydroxy-N-{(R)-2-(N-(5-morpholin-4-yl-pyridin-3-yl)-hydrazinocarbonyl)-
heptyl]-formamide.
N-Hydroxy-N-{ (R)-2-[N*(4-pyridin-3-yl-pyrimidin-2-y1)-hydrazinocarbonyl}-
heptyl }-formamide.
N-Hydroxy-N-{(R)-2-[N'{(5,6,7,8-lctrahydro-quinazolin-2-yl)}-hydrazinocarbonyl}-
heptyl}-formamide.
N-{(R)-2~(N*{ [Cyclopropyl-11-methy]-piperidin-4-yl)-amino]-ethyl-[1,3,5}triazin-
2-yl}-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.
N-{(R)-2-{N"-[4-((R)-3-Dimethylamino-pyrralidin-1-yI)-6-ethyl-[1,3,5]triazin-2-yI]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide,
N-Hydroxy-N-[(R)-2-(N“[5-(1H-pyrrol-2-y1)-pyridin-3-y1}-hydrazinocarbonyl)-
heptyl}-formamide.
N-Hydroxy-N-[(R)-2-(N*-[(4-methyl-piperazin-1-yl)-triftuoromcthyl-pyrimidin-4-yl]-
hydrazinocarbonyl)-heptyl}-formamide.
N-Hydroxy-N-[(R)-2-(N'«(5-Furan-3-yl-pyridin-3-yl)-hydrzinocarbonyl)-heptyl]-
formamide.
N-{ (R)-5,5-Dimethyl-2-[N"{(4-rifluoromethyl}-pyrimidin-2-yl)-hydrgzinocarbonyl]}-
heptyi}-N-hydroxy-formamide.
N-{(R)-5,5-Dimethyl-2-[N'{(7-methyl-benzo[1,2,4)triazin-3-yl)-hydrazinocarbonyl]-
beptyl}-N-hydroxy-formamide.
N-{(R)-5,5-Dimethyl-2-(4-methyl-pyridin-2-y1)-hydrazinocarbonyl}-heptyl }-N-
hydroxy-formamida,
N-{(R)-2-Cycloheptyl-2-[N*-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.
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N-{(R)-2-Cycloheptyl-2-[N'-(4-mcthyl-pyridin-2-yl)}-hydrazinocarbonyl}-ethyl }-N- -
hydroxy-formamide.
N-{(R)-2-Cycloheptyl-2-[N*-(dimethylamino-cthyl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl}-ethyl }-N-hydroxy-formamide.
N-{(R)-2-Cycloheptyl-2-[N"-(7-methyl-benzo[1.2,4]triazin-3-yl)-hydrazinocarbonyl]}-
ethyl }-N-hydroxy-formamids.

* ' N+{(R)-2-{N"-[4-Bthy]-6-(4-hydroxy-piperidin-1-yI)-[1,3,5]triazin-2-y1]-

hydrazinocarbanyl}-heptyl)-N-hydroxy-formamide. -
N-{(R}-S.S-D:methyl-z-[N'-(S—methyl-benzo[l,2,4]mazm-3-yl)-hydrmnocubonyl]-
heptyl)-N-hydroxy-formamide.
N-{(R)-2-[N"-(4-Dimethylamino-quinazolin-2-yl)-hydmzinocarbonyl]-heptyl }-N-
hydroxy-formamide. )
N-Hydroxy-N-{(R)-2-{N"-(4-pyridin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.
N-Hydroxy-N-((R)-2-{N-{4-(3-hydroxymethyl-pheny!)-pyrimidin-2-y1}-
hydrazinocarbonyl }-heptyl)-formamide.
N-Hydroxy-N-((R)-2-{N-[4-(4-hydroxymethyl-phenyl)-pyrimidin-2-yI}- -
hydrazinocarbonyl }-heptyl)-formamide.
N-((R)-2-{N"-[4-Ethyl-6(3-mcthoxy-piperidin-1-yI)}[1,3,5]triazin-2-y1]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N-(7-methyl-benzo[ 1,2 4]triazin-3-yl)-hydrazinocarbonyl}-2- -
(4-methyl-cyclobhexyl)-cthyl }-formarnide.
N-[(R)-2-{N*-[Ethy]-(ethyl-methylaminc)-{1,3,5]trinzin-2-yI]-hydrazinocarbonyl }-2-
(4-methyl-cyclohexyl)-ethyl }-N-hydroxy-formamide. -
N-[(R)-2-(N*-[Bthyl-(ethyl-methylamino)-[1,3,5)triazin-2-yl}-hydrazinocarbonyl }-2-
(4-methyl-cyclohexyl)-ethyl }-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"<{(7-methyl-benzo[ 1,2 ,4]triazin-3-y[)-hydrazinocarbonyI}-2-
(4-mcthyl-cyclohexyl)-ethyl }-formamide.
N-((R)-2-{N™-[4-(2,6-Dimethoxy-phenyl)}-pyrimidin-2-yl]-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide.
N+(R)-2-{ N-[4-Ethyl-6-((R)-3-methoxy-pyrrolidin-1-yi)-{1,3,5)iriazin-2-y1}-
bydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N~((R)-2-{N*[4-Bthyl-6-(4-methoxy-piperidin-1-yl)-[1,3,5]triazin-2-yi}- -
hydrazinocarbony]}-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2-N"{(6-pymolidin-1-yl-pyrimidin-4-yl)}-hydrazinocarbonyl)-
heptyl]-formamide.
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N-Hydroxy-N-[(R)-2-(N"-[6(4-methyl-piperazin-1-yl)-pyrimidin-4-yl])-
hydrazinocarbonyl)-heptyl}-formamide. -
N-{a!}z-mL(&Dimethyhnﬁno-pyﬁmidin4-y1}hydnzinocubqnyl]-heptyl]-N-
hydroxy-formamide.
N-{(R)-2-[N(Pyridin-4-yl-trifluoromethyl-pyrimidin-4-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N-(Pyridin-3-yl-trifluoromethyl-pyrimidin-4-yI)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N'{Z—Ethyhmmo—ﬁ-tnﬂuommethyl—pynm:Myl)-hydﬂnmcubonyl]—
boptyl }-N-hydroxy-formamide.
N-Hydroxy-N-((R)-2-(N-[5-(4-methoxy-phenyl)-[1,2 4]triazin-3-yI}-
hydrazinocarbonyl }-heptyl)-formamide.
N-Hydroxy-N-{(R)-2-{N-[4-(2,3,4-trimcthoxy-phenyl)-pyrimidin-2-yI}-
hydrezinocarbonyl}-heptyl)-formamide.
N-{(R)-4,4-Dimethyl-2-{N'-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formamide.
N-{(R)4,4-Dimethyl-2-[N"{(7-methyl-benzo[ 1,2 4]triazin-3-yl)-hydrazinocarbonyl]-
heptyl }-N-hydroxy-formamide. -
N-{(R)-4,4-Dimethyl-2-[N*-(5-methyl-benzo[1,2,4]triazin-3-yl)}-hydrazinocarbonyl}-
beptyl }-N-hydroxy-formamide.
N-{(R)4,4-Dimethyl-2-[N"-(4-methyl-pyridin-2-yl)-hydrazinocarbonyl]-heptyl } -N-
hydroxy-formamide.
N-Hydroxy-N-{ (R)-2-[N*-(6-morpholin-4-yl-pyrimidin-4-yI)-hydrazinocarbonyl]-
heptyl }-formamide.
N-Hydroxy-N-[(R)-2-(N-{5-{4<2-hydroxy-ethoxy)-phenyl]-[1,2 4]tsiazin-3-y1}-
hydrazinocarbonyl)-heptyl]-formamide.

. N-{(R)-2~[N"{(4-Furan-2-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-

formamide.
N-((R)-2-{N-[4-(3,5-Dimethy}-isoxazol-4-yl)-pyrimidin-2-yl]-hydrazinocarbonyl } -
heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-{ (R)-2-[N*(4-methyl-1-oxy-pyridin-2-yl)-hydrazinocarbonyl}-heptyl } -
formamide.
2-(N“{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrezino)-6-methyl-
nicotinic acid.
N-Hydroxy-N-{(R)-2-[N"-(3-methoxy-pyridin-2-yl)-hydrazinocarbonyl]-heptyl} -
formamide.
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N-Hydroxy-N-{(2R)-2-[(N’-{4-[4-(methylsulfonyl)phenyl]-pyrimidin-2-yl}- .
hydrazino)-carbonyl]-beptyl}-formamide.

N-Hydroxy-N-[(2R)-2~( (N“[4-(furan-3-yI)-pyrimidin-2-y]-hydrazino }carbonyl)-
heptyl]-formamide.

N-[(2R)-2~({N*[4-(2-aminophenyl)-pyrimidin-2-yl}- hydrazino}-carbonyi)-heptyI}-N-
hydroxy-formamide.

N-Hydroxy-N-[(2R)-2-({N"-[5-(5-methyl-1,3,4-oxadiazol-2-yl)-4-(trifluvoromethyl)-
pyrimidin-2-yI]-hydrazino } -carbonyl)-heptyl]-formamide.

- N-Hydroxy-N-{(2R)-2-(cyclopentylmethyl)-3-{N*-[5-(5-methyl-1,3 I—oudmzol—?.—yl)—

4-(triflaoromethyl)-pyrimidin-2-yl}-hydrazino}-3-oxopropyl)-formamide. -
N-[(2R)-2-({N*-[6-(dimethylamino)-2-methyl-pyrimidin-4-yl]-hydrazino}-carbonyl)-
heptyl]-N-hydroxy-formamide. .
N-[(2R)-2-({N“[2-Cyclopropyl-6-{dimethylamino)-pyrimidin-4-yl]-hydrazino}-
carbonyl)-heptyl]-N-hydroxy-formamide.
N-Hydroxy-N-[(2R)-4-(2-thieny])-2-({N*-[4-(trifluoromethyl)-pyrimidin-2-yI}-
hydrazino }-carbonyl)-butyl]-formamide.
N-Hydroxy-N-[(2R)-2-{ [IN*{(4-methy]-pyrimidin-2-yl)hydrazinoJcarbonyl }-4-(2-
thienyl)-butyl]-formamide. -
N-[(2R)-2-[(N*-{4-Ethyl-6-{ethyl(methyl)amino}-1,3,5-triazin-2~yl } -hydrazino)-
carbonyl]-4-(2-thicnyl)butyl]-N-hydroxy-formamide.
N-Hydroxy-N<((2R)-3-0x0-2-(2-thienylmethyl)-3-{ N"-[4-(trifluoromethyl)-pyrimidin-
2-yI}-hydrazino }-propyl)-formamide.
N-Hydroxy-N-[(2R)-3-[N"-(4-methyl-pyrimidin-2-yDhydrazino]-3-0x0-2-(2-
thienylmethyl)-propyl]-formamide.
N-[(2R)-3-(N"-{4-Ethyl-6-[ethy](methyDamino]-1,3,5-triazin-2-yl } ydrazino)-3-0xo-
2~(2-thienylmethyl)-propyl]-N-hydroxy-formamide.
N-Hydroxy-N-[(2R)-2-( {N*-[2-methyl-6-(pyridin-2-y1)-pyrimidin-4-y1]-hydrazino}-
carbonyl)-heptyl]-formamide.
N-Hydroxy-N-[(2R)-2-({N*[6-(pyridin-2-yl-methyl)-pyridazin-3-yl}-hydrezino}-
carbonyl)-heptyl]-formamide.
N-Hydroxy-N-[(2R)-2«{N*-[2~-methy]-6(morpholin-4-yl)-pyrimidin-4-yl]-
hydnzino}-cnrbmyl)-heptyl] -formarmide.
N-Hydroxy-N-{(2R)-2(N*[6-(morpholin-4-y1)-2-(trifluaromethyl)-pyrimidin-4-y1}-
hydrmno}-carbonyl)—hcptyl]—fo:mmde -
N-Hydroxy-N-{(2R)-2-[(N{4-[methyl-(pyridin-2-yl)-amino}-pyrimidin-2-yl}-
hydrazino)-carbonyll-heptyl }-formamide.
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N-Hydroxy-N~((2R)-2-cyclopentylmethyl)-3-{N*[4-cyclopropyl-6-{dimethylamino)-
1,3,5-triazin-2-yl]-hydrazino}-3-oxopropyl)-formamide.

N-Benzo[1 3]dioxol-5-yl-methyl-hydrazinecarboxylic acid tert-butyl ester.

N-[(R)-2-(N“Benzo[1,3]dioxol-5-yl-methyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.

N-{(R)-2-[N'(2,3-Dihydro-[1,4]dicxinof2,3-b]pyridin-7-yl-methyl)-
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide,

N-{{(R)-2-[N'(4-Dimethylamino-benzyl)-bydrazinocarbonyl]-heptyl }-N-hydroxy-

formamide.
N-Hydroxy-N-((R)-2-[N-[2<(5,6,7,8-tetrahydro-[1,8]naphthyridin-2-yl)-ethyl]-
hydrezinocarbonyl]-heptyl }-N-hydroxy-formamide. -
N-Hydroxy-N-[(R)-2-(N"quinolin-2-yl-methyl-hydrazinocarbonyl)-heptyl}-
formamide.
N-Hydroxy-N-{(R)-2-[N*(1,2,3 4-tstrahydro-quinolin-2-yl-methyl)-
hydrazinocarbonyl}-heptyl}-formamide.
N-Hydroxy-N-[(R)-2-N"-quinolin-6-yl-methyl-hydmzinocarbonyl)-heptyl]-
formamide.
N-[(R)-2-(N"-Benzofuran-2-yl-methyl-hydrazinocarbonyl)-heptyl}-N-hydroxy-
formamide. .
N-[(R)-2-(N"-Cyclopropylmethyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.
N-{(R)-2-[N"-(6-Fluoro-4H-benzo[1,3]dioxin-8-yl-methyl)-hydrazinocarbonyl]-
heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-{ (R)-2-[N’{4-methoxy-bcnzyl)-hydmzinocarbonyl]-heptyl } -
formamide.
N-Hydroxy-N-{(R)-2-[N'(2-methoxy-benzy!)-hydrazinocarbonyll-heptyl }-
formamide.
N-Hydroxy-N-{(R)-2-[N*(tctrahydro-furan-3-yl-methyl)-hydrazinocarbonyl]-heptyl }-
formamide.
N-[(R)-2-(N“Furan-3-yl-mcthyl-hydrazinocarbonyl)-heplyl]-N-hydroxy-formamide.
N-{(R)-2-[N(2,3-Dihydro-benzo[1,4]dioxin-6-yl-methyl)-hydmzinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N-(2,3-Dihydro-benzo[1,4]dioxin-2-yl-methyl)-bydrazinocarbonyl]-
heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-{ (R)-2-[N"<(2-pbenoxy-ethyl)-hydrazinocarbonyl]-heptyl }-formamide.
N-{(R)-2-[N((8)-2,3-Dihydroxy-propyl)}-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.
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N-Hydroxy-N-{ (R)-2-[N'<(5-methyl-isoxazol-3-yl-methyl)-hydrazinocarbonyl]-
heptyl }-formamide,

N-{(R)-2-{N*-[1«(1-Benzo[1,3]dioxol-5-yl-methanoyl)-piperidin-4-y1}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.

N~+(R)-2-{N*{1~(1-Benzofuran-2-y. -methmoyl)-p:pmd:ﬂ-yl]—hydnmocarbonyl}-
heptyl)-N-hydroxy-formamide.

N-Hydroxy-N-[(R)-2-(N*-{ 1-[1-(7-methoxy-benzofuren-2-yl)-methanoyl]-piperidin-—4-
yl}-hydrazinocarbonyl)-heptyl}-formamide.

N-{(R)-2-{N"-(1-Benzyl-piperidin-4-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-

N-[(R)-2-(N*{1-{1-34-Dichloro-phenyl)-methanoyl]-piperidin-4-y1} -
hydrazinocarbonyl)-heptyl}-N-hydroxy-formamide.

N-[(R)-2~(N"-{ 1-{1(2,3-Dichloro-phenyl)-methanoyT]-piperidin-4-yl }-
hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

N-Hydroxy-N-[(R)-2-(N-{ 1-{1<4-methyl-piperezin-1-yI}-methanoyl]- pentyl}-
hydrazinocarbonyl)-heptyl}-formamide.

N-[(R)-2-(N"-Benzyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

GENERAL SYNTHET]C SEQUENCE
The compounds and processes of the present invention will be better understood in
connection with the following synthetic schemes, which are merely illustrative of the methods
by which the compounds of the invention may be prepared end are not intended to limit the
scope of the invention as defined in the appended claims.
The present invention provides compounds of Formula (1) that can be prepared from
the common racemic intermediate (8), or common chiral intermediatcs (17) and (25).

BEUNE

by
R

(1) Y=0, CHj3 or 2 bond
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(#) PuTHP, Bn
# ”’OP HVJ:( ; I ~ mj\g\&o
" (8) P=THP, Bn {8) P<THP, Bn ) (7} P<THP, Bny (8) P<THP, Bn
.. .

As shown in Scheme 1, intermediatc (8) can be prepared by reacting the mono-
substituted dialkyl malonate (2) with & base, such as potassium hydroxide, in an appropriste
solvent, such as cthanol/water, to afford the mono-acid (3). Coupling of (3) with O-
benzylhydroxylamine or O-(tetrahydro-2H-pyran-2-yl)hydroxylamine in the presence of a
coupling reagent, such as 1-[3-(dimethylamino)propyl]-3-cthylcarbodiimide hydrochloride
(EDCI), and a base, such as 4-dimethylaminopyridine (DMAP), in an appropriate solvent, such
as dichloromethane, gives the amide (4), where P is benzyl or tetrahydro-2H-pyran-2-yl.
Reduction of the ester functionality of compound (4) with a reducing agent, such as lithium
borohydride, in an appropriate solvent, such as tetrahydrofuran, at room temperature provides
the alcohol (5). Treatment of the alcohol (S) under Mitsunobu conditions affords the Jactam
(6). The same transformation may be achieved by treating (5) with triphenylphosphine, carbon
tetrachloride and a base, such as triethylamine, to obtain (6). Hydrolysis of the lactam (6)
using, for cxample, lithium hydroxide in an appropriate solvent mixture, Such as THF-H,0-
MeOH, gives acid (7). Formylation of the aminc group of (7) is achieved using formic acid

and acetic aphydride in & solvent, such as dichloromethane, to provide the formylated

compound (8).

Any racemates can be resolved at the lovel of any intermediate during the synthesis or
at the level of the final product using, for example, a chiral chromatography method, to provide
compound (8) in each of two enantiomeric forms.

Alternatively, an enantiomer of intermediate (8), such as (18) in Scheme 2 or (27) in
Scheme 3, can be prepared by reacting an appropriate acid chloride (9) with a chiral agent,
such as Evans' chiral oxazolidinone, in the presence of a base, such as n-butyl lithium, to
afford the chiral intermediate (10) in Scheme 2 or (19) in Scheme 3. Treatment of the
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compound (10) ar (19) with a base, such as diisopropylethylamine, in the presence of a
chelating agent, such as titanium tetrachloride, in a solvent, such as tetrahydrofuran, followed
by addition of an electrophile, such as benzyloxymethylchloride, provides either of two chiral
compounds (11) or (20), depending on the selection of chiral auxiliary. Conversion of
compound (11) or (20) to the corresponding hydroxyacid (14) or (23) can be achieved by a
sequence comprising oxidative cleavage of the chiral oxazolidinone, using, for example HyO9
end lithium hydroxide, to the respective intermediates (12) or (21), followed by
hydrogenolyais, to afford intermediates (13) or (21), respectively. Compotinds (10) or (19) can.
also be converted to intcrmediates (14) or (23), respectively, in a two-step procedure. For this
transformation, (10) or (19) can be treated with a base, such as diisopropylethylamine, in the
presence of a chelating agent, such as titanium tetrachloride, in a solvent, such as .
totrahydrofuran, followed by addition of trioxane or any other formaldehyde equivalent to
provide compounds (13) or (22), which are then submitted to oxidative cleavage of the chiral
oxazolidinone, using, for example H7O7 and lithium hydroxide, to the respective acids (14) or
(23), respectively. -

Coupling of the acid (14) or (23) with henzyloxyamine or O<(tetrghydro-2H-pyran-2-
yDbydroxylamine in the presence of coupling agents, such as EDCI-DMAP, yields the amides -
(15) or (24), respectively. These can be cyclized to the azetidin-2-ones (16) or (25) using
Mitsunobu conditions or a2 combination of triphenylphosphine-carbon tetrachloride-
tricthylamine. Hydrolysis of the azetidin-2-one (16) or (25), using for cxample lithium
hydroxide, in an appropriate solvent, gives the corresponding acid (17) or (26), respectively.
Conversion of compound (17) or (26) to the carboxylic acid (18) or (27) can be achieved using
an appropriate formylating agent, such as formic acid/acetic anhydride or methyl formate, in
neat reagents or in an appropriate solvent, such as dichloromethane.
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aj;*“ — a A S - — oo

(]o) YR (11) YR (2)
mj\lf‘on
YA () R 4
(o] YR
{14) _..N\H\r\m —_— H — m%/\n"w —_— . JOP
YR po’ . YR . YR
{15) P=THP, Bn {16) PaTHP, Bn {(17) P=THP, Bn {18) PsTHP,Bn -

Scheme 2

® s R @ VR @)

I |
S o S

YR oz YA (29
0, YR
@D ——e PO, OH ——n= ! I —_— HO LP HO ~OP
YR PO CHO
5 (24). P<THF, Bn (25), P<THP, Bn (26), P=THP, B (27, P=THP, Bn
Scheme 3

As shown in Scheme 4, compound (8) can be coupled to CBZNHNHj, using conditions

such as DMAP-EDCI or EDCI-HOAt-NMM, and debenzylated to generate compound (28).

10  Recaction of (28) with tbe halide or trifluorometlryl R1X affords (1)-where R2 is H. Similarly,

compounds (18) and (27) can be submitted to the same procedure to afford, respectively, (31)
where R2 is H and (32) where R2 is H.
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Scheme 4

Alternatively, as shown in Scheme 5, compound (2B) is submitted to a reductive

5 alkyletion with the ketone RIC(O)R2 using as reductant, for example, sodium

cyanoborohydride, to afford compound (1). If the aldehyde R1C(O)H is used in the reductive

alkylation instead, compound (1) where R2 is H is formed. Similarly, compound (29) can be

submitted to reductive alkylation with the ketone R1C(O)R2 to afford compound (31), or with

the aldehyde R1C(O)H to afford compound (31) where R2 is H. Similarly, compound (30) can

10  be submitted to reductive alkylation with the ketone R1C(O)R2 to afford gompound (32), or
with the aldehyde R1C(O)H to afford compound (32) where R2 is H.

R,CIOIR, R,CIOM
o N mﬂl!:xg L

(=) .
R,G{O)R, RGO
NaBH,CN
@) — —_—p (31, R2=H
e R,G{OH
R,CIOR,
a2 -—_’“ __...bi {a2), Rk =H
(30
Scheme 5

15
Alternatively, as shown in Scheme 6, the monoprotected hydrazine GINHNH; (33),
where Gl ig beazyloxycarbonyl or tert-butoxycarbonyl, can be reacted with phthalic anhydride

=33
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to yield intermediate (34). (34) can be coupled to the alcohol R1OH under Mitsunobu
conditions to yield (35), which upon hydrazinolysis originates hydrazine (.36). Coupling of

(36) to acid (8) using conditions such as DMAP/EDCI or BDCIYHOAt/NMM affords (37).

(37) can be fully deprotected in one step using hydrogenolyzis when G1 is benzyloxycarbonyl

5  aod P is benzyl, in one step using acidic conditions when G1 is tert-butoxycarbonyl and P is O-
(teunhydro-zy-pyrm-z-yl). or in two steps (by acid treatment and hydrogenolysis) when G1 is
benzyloxycarbonyl and P is O-(tetrahydro-2H-pyran-2-yl), or G1 is tert-butoxycarbonyl and P

is benzyl. In all three cases, compound (1) where R2 is H is formed. Similarly; compounds

(18) and (27) can be submitted to the same procedure to afford, respectively, (31) where R2 is ..

10 Hor(32) where R2is H. '

phihalio 1 R1
anhycride R,OH . NH, !
1’“~NH. ——— 311% —— 31’2 % e - G1’N-NH.
o (o)
(25)

a1 = or BOC (34) )
Hp PA/C (Q1=CBZ and Pabn), of =

) TFA, CH,CL, (31=B0OC and PuTHP), or
1 TFA, CHClL: Hy, PI/C (@1=B0C and
@ ¢ P8 —— m}%ﬁ Pubin, or G1=CBZand PeTHP) s poy
R
@

H,. PA/C (@1=CBZ and PeBn), or
TFA, CHCL, {Q1=80C snd P=THP), or

A1 TFA, CHCly Hy, P/C (G1=BOC and
(18) + (38) ~————p m%g: P<Bn,or GI=CB2and P=THF) s o
(s

Hy, PU/C (G1=CBZ andd P=Bin), or
TFA, CH,CY, (Q1=BOC and P=THP), or

m TFA, CH,Cly; Hy, PIVC (@1=BOC and
@7 + @) ————— G"’N‘nj\(\ op Petin, or G1 and PeTHF) > (32), Rd=H
YR
)

Scheme 6
15 As shown in Scheme 7, coupling of the acid (8) with the hydrazine RIR2NNH, (40),

usiog conditions such a5 DMAP-EDCI or EDCI-HOAt-NMM, provides the hydrazide (41).

Final deprotection (hydrogenolysis using a catalyst, such as 10% Pd/C, in an appropriate
solvent, such as ethanol, in the case that P is Bn; treatment with 80% acetic acid-water at
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mmtunpeltmueorw'CinthecmthuPislﬂl;)gimtheduindempound(l). @ ’;

Similarly, coupling of the chiral acid (18) or (27) with the hydrazine (40) provides the
corresponding bydrazide (42) or (43). Final deprotection gives the final desired compound
G1) or (32).

2 1)
E mmm. J .
" & nj\‘:\ﬁm " z: o
Scheme 7 -

Hydrazines of general structure RIRZNNH; (40) may be purchased from available
10  commercial sources or propared according to liternture methods by those skilled in the art. The
following examgles of specific structures of hydrazine (40) and the synthetic methods used to
generate them are merely illustrative and are not to be construed as a limitation of the scope of
the present invention. -
Hydrazines (40) whero R2 is alkyl or hydrogen, and R1 has the general structure (44)
15 may be preparcd from appropriate precursors shown in Scheme 8, 9 and 10.

am- |"‘°’r"' .
aMm~Lg~N

(44)

20 As shown in Scheme 8, hydrazine (40) where R1 is (44) can be prepared from
precursor (45) by treatment with an appropriate hydrazine, such as hydrazine monohydrate, in
an appropriate solveat, such as methanol. Alternatively, as shown in Schems 9, hydrazine (40)
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where R1 is (44) can be prepared from precursor (46) by oxidation to the sulfone via treatment
with an appropriate oxidant such as meta-chloroperbenzoic acid (m-CPBA) in en appropriate
solvent such as methylene chloride. Further treatment with an appropriate hydrazine, such as
hydrazine monohydrate, in an appropriate solvent, such as methanol, then provides the desired
product (40) where R1 is (44). Altematively, as shown in Scheme 10, hyEmzino(W) wherc
R1={44) can be prepared from (47) via treatment with sodium nitrate in an appropriate solvent
such as aqueous sulfuric acid to give (48). Compound (48) is then treated with an appropriate

" halogenating reagent such as phosphorus oxychloride at reflux followed by treatment with an

appropriate hydrazine, such as hydmzine monohydrate, in an appropriate solvent, such es
methanol, to provide intermediate (40) where R1 is (44). Compounds (45), (46), (47) and (48)
are available from commercial sources, or can be prepared via literature methods by thosc
skilled in the art (Pyrimidines. Brown, D.J. In "The Chemistry of Heterocyclic Compounds™
vol. 52, Taylor, B.C., ed.; Wiley: New York, 1994).

ne
TN Renn, @b |"‘~r"‘NH.
GS-L.ITFN MeOH ea,_L'IrN
G4~ L.I mll-.
(45) (40); Ri{aa)

X = halogen; L1, L2, 1.3 = bond, N-G6, O, §;
G2, A3, G4, G5 = H, Aliyl, Acyl, Heterocyclic, Aryl, Heteroaryl.-

Scheme 8
2
ar.j:I:I’&G' 1) m-CPBA erI:LN:rN.NH.
e N e, oY
G./Ll MeCOH ar”
!‘W) {40); R1=(44)

Ls, L8 = bond, N-G10, O;
@7, @8, G10 = H, Alkyl, Acyl, Heterocycilc, Aryl, Heteroaryi; G9 = Alicyl, Aryl.

Scheme 9
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o~ "‘Y e o, 8t NYo 1) POC) or POBG | NH.
91.'-[, . 180, G~ I\(’" 2RRNANG, G L,lf’
s a 't MeOH
(47) (48} (40). Ri={44)
L7, 18, L8 mbond, O, &; :
Q11, G12, @13 = H, Alkyl, Acyl, Heterocycl, Aryl, Hataroaryl, .

Scheme 10

. Hydrazines (40) where R2 is hydrogen, and R1 has the genernl strocture (49) may be -
5 prepared from appropriate precursors shown in Schemes 11 and 12.

Qv

G ’N Cod
LI B =Rl
N. oN -

(49) G14, G15 =H, Alkyl, Aryl, Heteroaryl, Heterocyclic

10 As shown in Scheme 11, 4,6-dichloropyrimidine (50) may be reacted with tert-
butylcarbazate in the presence of base, such as diisopropylethylamine, at 100 °C in an
appropriate solvent such as ethanol to give compound (51). The amine G14G15NH may be
reacted with (51) to afford compound (52), which may be deprotected under acidic conditions,
such trifluoroacetic acid in dichloromethane, to afford compound (40), where R2 is

15 hydrogen and R1 is (49).

BEOH, 12 "C

. J;xjtnia—é - J@A

{40); Ri={45) and RE=H

Sshe_n_lqu
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Alternatively, a5 shown in Schome 12, 4,6-dichloropyrimidine (50) may be reacted
with one equivalent of amine G14G15NH in the presence of base, such as triethylamine or
diisopropylethylamino, to afford compound (53), which may be troated with excess hydrazine

5 to afford compound (40), where R2 is hydrogen and R1 is (49).

o e Ky Ky

(50) ; F2=H and Rim{4D)

Sc 12

10 Hydrazines (40) wherc R2 is hydrogen, and R1 has thc general structure (54) may be

prepared from an appropriate precursor such as (55), by treatment with anhydrous bydrazine in
an appropriate solvent such ag ethanol, as shown in Scheme 13,

°"‘|r\';" -Ri
N Gll -
G'IT

15 (54) G16, G17, G18 = H, Alkyl, Aryl

G e

G'I?

{85) (40, R2wH and Aiix(54)
Scheme 13

20 Hydrazines (40) where R2 is hydrogen and R1 has the general structure (56) may be
prepared from an appropriate precursor shown in Scheme 14.
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CF,
(56) G19, G20 = H, Alkyl, Aryl

As ghown in Scheme 14, 4-chloro-2-methylsulfanyl-6-trifluoromethyl-pyrimidine (57)

5 may be treated with tert-butyl carbazate at 100 °C in an appropriate solvent, such as ethanol,

to give intermediate (58). Treatment of (58) with an oxidant, such ss meta~chloro perbenzoic

acid, produces (59), which upon treatment with amine G19G20NH in a suitable solvent such

as methanol or ethanol affords (60). Deprotection under acidic conditions, such as
trifluroacetic acid in dichloromethane, affords (40), where R2 is hydrogaﬁ and R1 is (56).

"“Q’ S A[E/“*rlo'é . A@«Hiok

(«0); m-Hll'l"“-(ﬁl)

10

Schemo 14

Hydrazines (40) where R2 is hydrogen and R1 has the general structure (61) may be

15  prepared following procedures outlined in Scheme 15 (Pauldler, W. et al., J. Het. Chem. 767-

771, 1970, Licber, E. et al., J. Org. Chem. 17, 518-522, 1952; Chem. Abstr. 87, 68431, 1977;
Taylor, E. C,, J. Org. Chem. 52, 4287-4292, 1987).

G -~
':]EN*T =Rt -
a” NN
20 (61) G21, G22 = H, alkyl, aryl, heteroaryl
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As shown in Scheme 15, compound (62) may be reacted with (63) in the presence of a
mild base, such as aqueous sodium bicarbonate, to yield (64). Treatment of (64) with
hydrazine under microwave conditions sffords (40) where R2 is H and R1 is (61).
Alternatively, (62) may be reacted with (65) to afford (40) where R2 is H and R1 is (61).
Alternatively, (62) may be condensed with (66) to yield (67), whick upon trestment with

. phosphorous oxychloride forms (68). Treatment of (68) with hydrezine affords (40) where

R2 ijs H and R1 is (61). Altenatively, the oxoacid (69) may be condensed with (63) to form
(70); which may be converted to (71) by reaction with cxalyl chloride: or phosphorous
oxychloride. Coupling of (71) with a boronic acid G22B(OH), under standard Suzuki
conditions affords (72), which can be reacted with hydrazine to afford (40) where R2 is H and
R1 is (61) and G22 is alkyl, heteroary! only.
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- o H.
G“J\",ra-q- H.NlN.NH, — I N’"I _NHAH, ::I:;r NH

{40); R2=H and R1={81)

Gy
(63) (64) (40); R2H and R1=(81)
JYG.J, Mgy *
,o H "'m' I"Y
(65) {40): F2=H and R1={61)
: J\ran + POCY GHI" a
o ) H-Niﬂ'm' Q-IN.NH Y N]ar
() (68)
i,
. NHAH, G'I"Y NH,
@ il :

’ﬁ\n‘OH * -NH. — °IT3‘ (Go0h, or OGS I:]l”‘

(63)
G228(0H), 'Iﬁr‘ NHyNH, 'rl’n’m
m I G“ -l l % N‘
™ {40); R2=H and R1={61) and
G22earyl, heteroary only
Scheme 15
i Hydrazines (40) where R2 is hydrogen and R1 has the general structure (73) may be
v 5 prepared following procedures outlined in Scheme 16.
Qn
X
Q" Gy

(73) G23, G24, G25, G26 = H, alkyl, aryl, heteroaryl, heterocyclic

-4]-
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As shown in Scheme 16, cyanuric chloride (74) may be treated with one equivalent of
amine (75) under mild conditions, such as 0 °C in acetone in the prescace of aqueous
potassium carbonate, to afford (76). Treatment of (76) with amine (77) under conditions such

5 825 °C in acetone in the presence of potassium carbonate yields (78). Displacement of the
remeining chloride in (78) with hydrazine affords (40) where R2 is H and R1 is (73).

L A i T
,N.
m) 8 i )

,3' N NHN, =
o ?\Ir N — & \ICFN( b
b

oo, e e,
(78) (40); R2=H and M={7)
Scheme 16

10
Hydrazines (40) where R2 is hydrogen and R1 bas the general structure (79) may be
prepared following procedures outlined in Scheme 17 (Menicagli, R. et al., Tetrahedron, 56,
9705-9711, 2000).

O
Sy
Y
15 O
(79) G25, G26 = H, alkyl, aryl, heteroary}, heterocyclic; G27 = alkyl, heterocyclic

As shown in Scheme 17, cyanuric chloride (74) may be reacted with the Grignard

compound (80) to form (81), which upon treatment with eminc (77) affords monochioride
20 (B2). Hydrazinolysis of (82) yields (40) where R2 is H and R1 is (73).

-42-
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. - fm
B R g, Y
) (e1) on (e2)

2 AN
NeNH, e_/“\luf"sr “NH,

(40); R2=H and A1={73)

Scheme 17

Hydruzincs (40) where R2 is hydrogen and R1 bas the gencral structure (83) may be
5 prepared following procedures outlined in Scheme 18 (Kobe, J. et al.,, Monatsh. Chem. 101,
. 724-735, 1970; Janietz, D. and Bauer, M., .Synthesiz 33-34, 1993).

Rt
Y
Q, -
(83) G28 = aryl, heteroaryl; G29 = alkyl, aryl, heteroaryl, heterocyclic, NG30G31;

10 G30, G31 = aryl, alkyl, beteroaryl, beterocyclic

Az shown in Scheme 18, compound (84) may be coupled to boronic acid G28B(OH)z
or equivalent under Suzuki coupling protocols to afford (85), which upon hydrazinolysis
yields (40) where R2 is H and R1 is (83).

® "

| Re RN o ol S 8
C L L
(B4) (65) (40); R2=H and R1w={83)

Scheme 18
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Hydrazines (40) where R2 is hydrogen and R1 has the general structure (86) may be 7/
prepared following procedures outlined in Scheme 19.

\r
Gﬂ
5 (86) G30, G31 = alkyl, betcrocyclic

As shown in Scheme 19, sequential reaction of cyanuric chloride (74) with Grignard
compounds G30MgX and G31MgX in a solvent such as benzene affords monochloride (87),
which can be treated with hydrazide to afford (40) where R2=H and R1=(86).
10

Cl '.'N,l,c‘l GOMgX  GITMgX @"\l',fNNﬂ,Gl NH,NH, G,,WN:!TH.“_'.
14 L L
(74) (7 (40); R2=H and Ri={(88)
Scheme 19

Hydrazines (40) where R2 is hydrogen and R1 haes the general structure (88) may be
15  prepared following procedures outlined in Scheme 20.

.a-.,J¢l"f ” .

Qy, G

(88) G32 = alkyl, aryl, heteroaryl, heterocyclic;
G33 =hydrogen, alkyl, aryl, hetcroaryl, heterocyclic; G34 = alkyl

As shown in Scheme 20, (89) can be reduced to (90) using reducing conditions such
as iron and acetic acid. Sequential treatment of (90) with alkylating agents G32X and G33X
(where X is halide or trifluoromethylsulfonate) affords (91). Alternatively, treatment of (90)
with one equivalent of G32X affords (91) where G33 is H. Oxidation of (91) to the

. -44-
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subsequent treatment with hydrazine affords (40) where R2 is H and R1 is (88).

e

(&0 {40); R2=H and R1={88)
3 Scheme 20

Hydrazines (40) where R2 is hydrogen and R1 bas the geperal structure (92) may be
prepared following procedures outlined in Scheme 21 (Wolf, F. J. ct al., J. Am. Chiem. Soc. 76,
3551-3553, 1954; Hay, M.I et al., J. Med. Chem. 46, 169-182, 2003) and Scheme 22 (Ley, K.

10 etal, Angew. Chem. Int. Ed. 11, 1009-1010, 1972).

(©lm

N‘Y-' = R1 i}
S

()

(92) G35 = alkyl, aryl, heteroaryl, heterocyclic, alkoxy, halogen, amino; m,q=0,1

15 )\sshowninSche.meZl.(%)mybemactalwiﬂlcymanﬁdcinﬂnpmmoeofn
base such as aqueous sodium hydroxide to afford (95). Altemalively, trcatment of (94) with
guanidine and a base such as potassium tert-butoxide, followed by acidification, affords (95)
as well. Reaction of (95) with sodium nitrite in acidic solution yields (96). Conversion of
(96) to the respective chloride (97) may be achicved with phosphorous oxychloride, for

20 cxample. Hydrazinolysis of (97) affords (40) where R2 is H and R1 is (92) and m=0 and g=1;
the N-oxide in this molecule may be reduced by hydrogenolysis in the presence of Pd on
cartbon and the resulting hydrazine may then be coupled to acid (8), (18) or (27).
Altematively, the 1-N-oxide benzotriazine hydrazine may be coupled to the acids (8), (18) or
(27), and the resulting compounds may thea be submitted to hydrogenolysis in the presence of

25 Pd on carbon in order to reduce the N-oxide group.

-45-.
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gﬂr
NO,
o (©04)

1. guanidine, KOtBu
2 HO

NH,
/um. FNHON g j _50% 89, 80,
8y NO, W, by NaNO,

o
(e3) (96)
No O cl "%r‘u‘NH,
N _NHNH,
N Q 'l‘ |
G- 6 » 0 ] 0
(26) )

(40); F2=H and R1={2)
Scheme 21 '

Altermatively, as shown in Scheme 22, (98) may be reacted with disodium cyanamide
5 in a solvent such as a mixture of methano! and water to afford (99), which tatomerizes to
(100) in the presence of acid. Treatment of (100) wilhuodiumniu'il_ninanidicmedia
provides (101). Reaction of (101) with phosphorous oxychlatide, followed by hydrazinolysis,
affords (40), where R2 is H and R1 is (92) and m=g=1; the N-oxide groups in this molecule
may be reduced by hydrogenolyais in the presence of Pd on carbon and the resulting
10  hydrazine may then be coupled to acid (8), (18) or (27). Altematively, the 1,4-bis-N-oxide
benzotriazine hydrazine may be coupled to acid (8), (18) or (27), and the resulting compound

may then be reduced by hydrogenalyaia in the presence of Pd on carbon.
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G-;I:Zo + NeNON __ o mﬂ —_—
(©8) (Beﬂ’)N.
Yoo opy e oy
a.;-)[ ", pf:’kw T . Q::NLH'"“-
0 ag 0 » 0
{100) : (101) (40); R2=H and R1=(82)
Scheme 22
SYNTBETIC EXAMPLES o
i 5 The invention will now be described by reference to the following cxamples which are
. merely illustrative and are not to be construed as a limitation of the scope of the present
invention.

As used berein the symbols and conventions used in thesc processes, schemes and

examples are consistent with those used in the contemporary scicntific literature, for example,

10 the Journal of the American Chemical Society or the Journal of Biological Chemistry.
Standard singlc-lciter or three-letter abbreviations are gencrally used to designale amino acid
residues, which are assumed to be iu the L-configuration unless otherwise noted. Unless
otherwise noted, all starting materials were obtained from commercial sappliers and used

without further purification.
15 Hz (Hertz); TLC (thin layer chromatography);
Tr (retention time); RP (reverse phase);
" MeOH (methanol); i-PrOH (isopropanol);
‘ EtOH (ethanol); TEA (triethylamine);
TFA (triflucroacetic acid); THR (tetrabydrofuran);
20 DMSO (dimethylsulfoxide); AcOEt or BtOAc (ethyl acetate);
DCM (dichloromethane); DMF (N,N-dimethylformamide);
CDI (1,1-carbonyldiimidazole); HOAC (acetic acid);
HOSu (V-hydroxysuccinimide); Ac (acetyl);
HOBT (1-hydroxybenzotriezole); BOC (fert-butyloxycarbonyl);
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mCPBA (meta-chloroperbenzoic acid);  FMOC (9-fluorenylmethoxycarbanyl);

DCC (dicyclohexylcarbodiimide); CBZ (benzyloxycarbonyl);
NMM (N-methyl morpholine); HOAt (1-hydroxy-7-azabenzotriazole);
DMAP (4-dimethylaminopyridine); Bn (benzyl);

TBAF (tetra-n-butylammonium fluoride); THP (tetrahydro-2H-pyran-2-yl)

HPLC (high pressure liquid chromatography);

BOP (bis(2-oxo-3-oxazolidiny!)pbosphinic chlorids);

EDCI (1-ethyl-3-[3-dimethylaminopropyl]carbodiimide hydrochlaride);

HBTU (O-Benzotriazole-1-yl-N,N,N’ N’- tetramethyluroniutm hexafluorophosphasc). *

All references to ether are to diethyl ether; brine refers to a saturated aqueous solution
of NaCl. Unless otherwise indicated, all temperatures arc expressed in °C (degrees
Ccntigrade). All reactions are conducted under an inert atmospherc at room temnperature
unless otherwise noted, and all solvents are highest available purity unless otherwise indicated.

'H NMR (bereinafter also "NMR") spectra were recarded on & Varian VXR-300, a
Varian Unity-300, a Varian Unity-400 instrument, a Brucker AVANCE-400, 2 General
Electric QE-300 or a Bruker AM 400 spectrometer. Chemical shifts are expresscd in parts
per million (ppm, & units). Coupling constants arc in units of hertz (Hz). Splitting paiterns
describe apparent multiplicities and are dcsignated as s (singlct), d (doublet), t (triplet), q
(quartet), quint (quintet), m (multiplet), br (broad).

Mass spectra were run on an open access LC-MS system using electrospray
fonization. LC conditions: 4.5% to 90% CH,CN (0.02% TFA) in 3.2 min with 2 0.4 min hold
end 1.4 min re-equilibration; detection by MS, UV at 214 nm, and & light scattering detector
(ELS). Column: 1 X 40 mm Aquasil (C18).

For preparative (prep) hple; ca 50 mg of the final products were injected in 500 ul. of
DMSO onto a 50 X 20 mm I. D. YMC CombiPrep ODS-A column at 20 hl/min with a 10
min gradient from 10% CH,CN (0.1% TFA) to 90% CH,CN (0.1% TFA) in H,O (0.1% TFA)
end a 2 min hold. Flash chromatograpby was run over Merck Silica gel 60 (230 - 400 mesh).

Infrared (IR) spectra were obtained on a Nicolet 510 FT-IR spectrometer using a 1-
mm NaCl cell. Most of the reactions were monitored by thin-layer chromatography on 0.25
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mm E. Merck silica gel plates (60F-254), visualized with UV light, 5% ethanolic
phosphomolybdic acid or p-anisaldshyde solution. '

The following synthetic schemes are merely illustrative of the methods by which the
compounds of the invention may be prepared and are not intended to limi the scope of the
invention as defined in the appendcd claims.

The compounds disclosed in Examples 2 to 353 were prepared following the general
procedures described in Example 1. The compounds disclosed in Examples 355 to 379 were -
prepared following the general procedures described in Example 354.

Preparationl |

(4S)-Benzyl-3-heptanoyl-oxazolidin-2-one,

To a solution of (S)-(-)-4-benzyl-2-oxazolidinone (3.3 g, 18.6 mmol) in THF (50 mL) at -78 °C
was added dropwise n-BulLi (7.4 mL, 2.5M solution in hexane, 18.6 mmol). After stirring for
30 min at the same temperature, the reaction mixture was treated with heptanoyl chloride (2.76
g, 18.6 mmol), ‘The reaction mixtire was stirred and allowed to warm to 10 °C over 5 b, and
quenched with saturatcd aqueous NH,CI solution (100 mL). The aqueous layer was extractcd -
with EtOAc (100 mL x 2). The combined organic layers were washed with brine; and dried
over MgSO,. Removal of the solvent under reduced pressure yielded 4.63 g (86%) of the titls
compound. 1H NMR (400 MHz, CDCl3) §7.37-7.22 (m, 5H), 4.69 (m, 1H), 4.19 (m, 2H),
3.31 (dd, J = 13.4, 3.3 Hz, 1H), 2.95 (m, 2H), 2.79 (dd, J = 13.4, 9.7 Hz, 1H), 1.71 (m, 2H),
1.42-1.32 (m, 6H), 0.92 (¢, J = 6.8 Hz, 3H). MH+ 290.

Preparation 2

(4S)-Benzyl-3-[(2R)-benzyloxymethylheptanoylloxazolidin-2-one.

To a solution of (S)-4-benzyl-3-heptanoyloxazolidin-2-one (4.63 g, 16.02 mmol) and titanium
(IV) chloride (1.9 mL, 16.82 mmol) in dichloromethane (55 mL) at 0 “C was addcd dropwise
diisopropylethylamine (3.1 mL, 17.62 mmol). After stirring at 0 °C for 1 hour, the resulting
titnium enolate was reacted with beazylchloromethyl ‘ether (TCI-America, 4.9 mL, 32.04
mmol) at 0 °C for 6 h. The reaction mixtmre was then quenched with water (100 mL). The
aqueous layer was extracted with dichloromethane (100 mL x 2). The organic extracts were
washed with brine, and dried over MgSO,. After removing the solvent under reduced pressure,

-9
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purification by flash column chromatography using an eluting system of hexane/EtOAc (5:1)
yielded 4.39 g (67%) of the title compound. 1H NMR (400 MHz, CDCl3) 57.38-7.21 (m,
10H), 4.74 (m, 1H), 4.57 (m, 2H), 4.28-4.13 (m, 3H), 3.82 (1, J = 8.7 Hz, 1H), 3.68 (dd, J =
9.0, 4.9 Hz, 1H), 3.25 (dd, J = 13.5, 3.1 Hz, 1H), 2.71 (dd, J = 13.5, 9.3 Hz, 1H), 1.74 (m, 1H),
1.54 (m, 1H), 1.31-1.28 (m, 6H), 0.89 (1, J = 6.7 Hz, 3H). MH+ 410,

Preparation 3
(3R)-Benzyloxy-2-pentylpropionic acid. :
A 0.05 M solution of (S)4-benzyl-3-[(R)-2-benzyloxymethylheptanoyljoxazolidin-2-6ne (2.0
g, 4.89 mmol) in 2 3:1 mixture of THF and H,O was treated with 30% H;©, (4.5 mL, 39.12
mmol), followed by LiOH (0.48 g, 9.78 mmol) at 0 "C. The resulting mixture was stirred and
allowed to warm to room temperuture overnight. THF was then removed under vacuom.  The
residue was washed with dichloromethane (50 L x 2) to remove (S)4-benzyloxazolidin-2-
one. The desired product was isolated by EtOAc extraction of the acidified (pH 1~2) aqueous
phase. No further purification was required. Standing under high vacuum yiclded 1.16 g
(95%) of the title compound. 1H NMR (400 MHz, CHCL,) § 11.1 (br s, 1H), 7.36 (m, 5H),
4.57 (s, 2H), 3.69 (n, 1H), 3.58 (dd, J = 9.2, 5.2 Hz, 1H), 2.74 (m, 1H), 1.66 (m, 1H), 1.54 (m,
1H), 1.34-1.30 (m, 6H), 0.90 (1, J = 6.7 Hz, 3H). MH+ 251.

Preparation 4

3-Hydroxy-(2R)-pentyipropionic acid

To a solution of (R)-3-benzyloxy-2-pentyl-propionic acid (1.54 g, 6.16 mmol) in EtOH (100
mL) was added 10% PA/C (310 mg). The reaction mixture was subjected to hydrogenation
ovemight at room temperature. After the reaction was completed, the redction mixture was
filterod through a pad of Celite, and washed with BtOH (50 mL x 3). Removal of the solvent
provided the title compound (0.92 g, 93%). No further purification was required. 1H NMR
(400 MHz, CHCL,) 8 6.30 (br s, 1H), 3.81 (d, J = 5.4 Hz, 2H), 2.64 (m, 1H), 1.69 (m, 1H), 1.56
(m, 1H), 1.41-1.27 (m, 6H), 0.91 (t, ¥ = 7.7 Hz, 3H). MB+ 161.

Preparation §
N-Benzyloxy-3-hydroxy-(ZR)-pentylpropionamide.
. _s0.
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To a mixture of (R)-3-hydroxy-2-peatylpropionic acid (0.92 g, 5.75 mmol), O-benzyl
hydroxylamine hydrochloride (0.92 g, 5.75 mmol) and 4-(dimethylaming)pyridine (1.41 g,
11.50 mmol) in dichloromethane (25 mL) at 0 °C was added i-[3-(dimethylamino)propyl}-3-

+ cthylcarbodiimide hydrochloride (1.11 g, 5.75 mmol). After stirring at room temperatore

overnipht, the reaction was quenched with IN agueous HC| solution (25 mL) and cxtracted -
using dichloromethane (25 ml x 2). The organic extracts were washed with water, brine, and -
dried over MgSO,. Removal of the solvent under reduced pressure yielded the title compound
(1.43 g, 94%). 1H NMR (400 MHz, CHCL) § 9.22 (br s, 1H), 7.41-7.28 (m, SH), 489 (q, T = °
10.6.Hz, 2H),3.70-3.37 (m, 3H), 2.17 (m, 1H), 1.54 (br s, 1H), 1.27 (m, 6H), 0.88.(; T =69 "
Hz, 3H). MH+ 266. . :

Preparation 6
1-benzyloxy-(3R)-pentylazetidin-2-one.
To a mixture of (R)-N-benzyloxy-3-hydroxy-2-pentylpropionamide (1.41 g, 5.32 mmol) and

. triphenylphosphine (1.68 g, 639 mmol) in THF (53 mL) was added dropwise diethyl.
- azodicarboxylate (1.1.mL, 6.39 mmol) at 0 °C. The reaction mixtiare was Stirred -and allowed

to warm to room temperature overnight. The rcaction was then quenched with water (50 mlL).
The agueous laycr was extracted with EtOAc (S0 mL x 2). The combined orgenic layers were
washed with brine, and dried over MgSO,. After removing the solvent under vacuum, the
regiduc was purified by flash column chromatography (bex:BtOAc 5/1) to provide the title
compound (1.17 g, 89%). 1H NMR (400 MHz, CHCL) § 7.35-7.25 (m, 5H), 4.87 (s, 2H),
3.28 (&, ) = 4.85 Hx, 1H), 2.84 (q, ] 2.35 Hz, 1H), 2.77 (m, 1H), 1.62 (m, 1H), 1.36 (m, 1H),
1.25-1.16 (m, GH), 0.88 (t, ] = 6.9 Hz, 3H). MH+ 248,

Preparation 7

. &bumyloxynmlno—&lk)—pmtylproplonlc acld.

To a solution of (R)-1-benzyloxy-3-pentylazetidin-2-one (0.96 g, 3.89 mmol) in a mixture of
THE-H,0-MeOH (50 mL, 3:1:1 v/v) was added lithium hydroxide monohydrate (1.91 g, 38.9
mmol). After stirring at room temperature overnight, water (25 mL) was added to the mixture.
The solution was acidified to pH 5~6 with 3N agueous HC solution. It was extracted with’
EtOAc (50 mL x 2). The combined organic layers were dried over MgSO,. Removal of the

-5] -
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solvent under vacuum provided the title compound (0.98 g, 95%). IH NMR (400 MHz,
CHCY,) 3 9.80 (br 5, 1H), 7.37 (m, 5H), 4.75 (m, 2H), 3.14 (m, 2H), 2.74 (m, 1H), 1.70 (m,
1H), 1.53 (m, 1H), 1.38-1.25 (m, 6H), 0.91 (t, J = 6.8 Hz, 3H). MH-+ 266.

. . Preparation 8
(ZR)-[(ben:yloxyformyln-mino)methyl]heptanolc acid.

*To a cold solution of (R)-3-benzyloxyamino-2-pentylpropionic acid (1.03 g, 3.89 mmol) in

HCO,H (19 mL) and dichloromethane (19 mL) at 0 "C was added acclic anhydride (3.9 mL,

» + 41,2 jnmol). The mixture was stirred at O "C for 3 hours. The volatiles*were removed by

10
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evaporation under vacuum. Dichloromethane (50 mL) was added. The organic solution was
washed with brine (50 mL x 2), and dricd over MgSO,. Filtration and evaparation under
vacuum provided the title compound (1.08 g, 95%). 1H NMR (400 MHz, CHCL) 5 8.07 (br s,
1H), 7.29 (i, 5H), 4.91-4.71 (m, 2H), 3.76 (m, 2H), 2.67 (m, 1H), 1.54 (m, 1H), 1.41(m, 1H),
1.20 (m, 6H), 0.80 (t, J = 7.0 Hz, 3H). MH+ 294.

- LExample ]
N-Hydroxy-N-[(R)-2-(N’-pyridin-2-yl-hydrazinocarbonyl)-heptyl]-formamide.
(2R)-[(benzyloxyformylamino)methyiJheptanoic acid (1.2 mmoles), HOAt (1.3 mmolcs), N
pyridin-2-yl-hydrazine (1.2 mmoles) and NMM (5 mmoles) were dissolved in DMF and
treated with EDCI (1.3 mmeoles) at room temperature for 12 hours. The coupling product N-
benzyloxy-N-[(R)-2-(N"-pyridin-2-yl-hydrazinocarbonyl)-heptyl)-formamide was isolated by
prop hplc of the crude reaction mixturc. This compound was submitted to atmospheric
pressure hydrogenation over Pd/C in methanol for 1 hour, yielding the title compound. MH+
295.

Preparation 9
2-Hydrazino-S-ethylpyrimidine.
To a solution of 2-chloro-5-ethylpyrimidine (0.31 g, 2.2 mmol) in MeOH (5 mL) was added
hydrazine mounobydrate (1.0 mL, 20.6-mmol). After stirring for 16 h at 50 9C, the solution
was cooled to room temperature and purified by reverse phase HPLC to give 0.24 g (80%) of
the title compound as & white solid. MH+ 139,
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Preparation 10

2-Hydrazino-4-methylpyrimidine.

To a finely dispersed suspension of 2-chloropyrimidine (8.01 g, 69.9 mmol) in & 10:1 mixture
of Bt9O-THF (500 mL) at —30°C was added dropwise Meli (46 mlL, 1.6M in Et70, 73.6
mmol). The reaction mixture was stirred at —30°C for 30 min, and was then warmied to 0°C
and stirred for 30 min. To the reaction mixturc was then added a 1:1:20 mixture of HyO-
HOAc-THF (100 mL), end the mixture was stirred at 0°C for 10 min. To the mixtire was then
added & solution of DDQ (16.7 g, 73.6 mmol) in THF (100 L), and the mixmre was-stirred
and warmed to room temperature for 30 min. The mixture was then diluted with Et20 (300
mL) and washed with 1N aq. NaOH (3x100 mL) followed by brine (300 mL). The organic
phase was then dried over anhydrous MgSOy4, filtered, concentrated in vacuo, and purified by
flash chromatography using EtOAc-hexanes (1:2) as cluent to afford 6.06 g of 2-chloro4-
methylpyrimidine (67%) as white crystalline platcs. )

To a solution of 2-chloro-4-methylpyrimidine (6.06 g, 47.1 mmol) in MeOH (40 mL) was
added hydrazine monohydrate (10 mL, 206 mmol). The solution was stirred for 16 h at room
temperature and then purified by reverse phase HPLC to provide 4.43 g of the title compound .
(76%) as a while solid. MH+ 125.

Preparation 11

2-Hydrazino-4-morpholino-6-methylpyrimidine.

To a solution of 2,4-dichloro-6-methylpyrimidine (0.41 g, 2.50 mmol) in MeOH (5 mL) was
added morpholine (0.5 mL, 5.73 mmol). The solution was stirred for 30 min at room
temperature, and then hydrazine monobydrate (1.0 mL, 20.6 mmol) was n:iiﬁded. The solution
was then beated ot 60 OC and stired for 16 h. The solution was then cooled to room
temperatnre and purified by reverse phase HPLC to afford 0.31 g of the title compound (59%)
as a waxy white solid. MH+ 210.

Preparation 12
2-Hydrazino-4-(2,34-trimethoxyphenyl)pyrimidine.
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To a solution of 2-thiomethyl-4-chloropyrimidine (0.3410 g, 2.12 mmo]) in 1,4-dioxane (21
mL) was addéd 2,3,4-trimethoxyphenylbaronic acid (0.4950 g, 2.33 mmol) and aq. NagCO3
(2.3 mL, 2.0M in water, 4.60 mmol). The mixture was sparged with dry nitrogen gas for 5
min, and then Pd(Ph3P)4 (123 mg, 0.106 mmol) was added. The mixture was protected from
light and heated at 110°C for 16 b. The mixture was then cooled to room temperature, filtered,
concentrated in vacuo, and purified by flash chromatography using EtOAc-hexancs (1:4) as
eluent to give 0.5920 g of 2-thiomethyl-4-(2,3,4-trimethoxyphenyl)pyrimidine (95%) as a

, yellow-solid. .

To a solution of 2-thiomethyl-4-(2,3,4-trimethoxyphenyl)pyrimidine (0.5920.g, 2.02 mmol) i
CH3Cl3 (10 mL) was added m-chloroperbenzoic acid (1.05 g, 6.08 mmol), and the solution
was stirred for 3 h at which time it was observed to be a white suspensiofi. The suspcasion
was concentrated in vacuo, and McOH (10 mL) was added followed by hydrazine
monohydrate (2 mL, 41.2 mmol). The resulting solution was stirred for 16 h and then
concenirated to about one-half voluome in vacuo. The. mnixture was allowed to stand for 1 h,
and the resulting solid was collected by vacuum filtration and was washed with water. Drying
in vacuo afforded 0.3330 g of the title compound (60%) as a light brown solid. MH+ 277.

Preparation 13

2-Hydrazino-4-morpholino-6-trifluoromethyipyrimidine.

To a solntion of 2-thiomethyl-4-chloro-6-trifluoromethylpyrimidine (1.9996 g, 8.75 mmol) in
MeOH (50 mL) was added morpholine (1.5 mL, 17.2 mmol). The solution was stirred
overnight, concentrated in vacuo, and the resulting white solid was collected by vacuum
filtration and washed with water. To a solution of the solid in CH2Cly (50 mL) was added m-
chloroperbonzoic acid (4.53 g, 26.3 mmol), and the resulting solution was stirred for 2 h at
which time it was observed to be a white suspengion. The solvent was rr.n:oved in vacuo, and
then MeOH (50 mL) was added followed by hydmzine monobydrate (3.0 mL, 61.8 mmol).
The solution was stirred for 16 h, and was then concentrated to about one-helf volume in
vacuo. Waler (100 mL) was tben added to the resulting suspension, and the observed white
solid was collected by vacuum filtration. This matcrial was then washed with water and dried
in vacuo to afford 1.7193 g of the title compound (75%) as a white solid. MH+ 264.
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Preparation 14

2-Hydrazino-5,6,7,8-tetrahydroquinazoline.

To & mixture of ethyl 2-cyclohcxanonecarboxylate (3.00 g, 17.6 mmol) and 2-methyl-2-
thiopseudoures sulfatc (3.68 g, 13.2 mmol) was added a solution of potassium carbonate (7.31
£, 52.9 mmol) in water (60 mL). The rcaction solution was stirred at room temperature for 16
h, at which time it was observed to be a suspension. The white solid was collected by vacuum
fltration, washed with water, and dried in vacuo. A mixture of tho solid in phosphorus
oxychloride (20 mL) was heated at 1109C in a sealed tube, at which time it was observedto be
a solution. The solution was cooled to room temperature and was then pourcd over cracked ice -
and water (300 mL). The mixturc was vigorously stirred at 0°C for 1 h, and the resulting
precipitate was collected by vacuum filtration, washed with water, and dried in vacuo to afford
1.61 gof 2—thiomethyl—4—chlom-5.(.5.1.8-temhyquuinmline (43%) as an of[-white solid.

To & solution of 2-thiomethyl-4-chloro-5,6,7,8-tetrahiydroquinazoline (0.5121 g, 2.39 mmol) in
2 10:1 mixturs of MeOH-HOAc (30 mL) was added activated zinc dust (500 mg, 7.65 mmol).
The mixture was heated at 700C for 1 h, and was then cooled to room temperature and filtered.
The resulting solution was concentrated i vacuo, and azeotropically dried with toluene (50
mL). The residue was partitioned betweca EtOAc (150 mL) and 1 N ag. HCI (50 mL), and the
organic phase was then washed with saturnted aq. NaHCO43 and brine. The organic phase was
then dricd over anhydrous MgSO4 and concentrated in vacuo to provide 0.1461 g of 2-
thiomethyl-5,6,7,8-tetrahydroquinazoline (34%) as a purple oil.

To a solution of 2-thiomecthyl-5,6,7,8-tetrahydroquinazoline (0.1461 g, 0.81 mmol) in CH2Clp
(5 mL) was added m-chloroperbenzoic acid (0.462 g, 2.68 mmol). The solution was stirred at
room temperature for 3 h at which time it was observed to be a suspension. The solvent was
then removed in vacuo, and MeOH (5 mL) was added followed by hydrazinc monohydrate (1
mL, 20.6 mmol). The solution was then heated at 50°C and stirred for 16 h. The solution was
codwdu:nxmmumqnmmuenndpu@ﬂwdbynwuncphuelﬂﬂxlu:QWBOleﬁgofﬂmtﬁh
compound (85%) as a colorless oil. MH+ 165.

Preparation 15
2-Hydrazino-4-(2-pyridyl)pyrimidine,
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To a solution of 2-amino-4-(2-pyridyl)pyrimidine (10.10 g, 58.66 mmol) in 5% aqueous
sulfuric acid (200 mL) was added sodium nitrate (20.24 g, 293.3 mmol) portionwise over 10
min. The solution was stirred at room temperature for 2 h and was then adjusted to pH 10 by
addition of 6N aqg. NaOH. The resulting mixture was then extracted with 30% i-PrOH in
CHCl3 (10x300 mL), and the combined organic phase was dried over anhydrons MgSO4 and
concentrated in vacuo. The residue was triturated with hexanes and collected by vacuum

. filtration to afford 6.89 g of 4-(2-pyridyl)pyrimid-2-one (68%) as a beige solid.
. A mixture.of 4-(2-pyridyl)pyrimid-2-one (6.89 g, 39.8 mmol) in phosphorus oxychloride (30 -
, mL) was heaicd at 110°C for 90 min in a sealed tube. The dark brown solution was then

cooled to room temperature and poured over cracked ice and water (500 mL). The mixture
was vigorously stirred at 0°C for 1 h, and was then adjusted to pH 14 with 6 N aq NaOH.
Tho mixture was extracted with CH2Cly (2x300 mL), and tho combined organic phase was
dried over anhydrous MgSOy4 and conccatrated in vacuo. To a solution of the residuc in
CHCly (10 mL) and MeOH (30 mL) was added hydrezine monohydrate (7.0 mL, 144.2
mmol), and the solution was stirred for 16 b at which time a white precipitate was observed.
This solid was collected by vacuum filtration, washed with watcr, and dried in vacuo to
provide 2,20 g of the title compound (30%) as an off-white solid. MH+ 188.

Preparation 16

(6-Morpholin-4-yl-pyrimidin-4-yI)-hydrazine,

A solution of 4,6 dichlaropyrimidine (300 mg, 2 mmol), fert-butyl carbazate (280 mg, 2.1
mmol) and Hunig's base (453 pL, 2.6 mmol) in cthanol (3 mI)was stirred at 120 *C for 1 hour
under microwave condition. After morpholine (700 pL, 8 mmol) was added, the mixture was
then resubmitted to the same microwave condition for another hour. Evaporition of solvent
under vacunm gave a white solid which was treated with TFA (3 ml) in DCM (3 ml) for 20
min. Afier eveporation of solvent, the residuc was redissolved in methanol. Treatinent with
solid NaHCO, removed the traces of TFA that might have been left over. Filtration followed
by evaporation of the solvent gave a residue which was submitted to reversc-phase HPLC
purification to produce (6-morpholin-4-yl-pyrimidin-4-yl)-hydrazine (200 mg, 1 mmol, 50%
in 3 steps) a8 & white solid. MH+ 196.
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Alternatlively, the same compound may be generated by stiming a solution of 4,6
dichloropyrimidine (300 mg, 2 mmol), morpholine (280 mg, 2.1 mmol) and
diisopropylethylamine (453 pL, 2.6 mmol) in ethanol (3 ml) for one hour. After addition of
hydnéine(370ul,6mmol).themixhnewu stirred at 120 °*C for 1 hour under microwave
condition. After evaporation of the solvent, the compound was dissolved in DMSO before
submitted to prep HPLC purificaton which then gave 6-morpholin-4-yl-pyrimidin-4-yI)-
hydrazine. MH+ 196. .

Preparation 17
(2-Ethylamine-6-trifluoromethyl-pyrimidin-4-yI)-hydrazine.
A solution of (4-chloro-6-trifluoromethyl-pyrimidin-2-y1)-ethyl-amine (100 mg, 0.38 mmol),
hydrazine (87 pL, 3.8 mmol) in cthanol was heated at 70 *C over night. Bvaporation of the
solvent under vacuum gave a residue which was purified by prep HPLC to give (2-
elhylarﬁine—ﬁ-uiﬂumomﬂlyl-pyrimidind—yl)-hydnzim (74 mg, 75%). MH+ 256.

Preparation 18

[(4-Methyl-piperazin-1-yI)-trifluoromethyl-pyrimidin-4-yi]-hydrazine.-

A mixture of 4-chloro-2-methylthiol-6-{trifluomethyl)pyrimidine (228 mg, 1 mmol), tert-
butyl carbazate (159 mg.6, 1.2 mmol) in ethanol was beated to 100 °C in the inicrowave
reactor for 20 min. Bvaporation of solvent gave a white solid. The solid was treated with
MCPBA in DCM at rt overnight. Evaporation of the solvent gave a white solid which was
treated with 1-methylpiperazine at 140 °C for 20 min. in ethanol under microwave conditions.
Bvaporation of solvents gave a solid which was treated TFA (3 ml) in DCM (3 ml) for 20
min. After the reaction was done,most of TFA and DCM was removed under vacum. The
residue was redissolved in methanol and treated with solid NaHCO, to remnove TFA residue
until no gas was generated. Filtration and vacuum evaporation of the filtrate gave a residue
which was purified by prep. HPLC to give [(4-Methyl-piperazin-1-yl)-trifluoromethryl-
pyrimidin-4-yl}-hydrazine (100 mg, 36%). MH+ 277.

. Examole2
N-Hyd.roxy-N-[(R}Z{N’-(imethoxy-phmyl)-hydnzlnomrbonyﬂ-hept!l}-lormnmidr.
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MH+=324.

_ Example 3
N-Hydroxy-N-{(R)-2-[N’-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarhonyl)-
heptyl)-formamide.

MH+=1364.
Example 4

N-{(R)-2-[N’-(4-Cyano-phenyl)-hydrazinocarbonyl]-heptyi}-N-hydroxy-formamide,
MH+=319. :

Example 5 .
N-{(R)-2-[N’~(2,6-Dimethyl-pyrimidin-4-yl)-hydrazinocarbonyl}-heptyl}-N-hydroxy-
formamide.

MH+=1324,

Example 6
‘N-Hydroxy-N-[(R)-2-(N"-quinoxalin-2-yl-hydrazinocarbonyl)-heptyl}-formamide.
MU+ = 346.

Example 7
N-Hydroxy-N-((2K)-2-{N°~(3,4-dihydro-quinozalin-2-yl)-hydrazinocarbonyl}-heptyl)-
formamide. )

MH-+ = 348.

Example 8
N-Hydroxy-N-{{R)-2-[N’~(1,3,4-trimethyl-1H-pyrazolo[3,4-b]pyridin-6-yl)-
hydrazinocarbonyl}-heptyl)-formamide.

MH+=1377.

Example 9
4-(N’-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl }-hydrazino)-
benzenesulfonamide.

MH+ = 373.

Example 10

~58 -
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N-Hydroxy-N-[(2R)-2-(cyclohexylnecthyl)-3-0x0-3-{N"-[4~(ixrifluoromethy))-pyrimidin-2-
yl}-hydrazino}-propyl]-formamide.
MH+ = 390. -

Example 11
N-Hydroxy-N-[(2R)-2~(cyclopentylmethyl)-3-0x0-3-(N'-[4-(trifluoromethyl)-pyrimidin-
2-y[l-hydrazino}-propyl}-formamide.

MH+ = 376.

Example 12
N-{(R)-Z-[N’-(Dimethyl-trifluoromethyl-pyrimidin-4-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+ =392,

Ixample 13
N-Hydroxy-N-{(R)-2-[N’~(6-trifluoromethyl-pyridazin-3-yI)-hydrazinocarbonyl]-
heptyl}-formamide. .

MH+ =1364.

Example 14
N-Hydroxy-N-{(R)-2-[N’<(6-trifluoromethyl-pyrimidin-4-yI)-hydrazinocarbonyl]-
heptyl}-formamide.

MH+=364.
Example 15

N-Hydroxy-N-{(R)-2-[N"-(5-methyl-[1,2,4]triazolo[1,5-a]pyrimidin-7-yI)-
hydrazinocarbonyll-beptyl}-formamide.
MH+ = 350.

Example 16
N-Hydroxy-N-{(R)-2-{N’-(9H-purin-6-yl)-bydrazinocarbonyll-heptyl}-formamide.
MH+ = 336.

Example 17
N-{(R)-2-[N’~(5-Cyano-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide.

MH+=321.
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Example 18
N-Hydroxy-N-((ZR)-2~{[N"-(pyrimidin-2-yI)-hydrazino]carbonyl}-heptyl)-formamide.
MH+ = 296.

' Example 19
N-Hydroxy-N-((2R)-2-(cyclobutylmethyl)-3-0x0-3-{N’{4-(trifluoromethyl)-pyrimidin-2-
¥ll-hydrazino}-propyl)-formamide.

MH+ = 362,

N-Hydroxy-N-{()-2-[N’-(6-imidazol-1-yl-pyrimidin-4-yI)-bydrazinocarbonyl]-heptyl}-
formamide.
MH+ = 362.

Example 21
N-[(R)-2-(N’-Benzo[1,2,4]triazin-3-yI-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.

MH+=347.

Example 22 *
N-Hydroxy-N-{(R)-2-[N"-(7-methoxy-benzo[1,2,4]triazin-3-yI)-hydrazinocarbonyIl-
heptyl}-formamide.,

MH+=13T77.

Example 23
N-Hydroxy-N-{(R)-2-[N’~(1-methyl-1H-pyrazolo[3,4-d]pyrimidin-6-y1)-
hydrazinocarbonyl]-heptyl}-formamide.

_ MH+ =350.

Exupple 24 :
N~((R)-2~{N’-[6~(5-Chloro-pyridin-3-yl-oxy)-pyridazin-3-yl]-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide,

MH+ =423,
Expmple 25
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N-Hydroxy-N-[(2K)-2-({N'-{6-(LH-pyrrol-1-yl)-3-pyridazinyl]-hydrazino}-car bonyl)-
heptyl]-formamide.

MH+=361. '

Example
N-Hydroxy-N-((2R)-2-{[N’<(9-methyl-9H-purin-6-yl)-hydrazino]-carbonyl)-heptyl)-
formamide. .

MH+ = 350.

Example 27
N-Hydroxy-N-{(R)-2-[N-({6-morpholin-4-y1}-9H-purin-2-yl)-hydrazinocarbonyl]}-
heptyl}-formumide, -
MH+ = 421.

mple
N-{(R)-2-[N"-(6-Fluoro-pyridin-2-yl)-hydrazinocarbonyl]-keptyl}-N-hydroxy-
formamide.

MH+ =313,

. Example 29
N-Hydroxy-N-((2R)-2-{[N"-(1-methyl-1H-pyrazolo{3,4-d]pyrimidin-4-yI)-hydrazino]-
carbonyl}-heptyl)-formamide,

MH+ = 350.
e 30

N~{(R)-2-[N"~(4-Amino-6-isopropyl-{1,3,5]triazin-2-yI)-hydrazinocarbonyl]-beptyl}-N-
hydroxy-formamide.
MH+ = 354.

Expmple 31
N-{(R)}-2-N"-(2,5-Dimethyl-4-nitro-2H-pyrazol-3-yI)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+ = 357.

Example 32
N-{(R)-2-[N’~(3-Chloro-1-methyl-1H-pyrazolo[3,4-d]pyrimidin-6-yl)-
hydrazinocarbonyll-heptyl}-N-hydroxy-formamide.
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MH+ =384, %

_ . Example 33 '
N-{(R)-2-[N’~(6-Dimethylamino-9H-purin-2-yI}-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide.

MH+ = 379,

- Example 34
N-Hydroxy-N-[(2R)-4-cyclopropyl-2-({N’-[4-(trifluoromethyl)-pyrimidin-2-yI}-
hydrazino}-carbonyl)-butyl}-formamide.

MH+ =362

Examnple 35
N-Hydroxy-N-((2R)-2-(cyclopropylmethyl)-3-0x0-3-{N’-[4~(triflaoromethyl)-pyrimidin-
2-yI}-hydrazino})-propyl)-formamide.

MH+ = 348.

Example 36 -
N-Hydroxy-N-{(R)-2-[N"-methyl-N"-(4-trifluoromethyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-heptyl}-formamide.

MH+ = 378.

Lxample 37
2-(N’-{(R)-2-[(Formyl-hydroxy-amino)-methyll-heptanoyl}-hydrazino)-4-
trifluoromethyl-pyrimidine-S-carboxylic acid methyl ester.

MH+ =422,

Example 38
2-(N-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-d-
trifluoromethyl-pyrimidine-S-carboxylic acid.

MH+=408.

Example 39
N—{(R)-Z-[N’-(S-Fluoro-d-methoxy-pyrlmldin-z-yl)-hydrnzlnomrbonyl]-.heptyl]-N-
hydroxy-formamide.

MH+ =344,
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Example 40
N-{(R)-2-[N’<(4-Dimethylamino-pyrimidin-2-yI)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+ = 339,

Example 41
N-Hydroxy-N-{(2R)-2-[(N-{6-{(2-hydroxyethyl)aminc]-1,3-dihydro-2H-purin-2-
ylidene}-hydrazino)-carbonyl}-heptyl}-formamide.

MH+ = 395.

Example 42
N-{(R)-2-[N’~(5-Fluoro-4-morpholin-d-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}-
N-hydroxy-formamide.

MH+ = 399,
Example
. N-{(R)-2-[N’~(5-Flnoro-4-methylamino-pyrimidin-2-yI)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.
MH+ = 343,

Example 44
2-(N"-{(R)-2-[(Formy)-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acld dimethylamide.

MH+ = 435.

Example 45 )
N-Hydroxy-N-{(R)-2-[N’-(3-0x0-3,4-dihydro-yuinoxalin-2-yl)-hydrazinocarbonyl}-
heptyl}-formamide.

MH+ = 362.
le 46
N-{(R)-2-Butoxy-2-[N'-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-ethyl}-N-
hydroxy-formamide,
MH+ = 366.
Example 47
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2-(N '-{(R)-H(Form:rlhdm-amino)-methm-h:phnoyl}-hydmnOH-

trifluoromethyl-pyrimidine-5-carboxylic acid (2-fluoro-phenyl)-amide.
MH+=501.

m. le 48
2-(N’-{(R)-2-[(Formy-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-4-

: trlﬂuommethyl pyrlmxdlne-S-mrbmlic acld tert-butylamide.

MH+ = 463.

Exampled4) .

N-Hydroxy-N-((R)-2-{N" [(l-plpendln-l-yl-methnnoyl)-trlﬂuoromeﬂ:yl—pyrinﬂdln-z-yl]- -
. hydrazinocarbonyl}-heptyl)-formamide.

- MH+ =475,

_ Example 50
N-{(R)-2-[N"-(5-Cyano-4-triflnoromethyl-pyrimidin-2-yl)-hydrazinocarljonyl]-heptyl}-
N-hydroxy-formamide.

MH+ = 389.

Example 51
N-Hydroxy-N-{(2R)-2-({N’-[9-(4,4,4-trifluorobutyl)-1,9-dihydro-2II-purin-2-ylidene]-
hydrazino}-carbonyl)-heptyl]-formamide.

MH+ = 446.
Example 52

N-Hydroxy-N-((R)-2-{N'-[(1-morpholin-4-yl-methanoyl)-trifluoromethyl-pyrimidin-2-
yll-hydrazinocarbonyl}-heptyl)-formamide.
MH+=4T77.

Exampje 53
2-(N’~{(R)-2-[(Formy}-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-4-
triffooromethyl-pyrimidine-5-carboxylic acid benzylamide.

MH+ = 497.

Example 54
N- Hydm-N-[ama-m’{Lzﬂ-bmmmn-a-ylyhymm]-z{qdohmmna-
oxopropyl]-formamide. .
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MH+ = 373.

. Example 55 .
N-Hydroxy-N-((2K)-2-(cyclohexylmethyl)-3-{N’-[7-(mctbyloxy)-1,2,4-benzotriazin-3-yi]-
hydrazino}-3-oxopropyl)-formamide.

MH=+ = 403.
Examgle 56 )

2-[2-((2R)-2-{[Formyl(hydroxy)amino]meihyl }heptanoyl)hydrazino}-N-methyl-N-2- -
pyridinyl-4-(trifluoromethyl)-5-pyrimidinccarboxamide.
‘MH+ = 498.

Example 57
2-[2-((2R)-2-{[Formyl(hydroxy)umino}methyl}heptanoylhydrazino]-N-methyl-N-
phenyl-4-(triftuoromethyl)-5-pyrimidinecarboxamide.

MH+ = 497.

Example 58
2-(N’-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-4-
trifluoromethyl-pyrimidine-S-carhoxylic acid morpholin-4-ylamide.
MH+ =492,

Example 59
N-Hydroxy-N-((R)-2-{N’-[(N’-pheny}-bydrazinocarbonyl)-trifluoromethyl-pyrimidin-2-
yil-hydrazinocarbonyli}-heptyl)-formamide.

MH+ = 498.

Example 60
2-(N*-{(R)-2-{(Formy]-hydroxy-amino)-methyl]-heptanoyl)-hydrazino)4-
trifluoromethyl-pyrimidine-5-carboxylic acid piperidin-1-ylaomide.

MH+ =450.

Example 61
2-(N*-{(R)-2-[(Formyl-hydroxy-amiuo)-methyl]-heptanoyl}-hydrazino)-4-
trifluoromethyl-pyrimidine-S-carboxylic acid pyrrol-1-ylamide.
MH+=472.
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N-{(R)-2-[N’- (Dmm.hylnmino-ﬂuoro-pyrlmldm-z-yl)-hydrulnocnrbonyl]-heptyl]-N-

N-((R)-2-{N ’-{(Eﬂxyl-mthyl—nmlno)—ﬂuoro—pyrlml;lln-z-yl]-hydnnnourbonyl}-bcptyl)-

N-Hydroxy-N-((ZR)-2~(cyclopentylmethyl)-3-[N’-[7-(methyloxy)-1,2,4-benzotriazin-3-

WO 0X101442
Example 62
hydroxy-formanide.
MH+ = 357.
Example 63
N-hydroxy-formamide.
- MH+=1371.
Example 64
yl}-hydrazino}-3-oxopropyl)-formamide.
MH+ = 389. .

e 65

N-Hydraxy-N-{(R)-2-[N’-(1-methyl-1H-benzolmidazol-2-yI)-hydrazinocarbonyl]-

heptyl}-formamide.
MH+ = 348,

Example 66

N-{(R)-2{N’-(4-AzetidIn-1-y1-5-fluoro-pyrimidin-2-y})-hydrazinocarbonyl]-beptyl}-N-

hydroxy-formamide.
MH+ = 369,

Example 67

N-{(R)-2-[N’<{4-Cyclopropylamino-5-fluoro-pyrimidin-2-yl)-hydrazinocarbonyl]}-

heptyl)-N-hydroxy-formamide.
MH+ = 369.

le 68

N-[(R)-2-(N-Benzo[1,2,4]triazin-3-yl-hydrazinocarbomyl)-3-cyclopentyl-propyl]-N-

hydroxy-formamide.
MH+ = 359.
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N-Hydroxy-N-{(R)-2-[N’~(morpholin-4-yl-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl}-formamide.
MH+ = 449,

Example 70
N-Hydroxy-N-[(R)-2-(N’-{[(2-hydroxy-ethyl)-methyl-amino]-triflucromethyl-pyrimidin-
2-yl}-hydrazinocarbonyl)-heptyl]-formamide.

MH3+=437.

Example 71
N-Hydroxy-N-((R)-2-{N’-[(4-methyl-pipcruzin-1-yI)-trifluoromethyl-pyrimidin-2-yl]-
hydrazinoearbonyl}-heptyl)-formamide.

MH+ =462,

Example 72
N-Hydroxy-N-((2R)-2-(cyclobexylmethyl)-3-{N"-[4-(cyclopropylamino)-3-fluoro-
pyrimidin-2-yilhydrazino}-3-oxopropyl)-formamide.

MH+ = 395.

Example 73
N-Hydroxy-N-((ZR)-2-(cyclopeniylmethyl)-3-{N’-[4-(cyclopropylamino)-5-fluoro-
pyrlmldin-Z-yl]hydmhm]—S—oxopmpyl)—fommde.

MH+=381.

Example 74
N-Hydroxy-N-[(2R)-3-{N’-[4-(azetidin-1-yI)-5-fluoro-pyrimidin-2-yI]-hydrazino}-2-
(cyclopentylmethyl)-3-oxopropyl]-formamide.

MH+=381.

Example 75
N-Hydroxy-N-[(2R)-5-methyl-2~({N ’-[Hh'lﬂuommethyl)-wﬁmldin-z-rl] -hydrazino}-
carbonyl)-hexyl]-formamide.
MH+ = 364.

Example 76
N-[(R)-2-(N'-Benzo{1,24]iriazin-3-yl-hydrazinocarbonyl)-5-methyl-hexyl]-N-hydroxy-
formamide.
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MH+ = 347. ‘ é -

Example 77
N-Hydroxy-N-[(2R)-5-methyl-2-({N’-[7-(methyloxy)-1,24-benzotriazin-3-yI}-
hydrazino}-carbonyl}-hexyl]l-formamide.

MH+=37.

e 78
N-{(R)-2-{N"-(7-Chloro-benzo[1,2,4)triazin-3-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-fo ;

- MH+ = 381.

Example 79
N-Hydroxy-N-((2R)-2-(cyclopentylmethyl)-3-{N*-[4-(morpholin-4-yl)-6-
(trifluoromethyl)-pyrimidin-2-yl}-hydrazino}-3-oxopropyl)-formamide.
MH+ =461.

, Example §0
N-Hydroxy-N-((ZR)-2-(cyclopentylmethyl)-3-{N’-{4-[(2-bydroxyethyl)-(methyl}-amino}-
6~(trifluoromethyl)-pyrimidin-2-yl}-hydrazino}-3-oxopropyi)-formamide.

MH+ = 449.

Example §1
N-Hydroxy-N-[(2R)-6-methyl-2-({N'-[4-(trifluoromethyl)-pyrimidin-2-yI]-hydrazino}-
carbonyl}-beptyl]-formamide. *

MHB+ = 378.

Example 82
N-Hydroxy-N-((2R)-2-{[N’~(1,2 4-benzotriazin-3-yl)-hydrazino]-carbonyl}-6-
methylheptyl)-formamide.

MH+ = 361.

Example 83
N-Hydroxy-N-{(R)-2-[N'-(5-methyl-benzo[1,2,4]triazin-3-y])-hydrazinocarbonyI]-
heptyl}-formamide.

MH+ = 361.
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Example 84
N-{(R)-2-{N’-[(4-Ethyl-piperazin-1-yI)-irifluoromethyl-pyrimidin-2-yI]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ = 476.

Example 85
N-Hydroxy-N-{(R)-2-[N’~(piperazin-1-yl-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl}-formamide.

MH+ =448,

Example 86
N-{(R)-2-[N’~(7-Fluoro-benzo[1,2 4]trinzin-3-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.
MH+ = 365.

Example 87
N-Hydroxy-N-[(2R)-2-({N’-[4-(4-ethyl-1-piperazinyl)-6-(irifluoromethyl)-pyrimidin-2-
yll-bydrazino}-carbouyl)-6-methylheptyl]-formamide.

* . MH+=490.

35

Example 88
N-Hydroxy-N-[(2R)-6-methyl-2-({N’-[4-(plperazin-1-y1)}-6-(trifluoromethyl)-pyrimidin-
2-yl}-hydrazino}-carbonyl)-heptyl}-formamide.

MH:+ = 462.

Example §9
N-Hydroxy-N-[(2R)-6-methyl-2-({N’-[4-(4-mecthyl-piperazin-1-yl)-6-(trifluoromethy})-
pyrimidin-2-yl]-hydrazino}-carbonyl)-heptyl]-formamide.

MH+ = 476.

Exapple 90 -
N-Hydroxy-N-((2R)-2-{[N’~(7-chloro-1,2,4-benzotriazin-3-yl)hydrazino]earbonyl}-6-
methylheptyl)-formamide,

MH+ = 395.
Example 91
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N-Hydroxy-N-((ZR)-6-methyl-2~([N'<(5-methyl-1,2,4-benzmotriazin-3-yl)-hydrazino}-
carbonyl}-heptyl)-formamide.
MH#+ = 375.

Example 92
N-Hydraxy-N-((2R)-2-{[N"-(7-fluoro-1,2 4-benzotriazin-3-yl)-hydrazino]-carbonyl}-6~
methylheptyl)-formamide. .
MH+ = 379,

Example 93
N-Hydroxy-N+{(R)-2-{N’-[(2-methoxy-ethylamino)-trifluoromethyl-pyrimidin-2-yi}-
hydrazinocarbonyl)-hepiyD-formamide.

MH+ =437.

Example 94
N-Hydroxy-N{(2R)-6-methyl-2~({N’-[7-(methyloxy)-1,2,4-benzolriazin-3-yl]-
hydrazino}-carbonyl)-heptyl]-formamide.

MH+ = 391.

Example 95 ]
N-Hydroxy-N-[(R)-2-(N"-{[4-(2-hydroxy-ethy])-piperazin-1-y]}-trifluoromethy}-
pyrimidin-2-yl}-hydrazinocarbonyl)-heptyl]-formamide.

MH+ =492,

Example 96
N-Hydroxy-N-((R)-2-{N ’-[(4-pyrlmldln-'2-yl-plpernzln-l-yl)-tﬁﬂuoromethyl-pyrlmldln—
2-yl}-hydrazinocarbonyl}-heptyD-formamide.
MH+ = 526.

Example 37
N-Hydroxy-N-((R)-2-{N’-[(2-hydroxy-ethylamino)-trifluoromethyl-pyrimidin-2-yi]-
hydrazinocarbonyl}-heptyl)-formamide.

MH+=423.

Example 98
N-Hydroxy-N-{(R)-2-[N’~(7-trifluoromethyl-benzof1,2.4]triazin-3-yI)-
hydrazinocarbonyl]-heptyl)-formamide. -
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MH+ = 415.

heptyl}-formamide.
MH+ = 36).

Lxumple 99

Example 100

e g

" N-Hydroxy-N-{(R)-2-[N’-(6-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-

N-Hydroxy-N-{(2R)-2-(cyclopentylmethyl)-3-[N’-(S-methy -mbenmmum-s-
yDbydrazino)-3-oxopropyl}-formamide.

MH+=373.

Example 101

N-Hydroxy-N-[(ZR)-2-({N" [L(tﬂﬂuommetlly[)-pyrlmidm-z-yl]-hydrnnno}-nrbonyl)-

octyl}-formamide.
MH+ =378.

Example 102

N-Hydruxy-N-((2R)-2-{[N’-(1,2,4-benxotrinzin-3-yDhydrazino]-carbonyt}-octyl)-

formamide.
MH+=1361.

Example 103

N-Hydroxy-N-[(2R)-2-({N'-[7-(methyloxy)-1,2,4-benzotriazin-3-yl}-hydrazino}-

carbonyl)-octyl]-formamide.
MH+=1391.

Example 104

N-Hydroxy-N-{(R)-2-[N’-(7-methyl-benzo[1,2 4]txiazin-3-yl)-bydrazinocarbonyl]-

heptyl}-formamide.
MH+ = 361.

Example 105

N-{(R)-2-[N'~{6-Chloro-benzo[1,2,4]trinzin-3-yI)-hydrazinocarbonyl]-heptyl}-N-

hydroxy-formamide.
MH+=38].
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. Example 106
N-Hydroxy-N-{(R)-2-[N"-(5-methoxy-benzo[1,2.4]trlazin-3-yl)-hydrazinocarbonyl]-
heptyl}-formamide.
MH+ = 377.

Example 107
N-Hydroxy-N-{(R)-2-[N"~(1-methyl-2-0xo-1,2-dihydro-pyridin-4-yI)-
hydrazinocarbonyl]-heptyl)}-lormamide.

MH+ = 325. : -

Example 108

N-Hydroxy-N-((R)-2-{N’-[(N’-pyridin-2-yl-hydrazino)-triftuoromethyl-pyrimidin-2-yi]-
hydrazinocarbonyl}-heptyl)-formamide.

- MH+=471.

Example 109
N-Hydroxy-N-{(R)-2-[N’-(4-methyl-6-morpholin-4-yl-pyrimidin-2-yl)-
hydmlnocarbonyl]-heptyl]-formnmlde.

MH+ = 395. \

Lxample 110
N-((R)-2-{N'-[4-(4-Ethyl-pipcrazin-1-yI)-6-methyl-pyrimidin-2-yl]-hydrazinocarbonyl}-
heptyD)-N-hydroxy-formamide.

MH+ = 422,
Example 111 i

N-{C_R)-Z-[N'-(4,6-Dhnethyl-pyrimidln-z-yl)-hydrazlnomrbonyl]-heptyl}-N-hydroxy-
formamide.
MH+ =324

Example 112
N-Hydroxy-N-{(R)-z-m’-(d-trlﬂnommethyl-pyrldm-z-yl)-hydnzlnocubmyl]-heptyl]-
formamide.

MH+ = 363.

Example 113
N-Hydroxy-N-[(R)-2-(N’-isoquinolin-1-yl-hydrazinocarbonyl)-heptyl]-formamide.
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MH+ = 345.

v  [Example 114
N-Hydroxy-N-[(R)- Z-W'-qulnolln-z-yl-hydrazlnocarbonyl)-heptyl]-furmanude.
MH+ = 345.

Example 115 _
N-{(R)-2-[N’-(1-Benzyl-2-ox0-1,2-dihydrv-pyridin-4-yl)}-hydruzinocarbonyl]-heptyl}-N-
hydroxy-formamide.
MH+ = 401.

. Example 116
N-Hydroxy-N-{(R)-2-[N’-(4-0xo-4H-pyrido[1,2-a][1,3,5)trlazin-2-y))- ~
hydrazinocarbonyl}-heptyl)-formamide.

MH+ = 363.

] Example 117
N-Hydroxy-N~((R)-2-{N’-(4-methyl-pyrimidin-2-yl)}-hydrazinocarbonyl]-heptyl}-
formamide.

MH+ =310.

Example 118
N-{(R)-2-[N’-(1-Butyl-2-0x0-1,2-dlhydro-pyridin-4-yI)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide,

MH+ = 367.

LExample 119
N-Hydroxy-N-{(R)-Z-[!'l’-(9-m=ﬂl!l-4-°m-4ﬂ-wridn[1,2-a][1,3,5]tﬂaﬂn-z-rl)-
hydrazinocarbonyl]-heptyl}-formamide.

MH+=1377.

mple
N-Hydroxy-N-{(R)-2-[N’-(6-0x0-4-triflnoromethyl-1,6-dihydro-pyrimidin-2-yl)-
hydrazinocarbonyl]-beptyl}-formamide.
MH+ = 380.

Example 121
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N-Hydroxy-N-{(R)-2-[N’-(methy}-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl}-formamide.

MH+ = 378.

Example 122
N-Hydroxy-N-{(R)-2-[N’~(5-trifluoromethyl-pyridin-2-yl)-hydrazinocarbonyl}-heptyl}-
formamide,

MH+ = 363.

Example 123
N-{R)-2-[N’-(6-Ethoxy-pyridin-2-yI)-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide. ) .

MH+ = 339.

Example 124
N-Hydroxy-N-[(R)-2-(N’-pyrido[2,3-e]-[1,2,4]triazin-3-yl-hydrazinocarbonyl)-heptyl]-
formamide.

MH+ = 348.

Example 125 *
N-((R)-2-{N’-[1-(1-Ethyl-propyl)-2-0x0-1,2-dihydro-pyridin-4-yl]-hydrazinocarbonyl)-
heptyl)-N-hydroxy-formamide.

MH+ =381.
Example 126

N-Hydroxy-N-((R)-2~-{N’-[2-0x0-1-(3-trifluoromethyl-benzyl)-1,2-dihydro-pyridin-4-yl]-
hydrazinocarbonyl}-heptyl)-formamide.
MH+ = 469.

Example 127
N-Hydroxy-N-{(R)-2-[N’-(4-methyl-pyridin-2-y])-hydrazinocarbonyl]-heptyl}-
formamide. -

MH+ = 309.

m 2

N-Hydroxy-N-{(R)-2-[N'-(6-méthoxy-pyridin-2-yl)-hydrazinocarbonyl]-heptyl}-
formamide.

-74 -
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MH+=325.

Exumple 129
N-Hydroxy-N-{(R)-2-[N"-(2-ax0-1-quinolih-8-yl-methyl-1,2-dihydro-pyridin-4-yI)-
bydrazinocarbonyl}-heptyl}-formamide.

MH+ =452,

Example 130
N-Hydroxy-N-{(R)-2-(N"-{2-0x0-1-[2-(5,6,7,8-tetrabydro-[1,8]naphthyridin-2-yl)-ethyl]-
dibydre-pyridin-4-yl}-hydrazinocarbonyl)-heptyl]l-formamide.

MH+ =471, ¥

Example 131
N-{(R)-2-IN"-(4,6-Bis-ethylamino-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

-MH+ =383.

Example 132
N-{(R)-2-[N’-(Bls-dimethylamino-[1,3,5]triazin-2-yl}-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide,

MH+ =383

Example 133
N-{(R)-2-[N’-(4,6-Di-morpholin-4-y}-[1,3,5]trlazin-2-yl)-hydrazinocarbonyl)-heptyl}-N-
hydroxy-formamide.

MH+ = 467.

Example 134

N-Hydroxy-N-((R)-2-{N*{4-(d-methyl-plperazin-1-yI)-6-propylamino-[1,3,5]triazin-2-

yi}-hydrazinocarbonyl)}-heptyD-formamide,

MH+ =452,

Example 135
N-{(R)-2-[N’-(Dimethylamino-morpholin-4-yl-[1,3,5]triazin-2-yI)-hydrazinocarbonyI]-
heptyl}-N-hydroxy-formamide.

MH+ =425.
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Example 136 -
N-Hydroxy-N-{(R)-2-[N'~(6-methyl-pyridin-2-yi)-hydrazinocarbonyl}-heptyl}-
formamide.

MH+ = 309.

Example 1
N-Hydroxy-N-((R)-2-{N'-[5-(5-pheny}-[1,3,4Joxadiarol-2-yI)-pyridin-2-yI]-
hydrazinocarbonyl}-heptyl)-formamide.

MH+=439.
Example 138

N-{(R)-2-[N°(7-tert-Butyl-1,4-dioxo-1,2,3,4-tetrahydro-pyrido[3,4-dlpyridazin-5-y)-
hydrazinocarbonyl}-heptyl}-N-hydroxy-formamide. -
MH+ =435,

\ Example 139
N-((R)-2-{N’-[4-Ethylamino-6-(4-methyl-[1,4]dinzcpan-1-yl)-{1,3,5])triazin-2-y1]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide. *

MH+ =452,

Example 140
N~((R)-2-{N"-[4-Ethylamino-6-(4-cthyl-piperazin-1-yI)-[1,3,5)triazin-2-yl}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ =452,

Example 141
N-Hydroxy-N-{(R)-2-[N’-(6-trifluoromethy}-pyridin-2-yI}-hydrazinocarbonyi]-heptyi}-
formamide.

MH+ =363.

Examm 42
N-Hydroxy-N-{(iX)-2-[N’-(4-methyl-6-morpholin-4-yl-methyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-heptyl}-formamide.

MH+ - m_ -

Exapple 143
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N-Hydroxy-N-{(R)-2-[N’-(4-methyl-6-morpholin-4-yi-[1,3,5]triuzin-2-yl)-
hydrazinocarbonyl]-heptyl}-formamide.
MH+ = 396.

Exgmple 144
N-Hydmxy-N-(&R)-deopem!lmﬂvl)-&m'-(M-dhnelhyl-z-pyrlmdwl)-
hydrazino]-3-oxopropyl}-formamide.

MH+ = 336. .

Exnmple 145
N-Hydroxy-N-{(R)-2-[N’-(4-mcthyl- 6-pyrrolld.ln-l-yl-mel.hyl-pynmldln-z-yl)-
hydrazinocarbonyl]-beptyl}-formamide.

MH+=1393.

Example 146
N-{(R)~2-|N’-(4-Dimethylaminomethyl-6-methyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 367.
Examplc 147

Hydmy-N-(CR)-Z-{N *-[4-methyl-6-(4-methyl-piperazin.1-yl-methyl)-pyrimidin-2-yl}-
hydrazinocarbonyl}-heptyl)-formamide.
MH+ =422,

Example 148 *
N-Hydroxy- N-{(R)-Z-[N’-(S-methyl—pyrldln-z-yl) hydrazinocarbonyl]-heptyl}-
formamide.
MH+ = 309.

Expmple 149
N<{(R)-2-{N’-[Dimethylamino-{4-methyl-{1,4]diazepan-1-yI)-{1,3,5]triazin-2-yI}-
hydrazinocarbounyl}-heptyl)-N-hydroxy-formamide.

MH+ =452,

Example 150
N-Hydroxy-N-{(R)-2-[N’-(4-methyl-6-pyrrolidin-1-yl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-heptyl}-formamide.
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MH+ = 380.

Example 151
N-Hydroxy-N-((R)-2-{N’-[4-methyl-6-)4-pyrrolidin-1-yl-piperidin-1-yI)-[1,3,5]trinxin-2-
¥ll-hydrazinocurbonyl}-heptyl)-formamide.

MH+ = 463.

Example 152 )
N-((R)-2-{N'[(Ethyl-methyl-amino)-methyl-[1,3,5]trlazin-2-y]]-hydrazinocarbonyl }-
heptyl)-N-hydroxy-formamide. '

MH+ = 368.
! Example 153

N-((R)-2-{N’-[(4-(4-Ethyl-plperazin-1-yl)-6-methyl-[1,3,5]triazin-2-yI]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
MH+ =423,

Exam 54
N-Hydroxy-N-[(2R)-7,7,7-trifluoro-2-((N*-[4-(trifluoromethyl)-pyrimidin-2-y1}-
hydrazino}-carbonyl)-heptyl}-formamide.

MH+ = 418. '

Example 155
N -Hydroxy-N-((ZR)-’?,’f,'T—lﬂﬂmﬁZ-{[N'-(S-melhyl-l,?,‘l—benzolrh:lné—yl)—
hydrazinol-carbonyi}-heptyD-formamide.
MH+ = 415.

Example 1.56
N-Hydroxy-N-((2R)-7,7,7-trifluoro-2-{[N"-(7-methyl-1,2,4-benzotriazin-3-yl)-
hydrazino}-carbonyl}-heptyl)f-ormamide.

MH+ = 415.

Example 157
N-Hydroxy-N-{(R)-2-[N"-(4-methylamino-6-morpholin-4-yl-[1,3,5]-2-yI)-
hydrazinocarbonyl]-heptyl}-formamide,

MH+ =411,
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_ Example 158
N~((R)-2-{N'-[4-(4-Ethyl-plpernzin-1-yl)-6-methylamino-[1,3,5]triazin-2-y1]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ = 438.

Example 159
N-{(R)-2-[N’-(4-Ethylamino-6-morpholin-4-yl-[1,3,5]triazin-2-yl)-hydrazinocarbouyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 425.

: Example 160
N-Hydroxy-N-{(R)-2-[N’-(4,6,7-trimethy]-7,8-dihydro-plerin-2-yl)-hydrazinocarbonyl]-
heptyl}-formamide.

MH+ =392, -

Exumpl
N-Hydroxy-N-{(R)-2-[N"-(4,6,7-trhnethyl-pteridin-2-yI)-hydrazinocarbonyl]-heptyl}-
formamide.

MH+ = 390.

Example 162
N-Hydrogry-N-{(R)-Z-[N'-(meﬂmxymeﬂmxymethyl—hiﬂuoromethyl-pyrinﬂdin-z-yl)-

hydrazinocarbonyl]-heptyl}-formamide.
MH+ =438.

Eximple 163
N-Hydroxy-N-((R)-2-{N’-[4-methy]-6-(1-piperidin-]-yl-methanoyl)-pyrimidin-2-yl]-
hydrazinocarbonyl}-heptyl)-formamide.

MH+=421.

Example 164
2-(N"-{(R)-2-[(FFormyl-bydroxy-amino)-methyl]-heptanoyl}-hydrazino)-6-inethyl-
pyrimidine-4-carboxylic acid cyclopropylamide.

MH+ = 393.

Exanple 165

-79-



10

15

20

a5

WO 0¥/101442 PCT/US03/17054

2-(N'-{(R)-2-.[(Formyl-liydrmq-amlno)-melhyl]-hq)hnoyl}-hydrulno)-ﬁ-methyl-
pyrimidine-4-carboxylic acid dilsopropylamide.
MH+ =437.

Example 166 -
N-{(R)-2-[N"-(5-Cyano-pyridin:2-yl)-hydrazinscarbouyl]-heptyl}-N-hydrazy-
formamide. . :
MH+ = 320.

Example 167 _
N-{(R)-2-[N’-(4,6-Dicthyl-[1,3,5]triazin-2-yl)-hydrazinocarbonyi]-heptyl}-N-hydroxy-
formamide. :

MH+ =353,

Exumple 168
N-[CRH-Cyclnpent_v_l-z-[N'{d-triﬂuommcthyl-pyrlmldln-z-yl)-hydnzlnomrbonyl]-
butyl}-N-hydroxy-formamide.

MH+ = 390.
Example 169

N- {(R)-LCydopmtyl-z-m'-a-meu:yl-bem[l,z,:s]tmim-s-yl)-hydmlqombonyl]-
butyl}-N-hydroxy-formamide.

MH+ =387.

Example 170
N-{(R)4-Cyclopentyl-2-[N’-(5-methyl-benzo[1,2 4]triazin-3-yI)-hydrazinocarbonyl]-
butyl}-N-hydroxy-formamide.

MH+ =387.
Example 171

N-Hydroxy-N-((R)-2-{N"-[6(4-methyl-piperazin-1-yl- mdh!l)-p:rﬂdln-z-!l]-
hydrazinocarbonyl}-heptyl)-formamide.
MH+ = 407.

_ Example 172
N-((R)-2-{N*-[5-(4,6-Dimethoxy-pyrimidin-2-yI)-pyridin-2-y1]-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide.
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MH+=433.

Example 173
N-{(R)-2-[N’-(Diethylamino-methyl-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+ =382
Example 174

N-Hydroxy-N-[(R)-2-(N’-{[(2-methoxy-ethy])-methyl-amino]-methyl-[1,3,5)trlazin-2-yl}-
hydrazinocarbonyl)-heptyl]-formamide. ' .

. MH+=1397.

-

Example 175
N-((R)-1-{N'-[4~(2,6-Dimethyl-morpholin-4-yI)-6-methyl-[1,3,5]triazin-2-yl]-
bydrazinocarbonyl}-heptyl)-N-hydroxy-formainide.

MH+ =424,

Example 176
N+{(R)-2-[N*-(5-Fluoro-4-methyl-6-morpholin-4-yl-pyrimidin-2-yI)-hydrazinocarbonyl]-
heptyl)-N-hydroxy-formamide.

MH+=413.

_ Example 177
N-{(R)-2-[N’-(4-Ethyl-6-morpholin-4-yl-[1,3,5]triazin-2-yl)-hydrazinocarbonyl)-hcptyl}-
N-hydroxy-formamide.

MH+=410.

Example 178 -
N-{(R)-2-[N’-(Ethyl-methyl-amino)-[1,3,5]triazin-2-yl)-hydrazinocarbonyi}-heptyl}-N-
hydroxy-formamide.

MB4+ = 382,

Exampie 179
N-((R)-2-{N’-[4-Ethy]-6-(4-ethyl-piperazin-1-yI)-[1,3,5]triazin-2-yl]-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide.

MH+ = 437.
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Example 180
N-((R)-2-{N*-[5-Fluoro-4-methyl-6-(4-1nethyl-piperazin-1-yl)-pyrimidin-2-ylJ-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ = 426,

_ Exgmple 181 .
N-{(R)-2-{N’-(Dimethylamino-ethyl-[1,3,5]triazin-2-yI)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

:MH+ =368.

Example 182
N-((R)-2-{N’-[5-Fluoro-4-methyl-6-(4-methyl-[1,4]dinzepan-1-yI)-pyrimidin-2-yl]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ = 440.

Example 183
N-{(R)4-Cyclopentyl-2-[N’-(morpholin-4-yl-trifluoromethyl-pyrimidin-2-yf)-
hydrazinocarbonyl]-butyl}-N-hydroxy-formamide,

-MH+ =475.

Example 184
N-[(R)-2-(N '-{Ei.hyl-[(z-metlmxy-ethyl)-melhyl-nmlno]-[l,:!,S]I:nazm-z-yl}
bydrazinocarbunyl)-heptyl]-N-hydroxy-formamide.
MH+=412,

Example 185
N-{(R)-2-IN"- (Dmethyhmlno-methyl-pyrlmldln—ﬁ-yl)—hydrulnomrbonyl] ~heptyl}-N-
hydroxy-formamide.

MH+ = 353.

Exawple 186
N-{(R)-2-[N’-(4-Cyclopropylamino-6-methyl-pyrimidin-2-yI)-hydrazinocarbonyl]-
heptyl)-N-hydroxy-formamide.

MH+ = 365.
Example 187

-82-
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N-{(R)-2-Cyclohexyl-2-[N’-(4-trifluoromethyl-pyrimidin-2-yl)}-hydrazinecarbonyl}-
ethyl}-N-hydroxy-formamide.

MH+ = 376.

Example 183
N-{(R)-2-Cyclohexyl-2-[N’-(7-methoxy-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.

MH+ = 389,

Examnple 189
N-{(R)-2-Cyclohexyl-2-{N’<(5-methyl-benzo[1,2 4]trinzin-3-y1)- hydmlnomrbonyl]— .
ethyl}-N-hydroxy-formamide.

MH+=373.

, Example 190
N-{(R)-4,4-Dimethyl-2-[N’-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
pentyl}-N-hydroxy-formamide.

MH+ 364.

Example 191
N-{(R)-4,4-Dimethyl-2-[N’-(7-methyl-benzo[1,2 4]triazin-3-yl)-hydrazinocarbonyl]-
pentyl}-N-hydroxy-formamide.

MH+="1361.
Example 192
N-{(R)-4,4-Dimethy]-2-[N’- (S-methyl-hmow]m-s-yl)-hydnﬂnmrbonyl]-
pentyl}-N-hydroxy-formamide.
MH+ = 361.
Example 193

N-{(R)-4,4-Dimethyl-2-[N’~(morpholin-4-y}-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-pentyl}-N-hydroxy-formamide.
MH+ = 449.

Example 194
N-<{(R)-2-{N’-[Ethyl-(methyl-pyridin-2-yl-amino)-[1,3,5] triazin-2-yl}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide,
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Exumple 195
N-{(R)-2-[N"-(4-Cyclopropylamino-6-ethyl-[1,3,5]trlazin-2-yI)-bydrazinocarbonyl]-
heptyl}-N-hydmxy-formnnlde.

. MH+=380.
Example 196
N-Hydroxy-N-[(R)-2-[N’~(5-methyl-benzo{1,2 4}triazin-3-yl)-hydrazinocarbonyl]-3-(1- - -

methyl-cyclopentyl)-propyl}-formamide.

= MH+ =387

Example 197
N-Hydroxy-N-[(R)-2-[N’-(7-methoxy-benzo[1,2 4]triazin-3-yI)-hydrazinocarbonyi]-3-(1-
methyl-cyclopentyl)-propyl]-formamide.

MH+ =403 : -
Example 198
N-Hydroxy-N-{(R)-3-(1-methyl-cyclopentyl)2-[N'<(4-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-propyl}-formamide.
MH+ = 390,
Example 199

N-ﬁydroxy-N-{(R)-z-[N’-(4-lsopropyl-ﬁ-morpholin-4-yl-[1,3,5]h1a:in-2-yl)-
hydrazinocarbonyl]-heptyl}-formamide.

MH+ = 424,

Example 200
N-Hydroxy-N-{(2R)-2-(cyclopentylmethyl)-3-[N’-(4-methyl-2-pyrimidinyl)-hydrazino}-
3-oxopropyl}-formamide.

MH+ =322,

Examole 201 i
N-Hydroxy-N-[(2R)-6,6,6-trifluoro-2-({N'-[4-(trifluoromethyl)-pyrimidin-2-yl}-
hydrazino}-carbonyl)-hexyl]-formamide.

MH+ =404,
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Example 202
N-{(R)-2-[N’~(5,7-Dimethyl-benzo[1,2 4]iriazin-3-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide. )

MH+=375. °

Example 203
N-{(R)-2-[N*-(3,6-Dimethyl-pyrazin-2-y)-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide.

. MH+ = 324.

Example 204
N+((R)-2-{N’-[4-(4-Ethyl-piperazine-1-yl)-6-lsopropyl-[1,3,5]triazin-2-yl]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide,

MH+=451.

E Je 205 —
N-{(R)-2-[N’-(4-Dimethylamine-6-Isvpropyl-[1,3,5]triazin-2-yI)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formumide.

MH+ =1382.

Example 206
N-Hydroxy-N-{(R)-2-[N’-(methyl-trifluoromethyl-pyridin-2-yl)-hydrazinocarbonyl}-
heptyl}-formamide.

MH+ =377.

Example 207
2-(N*-{(R)-2-[ (Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrazine)-6,N,N-trimethyl-
isonicotinamide.

MH+ = 380.

Exzmple 208
N-Hydroxy-N[(2R)-2-({N’-[3-amino-6-(trifluoromethyl)-pyridin-2-yll-hydrazino}-
carbonyl)-heptyl]-formamide.

MH+=1378.
Example 209
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N-Hydroxy-N-{(R)-2-(N’-{4-isopropyl-6-[(2-methoxy-ethyl)-mecthyl-aminc)-
[1,3,5]triazin-2-y1}-hydrazinocarbonyl)-heptyl]-formamide.
MH+ = 426.

LExample 210
N-{(R)-3-Cyclopentyl-2-{N'-(4-ethyl-6-morpholin-4-yl-[1,3,5]triazin-2-yI)-
hydrazinocarbonyl]-propyl}-N-hydroxy-formamide.

MH+ =422,

-

Example 21]
N-Hydroxy-N-{(R)-2-[N’~(4-morpholin-4-yl-6-propyl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl])-heptyl}-formamide.

MH+ =424,

Exa. 212
N-((R)-2-{N’-[4-(4-Ethyl-piperazin-1-yl)-6-propyl-[1,3,5]triazin-2-yl]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ =451.

Example 213
N-{(R)-5,5-Dimethyl-2-{N’(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
hexyl}-N-hydroxy-formamide.

MH+ = 378.

Example 214
N-{(R)-5,5-Dimethyi-2-[N’-(7-methyl-benzof1,2 4]triazin-3-yl)-hydrazinocarbonyl]-
hexyl}-N-hydroxy-formamide.

MH+=1375.

Example 215
N-{(R)-5,5-Dimethy]-2-[N’-(5-methyl-benzo[1,2,4]iriszin-3-yI)-hydrazinocarbonyl]-
hexyl}-N-hydroxy-formamide.

MH+ = 375.
: Example 216

N-{(R)-5,5-Dimethyl-2-[N’-(morpbolin-4-yl-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-hexyl}-N-hydroxy-formamide.

-86-
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M+ = 463.

Example 217
N-{(R)-4-Ethyl-2-]N°-(¢-trifluoromethyl-pyrimidin-2-y])-hydrazino carbonyl}-hexyl}-N-
hydroxy-formamide. '

MH+ = 378.

Example 218
N-{(R)-4-Ethyl-2-[N'-(7- methyl-bmm[l,z,d]trlnzln-a-yl)-hydrnzlnourbonyl]-huyl]-N-
hydroxy-formamide,
MH+ = 375. -

Example 219
N-{(R)-4-Ethyl-2-[N’~(morpholin-4-yl-trifinoromethyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-hexyl}-N-hydroxy-formamide.

MH+=463.

Examnple 220
N-((R)-3-Cyclopentyl-2-{N'-[4-ethyl-6~(4-ethyl-piperazin-1-yI)-[1,3,5]triaxin-2-yI}-
hydrazinocarbonyl}-propyl)-N-hydroxy-formamide.

MH+ =449,

Example 221
N-{(R)-3-Cyclopentyl-2-[N’-(4-cyclopropylamino-6-ethyl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-propyl}-N-hydroxy-formamide.

MH+=392.

' Example 222 i
N-{(R)~4-Ethyl-2-[N*-(5-methy}-benzo[1,2,4)trlazin-3-yl)}-hydrazinocarbonyl]-hexyl}-N-
hydroxy-formamide.

MH+ = 375.

Example 223
N-Hydroxy-N-[(R)-2-(N’-{[(2-methoxy-ethyl)-methyl-amino]-propyl-[1,3,5]trinzin-2-yl}-
hydrazinocarbonyl)-heptyl}-formamide.

MH+ = 426.

-87-
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Example 224
N-{(R)-2- [N’-(Dimethylnmino-propyl—[1,3,5]trin.ln-2-yl)-hydnzlnomb2nyl]—heptyl)—N -
hydroxy-formamide.
MH4 = 382.

_ Example 225
N-{(R)-2-[N’-(4-Ethyl-pyrimidin-2-yl)-hydrazinocarbanyl]-heptyl}-N-hydroxy-
formamide,

» MH+=324.

Example 226
N-Hydroxy-N-{(R)-2-[N’~(4-Isopropyl-pyrimidin-2-yl)-hydrazinocarbonyl]}-heptyl}-
formamide. .

MH+ = 338.

Example 227
N-{(R)-2-[N*~{4-Cycdopropyl-6-morpholin-4-yl-[1,3,5]triazin-2-yI)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 422, ) -

Example 228
N-Hydroxy-N-[(2R)-2-({N’-[4-(pyridin-2-y])-pyrimidin-2-yI]-hydrazino}-carbonyl)-
heptyl]-formamide.

MH+ = 373.
Example 229

N-((R)-2-{N’-{4-Cyclopropyl-6-(4-ethyl-plperazin-1-yI)-[1,3,S]triazin-2-yll-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

M- = 449,

Example 230
N-{(R)-2-IN*<(Cyclopropyl-dimethylamino-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 380.

mple 23

joe
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N-((R)-2-{N’-[Cyclopropyl-(ethyl-methyl-amino)-[1,3,5]triaxin-2-yI]-
hydnzlnocarbonyl}-heptyl)—N—hydmy-l‘ofmnnﬂde.

PCT/USOX/17T0M d\

N-{(R)-2-IN"-(4-Cyclopropyl-6-pyrrolidin-1-yi[1,3,5]trinzin-2-yI)- hydramocnrbtmyl]-

N-Hydroxy-N-[(R)-2-[N’-(5-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl}-3-(2-

MH+ =3%.

Example 232
heptyl}-N-hydroxy-formamnide.
MH+ = 406.

Example 233
N-{(R)-2-[N'<(4,6-Dicyclopropyl-[1,3,5]tirlazin-2-y])-hydrazinocarbonyl]-heptyl-N-

. . " hydroxy-formamide,

MH+=1377.

Example 234
methyl-cyclopentyl)-propyl]l-formamide.
MH+ = 387.

Example 235

30

35

N-[(R)-2-[N’<(Dimethylamino-cthyl-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-3-(2-methyl-
cyclopentyl)-propyl]-N-hydroxy-forinamide.

N-Hydroxy-N-[(R)-2-[N’-(4-triflaoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-3-(2-

MH+ = 3%.

Example 236
methyl-cyclopentyl)-propyl}-formamide.
MH+ = 390.

Example 237
N-{(R)-2-[N"-(5-Ethyl-pyrimidin-2-yl)-hydrazinocarhonyl]-heptyl}-N-hydroxy-
formamide.

MH+ =324,

Example 238

N-Hydroxy-N-{(2R)-2-(cyclopentylmethyl)-3-[N’-(7-methyl-1,2,4-benzotrinzin-3-yI)-

hydrazino]-3-oxopropyl}-formamide.

-89 -
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Example 239

PCT/US0Y/17054

N-Hydroxy-N-[(2R)-2-(cyclopentylmethyl)-3-(N’- {4-eﬂl!1-5-[=ﬂl!l(methﬂ)ﬂnm]-1.3.5-
triazin-2-yl}-hydrazino)-3-oxopropyll-formamide.

MH+=1394.

Example 240

N-Hydroxy- -((ZR)-Z-(qdwmtvlmeth!l)é-{N’-[4-(dlmethylnmmo)-6-ethrl-
triazin-2-yl]-hydrazino}-3-oxopropyl)-formamide.

MH+ = 380.

Example 241

N-((R)-2-{N*-[4-Ethyl-6-(4-lsoprupyl-piperazin-1-y)-[1,3,5]triazin-2-yl]-

hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ =451.

Example 242

N-Hydroxy-N-[(2R)-3-[N’-(6-chloro-1,2,4-benzotriazin-3-yl)-hydrazino]-2-
(cyclopeniylmethyl)-3-oxopropyl]-formamide.

MH+ =393,

Example 243

N-{(R)-4,4-Dimethyl-2-[N’-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyi}-

hexyl}-N-hydroxy-formamide.
MH+ =378.

Example 244

N-{(R)-4,4-Dimethy]-2-[N’-(7-methyl-benzo{1,2,d]trlazin-3-yl)-hydrazinocarbonyl]-

hexyl}-N-hydroxy-formamide.
MH+ = 375,

Example 245

N-{(R)-4,4-Dimethyl-2-[N*-(5-metly)-benzo[1,2,4]triazin-3-y])-hydrazinocarbonyl]-

hexyl}-N-hydroxy-formamide.
MH+ =375.

-90-
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Example 246
N-{(R)-4,4-Dimzethyl-2-[N’-(morpholin-4-yl-irifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-hexyl}-N-hydroxy-foruamide.
MH+=463.

-

Example 247
N-Hydroxy-N-{(R)-2-[N’-(S-phenyl-[1,2,4]trlnzin-3-y])-hydrazinocarboiyl]-heptyl}-
formamide.

' MH+=373..
Example 248
N-{(R)-2-[N’~(4-Ethyl-6-morpholin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}-N-
- hydroxy-formamide.
MHB+ =409,

Example 249
N-((R)-2-(N'-[4-Ethy}-6-(4-methyl-plperazin-1-y])-pyrimidip-2-yl}-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide.

MH+ =422,

Example 250
N-{(R)-2-[N"-(5-Ethyl-4-methyl-pyrimldin-2-yl)-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide.

MH+ = 338.

Examnple 251
N-((R)-2-{N"-[4-Ethyl-6-(4-propyl-piperazin-1-yl)-[1,3,5]triazin-2-yi]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ =451.

Exunple 252
N-Hydroxy-N-((R)-2-{N’-[6-(4-pyrimidin-2-yl-piperuzin-1-yl-methyl)-pyridin-2-yI]-
bydrazinocarbonyl)-heptyl)-formamide.

MH+=471.

-91-
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N-Hydroxy-N-((R)-2-{N’-[6-(3-[1,2,4]triazo}-1-yl-methyl-[1,2 4]triazol-1-yl)-pyridin-2-
ylj-hydrazinocarbonyl}-heptyl)-formamide.
MH+ = 443.

Exmnple 254
N-{(R)-3-Blcyclo[2.2.1]hept-7-y}-2-[N’ (4-h'lﬂuommethrl-pyrlnudm-2-yl)-
hydrazinocarbonyl}-propyl}-N-hydroxy-formamide.

MH+ = 402.

Example 255

N-{(R)-3-Bicyclo[2.2.1]hept-7-yl-2-[N’- (morpholm-4-yl-trlflnommeﬂlyl pyrlm:dm-z-yl)- )
- hydrazinocarbonyl}-propyl}-N-hydroxy-formamide.

MH+ = 487. *

] Example 256
N-hydroxy-N-[(R)-2-(N’-pyridin-3-yl-hydrazinocarbonyl)-heptyl]l-formamide.
MH+ = 295.

Example 257 )
4-{4-Ethyl-6-[2-((ZR)-2-{[formyl(hydroxy)amino]-methyl}-heptanoyl)-hydrazino}-1,3,5-
triazin-2-yl}-1-methyl-1-propylpiperazin-1-ium lodide.

MH+ = 465.

- Example 258
N-{@}}Bicydo[!&l]hcpt-7-yl-2-lN'-(5-methyl-benm[l,‘z,4]u-lnzin-3-yl)-
hydrazinocarbonyl]-propyl}-N-hydroxy-formamide.

MH+ = 399.

Exapple 259 -
N-{(R)-2-[N*-(4-Azetidin-1-yl-6-cthyl-[1,3,5]trlazin-2-y])-hydrazinocarbonyl]l-heptyl}-N-
kydroxy-formamide.

MH+ = 380. '

Example 260
N-{(R)-2-Cyclopentyl-2-[N’{4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.

MH+ =362,
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Example 261
N-{(R)-2-Cyclopentyl-2-[N’-(miorpholin-4-yl-4-trilluoromethyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-ethyl}-N-lydroxy-formamide,

MH+ =447,

Example 262
N-{(R)-2-Cyclopentyl-2-[N’-(4-methyl-pyridin-2-yI)-hydrazinocarbonyl]-ethyl}-N-
hydroxy-formamide.

MH+ = 307.
Example 263 -

N-{(R)-2-Cyclopeutyl-2-[N’-(dimethylamino-ethyl-[1,3,5]triazin-2-yI)-
hydrazinvcarbonyl]-ethyl}-N-hydroxy-formamide.

MH+ = 366.

Example 264
N-{(R)-Z-Cyclopentyl—Z-[N'-U-mdhyl—benm[l,!ﬁ]hhzln—ii—yl)—hydnl:lnocarbunyl]-
ethyl}-N-hydroxy-formamide.

MH+ = 359.

Example 265
N-{(R)-2-Cyclopentyl-2-[N’~(5-methyl-benzo[1,2 4]triazin-3-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.

MH+ = 359.
Exminple 266

N-Hydroxy-N-{(R)-2-[N’-(5-mcthyl-benzo{1,2 4]triazin-3-yI)-hydrazinocarbonyl]-2-(4-
methyl-cyclohexyl)-ethyl}-formamide.
MH+ = 387.

Example 267

N-Hydroxy-N-{(R)-2-[N’~(7-methyl-benzo[1,2 4]triazin~3-y]) hydrn:lnomrbonyl]-z-(tl-
methyl-cyclohexyl)-ethyl}-formamide.
MH+ = 387.

Example 268
-93.
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N-Hydroxy-N-~{(R)-2-(4-methyl-cyclohexyl)-2-[N’-(4-triftuoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyll-ethyl}-formamide.
MH+ = 390.

Example 269
N-Hydroxy-N-{(R)-z-(Lmeﬂlylcydohml)-z-[N’-(morpholln-d—yl-trlﬂuoromethyl-
pyrimidin-2-yl)-hydrazinocarbonyl]-ethyl}-formamide.

. MH+ =475.

Example 270
N-Hydroxy-N-{(R)-2-(4-methyl-cyclohexyl)-2-[N’-(4-methyl-pyridin-2-yl)-
hydrazinocarbonyl}-ethyl}-formamide.

MH-+ = 335. :

Example 271
N-((R)-2-[N’-(Dimethylamino-ethyl-[1,3,5]triazin-2-yI)-hydrazinocarbonyl}-2-(4-methyl-
cyclohexyl)-ethyl}-N-Hydroxy-formamide.

MH+ =394,
Example 272
N-{(R)-Z-[N’-(G,T-Dlhytlm-s H-cyclopentapyrimidin-2-yl)-hydrazinocarbonyl)-heptyl}-
N-hydroxy-formamide.
MH+ =336.
Example 273

N«((R)-2-IN’-{4-Ethy}-6~((S)-2-hydroxymethyl-pyrrolidin-1-yI)-[1,3,5]triazin-2-yI}-
hydrazinocarbonyl]-heptyl)-N-hydroxy-formamide.

MH+ =424,
le 274
N-{(R)-2-[N’-(Dimethylamino-pyridin-3-yl-pyrimidin-2-yI) hydnzlnocarbonyl]-heptyl}-
N-hydroxy-formnamide.
MH+=416.
Example 275

N-{(R)-2-[N’~(Dimcthylamino-pyridin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}-
N-hydroxy-formamide.

~04 -
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Example 276
N-Hydroxy-N-{(R)-2-N’-(5,6,7,8-tetrahydro-benzo[1,2 4] triazin-3-yI)-
hydrazinocarbonyl]-heptyl}-formamide.

MH+ = 351:

Exnmple 277
N-{(R)-2-[N’-(5,6-Diethyl-[1,2 4]triazin~3-yl)-hydrazinocarbonyl]-heptyl}-N-hydroxy- .
formamide.

* MH+=1353.

Example 278
N-Hydroxy-N-{(R)-2-[N"-[5-(4-hydroxy-phenyl)-[1,2,4]triazin-3-yI]-hydrazinocarbonyl}-
heptyl)-t?rmnmlde.

‘MH+=389.'

Example 279
N-{(R)-2~(N’~{{(2-Dimcthylamino-ethyl)-methy}-amino]-ethyl-{1,3,5]triazin-2-yl}-
hydrazinocarbonyl)-heptyl}-N-hydroxy-formamide. .

© MH+ =425, .

Exanple 280 )
N-{(R)-2-[N"~(2-Dimethylamino-quinazolin-4-yl)-hydrazinocarbounyl]-heptyl}-N-
hydroxy-formamide.

MH+ = 389.
Example 281,

N-Hydrm-N—[(R)—Z-[N’-(&methan&ulfonyi—4,6—dhnethyl-pyrklln-z.-yl)-
hydrazinocarbonyl]-heptyl}-formamide.
MH3=401..

Example 282
N-((R)-2-{N'-{4-Ethyl-6-(3-hydroxy-piperidin-1-yl)-[1,3,5]triazin-2-yI}-
hydrazinocarbonyi}-heptyl)-N-bydroxy-formamide.

MH+=424.

-95-
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Expmyle 283
N-[(R)-2-(N'-[4,5']Bipyrimidinyl-2-yi-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.

MH+=1374.

Example 284
N-((R)-2-[N’-[(Cyclopropyl-methyl-amino)-ethyl-[1,3,5]triazin-2-y]]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ =394,

. Exompjc 285
N-((R)-2-{N'-[4-Ethy)-6-((R)-3-hydroxy-pyrrolidin-1-yl)-{1,3,5]triazin-2-yI]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-furmamide.

MH+=410.

Example 286
N-Hydroxy-N-[(R)-2-(N’-[3,3"1Bipyridiny]-5-yl-bydrazinocarbonyl)-heptyl]-formamide.
MH+=372.

Exumple 287
N-Hydroxy-N-[(R)-2-(N’-(S-morpholin-4-yl-pyridin-3-yI)-hydrazinocarbonyl)-heptyl]-
formamide. =
MH+ = 380.

. Examplc 288 ‘ .
N-Hydroxy-N-{(R)-2-{N’-(4-pyridin-3-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}-
formamide.

MH+ =373,

_ Example 289
N-Hydroxy-N-{(R)-2-[N’-(5,6,7,8-tetrahydro-quinazolin-2-y)-hydrazinocarbonyl]-
heptyl}-formamide.

MH+ = 350.

Example 200
N-[(R)-2-(N'-{[Cyclopropyl-1-(1-methyl-piperidin-4-yl)-amino]-ethyl-[1,3,S]triuzin-2-
yl}-hydrazinecarbonyl)-heptyl]-N-hydroxy-formamide.
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MHB«+-=477.

Example 29]
N-((R)-2-{N"-{4-((R)-3-Dimethylamino-pyrrolidin-1-y)-6-ethyl-[1,3,5}trtazin-2-yl]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ = 437. '

: Example 292
N-Hydroxy-N-[(R)-2-(N"-[S-(1H-pyrrol-2-yI)-pyridin-3-yl}-hydrazinocarbonyl)-heptyl}- :
formamide.

MH+ = 360.

N-Hydroxy-N-[(R)-2-(N’-[(4-methyl-piperazin-1-yl)-triflaoromethyl-pyrimidin-4-yi]- _
hydrazinocarbonyl)-heptyl]-formamide.

MH+ = 462.

Example 294
N-Hydroxy-N-[(R)-2~-(N’-(5-Furan-3-yl-pyridin-3-yl)-hydrazinocarbonyf)-heptyl]-
formamide. . -
MH+=1361.

Example 295 :
N-{(R)-5,5-Dimethyl-2-[N’-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+=1392.

Example 206
N-{(R)-5,5-Dimethyl-2-[N’-(7-methyl-benzo[1,2 4]triazin-3-yI)-bydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 389.
Example 297

N-{(R)-5,5-Dimethy)-2-(4-methyl-pyridin-2-yl)-hydrazinocarbonyl}-heptyl}-N-hydroxy-
formamide.
MH+= 337.
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LEsample 298
N-{(R)-2-Cycloheptyl-2-[N’-(4-trifluoromethyl-pyximidin-2-yl)}-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide.
MH+ = 390.

. Example 299
N-{(R)-Z-Cydoheptyl-z-[N'-(4-methyl-pyrldln-2-yl)_-hydminumrbonyl]-ethyl]-N- y
hydroxy-formamide. .
MH+ = 335.

Example 300

N-{(R)-2-Cycloheptyl-2-[N’-(dimethylamino-cthyl-[1,3,5]trlazin-2-yl)-
hydrazinocarbonyl}-ethyl}-N-hydroxy-formmnide.
MH+ = 394, : .

Example 301
N-{(R)-2-Cycloheptyl-2-[N’-(7-methyl-benzo[1,2,4)triazin-3-yl)-hydrazinocarbonylj-
ethyl}-N-hydroxy-formamide.

. . MH+=1387.

Example 302
N-((R)-2-{N'{4-Ethyl-6-(4-hydroxy-piperidin-1-y})-{1,3,5]triazin-2-yl}-
hydrazinocarbonyl}-hepty])-N-hydroxy-formamide.

MH+ =424,

Example 303
N-{(R)-5,5-Dimethyl-2-[N*-(5-methyl-benzo[1,2,4]triazin-3-yI)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 389.

. ample 304 -
N-{(R)-2-[N’-(4-Dhnethylamino-quinazolin-2-yl)-hydrazinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+ = 389.
Lxample 305
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N-Hydroxy-N-{(R)-2-[N’-(4-pyridin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}-
formamide.

MH+ =373,

Example 306
N- Hrdmxy-N-((R)-Z-{N'-[4-(3-hydrmmethrl-phml)-prﬁmldln-2-rl]-
hydrazinocarbonyl}-heptyl)-formamide.
MH+=402.

Example 307 :
N-Hydroxy-N-((R)-2-{N’-[4-(4-hydroxymethyl-phenyl)-pyrimidin-2-yl]-
hydrazinocarbonyl}-heptyl)-formamide.

MH+ = 402.

Example 308
N-((R)-2-{N"-[4-Ethyl-6-(3-methoxy-piperidin-1-y})-[1,3,5]triazin-2-yI]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide. :

MH+ =438,

Example 309 *
N-Hydroxy-N-{(R)-2-[N"-(7-methyl-benzo[1,2 4]triazin-3-y1)-hydrazinocarbonyl]-2-(4-
methyl-cyclohexyl)-ethyl}-formamide.

MH+ = 387.

Example 310
N-[(R)-2-{N*{Ethyl-(cthy}-methylamino)-[1,3,5]triazin-2-yI}-hydrazinocarbonyl}-2-(4-
methyl-cyclohexyl)-cthyl}-N-hydroxy-formamide.

MH+ = 408,

Exam 11
N-[(R)-2-{N’-[Ethyl-(ethyl-methylamino)-[1,3,5])triazin-2-yI]-hydrazinocarbonyl}-2-(4-
methyl-cyclohexyl)-ethyl}-N-hydroxy-formamide,

MH+ = 408.

Example 312
N-Hydroxy-N-{(R)-2-[N’-(7-methyl-beozof 1,2 4]triazin-3-yI)-hydrazinocarbonyi]-2-(4-
methyl-cyclohexyl)-ethyl}-formamide.
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MH+=387. \
Exanple 313

N-((R)-2-{N"-[4-(2,6-Dimethoxy-phenyl)-pyrimidin-2-yl)-hydrazinocarbonyl}-heptyl)-N-

hydroxy-formamide.

MH+ = 432.

Example 314
N-((R)-2-{N*-[4-Ethyl-6-((R)-3-methoxy-pyrrolidin-1-yl)-[1,3,5]triazin-2-yl]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ =424, '

Exam 5
N-((R)-2-{N’-[4-Ethyl-6-(4-methoxy-piperidin-1-yi)-[1,3,5]triazin-2-yl]--
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

MH+ = 438.

Example 316
N-Hydroxy-N-[(R)-2-(N’-(6-pyrrolidin-1-yl-pyrimidin-4-yl)-hydrazinocarbonyl)-heptyl])-
formamide,

MH+ = 365.

Example 317 i
N-Hydroxy-N-[(R)-2-(N"-[6~(¢-methyl-plperazin-1-y])-pyrimidin-4-yID-
hydrazinocarbonyl)-heptylj-formamide.

MH+=13%.

Example 318
N-{(R)-2-[N’-(6-Dimethylamine-pyrimidin-4-yD-hydrnzinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+ =339,

Example 319
N-{(R)-2-[N"-(Pyridin-d-yl-trifluoromethy}-pyrimidin-4-yl)-hydrazinocarbonyl]-heptyl}-
N-hydroxy-formamide. '
MH+=441.
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Examnple 320
N-{(R)-2-[N’-(Pyridin-3-yl-trifluoromethyl-pyrimidin-4-yl)-hydrazinocarbonyl]-heptyl}-
N-hydroxy-formamide.

MH+-=44],

Example 321
N-{(R)-2-[N’-(2-Ethylamino-6-trifluoromethyl-pyrimidin-4-yI)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+=407.

Example 322
N-Hydroxy-N-((R)-2-{N’-[5-(4-methoxy-phenyl)-[1,2.4]triazin-3-yI}-hydrazinocarbonyl}-
heptyl)-formamide.

MH+ = 403.

Example 323 -
N-Hydroxy-N-((R)-2-{N’-[4-(2,3,4-trimethoxy-phenyl)-pyrimidin-2-yI}-
hydrazinocarbonyl}-heptyl)-formamide.

MH+ = 462,

Example 324
N-{(R)-4,4-Dimethyl-2-IN’~{(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl)}-N-hydroxy-formamide.

MH+ =392,

Example 325
N-{(R)-4,4-Dimethyl-2-]N’-(7-methyl-benzo[1,2,4]iriazin-3-yI)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ = 389.

Example 326
N-{(R)-d,tl-Dmethyl-Z—[N’-(5-nmthyl-bm[l,Z,d]ham-S—yl)—hydmdnomrbonyl]—
heptyl}-N-hydroxy-formamide,

MH+ = 389.
Example 327
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N-{(R)-4,4-Dimethyl-2-[N’-(4-methyl-pyridin-2-yl)-hydrnzinocarbonyl]-heptyl}-N-
hydroxy-formamide.

MH+=1337.
Example 328

N-Hydroxy-N-{(R)-2-[N*~(6-morpholin-4-y}-pyrimidin-4-yl)-hydrazinocarbonyl]- -
heptyl}-formamnide. .
MH+=381.

Example 329 -
N-Hydroxy-N-[(R)-2-(N’-{5-[4-(2-hydroxy-ethoxy)-phenyl]-[1,24]triazin-3-y1}-
hydrazinocarbonyl)-heptyl]-formamide.

MH+ =433,

Example 330
N-{(R)-2-[N’<(4-Furan-2-yl-pyrimidin-2-yl)-hydrazinocarbonyl}-heptyl}-N-hydroxy-
formamide.

MH+ = 362.

Je 331 -
N-((R)-2-{N’-[4~(3,5-Dimethyl-isoxazol-4-y])-pyrimidin-2-yl]-hydrazinocarbonyl}-
heptyl)-N-hydroxy-formamide.

MH+=1391.
Example 332

N-Bydroxy-N-{(R)-2-[N’-(4-methyl-1-oxy-pyridin-2-yl)-hydrazinocarbonyl]-heptyl}-
formamide. )
MH+ =1325.

Example 333
Z-(N’-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrazine)-6-methyl-
nicotinic acid.

MH+ = 353.

Example 334
N-Hydroxy-N-{(R)-2-[N*-(3-methoxy-pyridin-2-y)-hydrazinocarbonyl];heptyl}-
formamide.
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MH+=325. \

Example 335
N-Hydroxy-N-{(2R)-2-[(N"-{4-{4-Guethylsolfonyfphenyl]-pyrimidin-2-y1}-hydrazino)-
carbonyl}-heptyl}-formamide.

MH+ =450.

Examplc 336
N-Hydroxy-N-[(2R)-2-({N*-[4~(faran-3-yl)-pyrimidin-2-y[}-hydrazino}-carbonyl)-
heptyl]-formamide.

MH+ = 362.

Exampie 337 :
N-[2R)-2-({N'-{4(2-aminophenyl)-pyrimidin-2-yI]-hydrazine)-carbonyl)-heptyl]-N-
hydroxy-formamide.

MH+ =387.

Example 338 :
N-Dydroxy-N-[(2R)-2-({N '-[5-(5-methyl-l,'3,4-oxmlln:ol-2-yl)-4-(h1ﬂuommethyl)-
pyrimidin-2-yI]-hydrazino}-carbonyl)-heptyl]-formamide.
MH+ = 446. *

Exaniple 339
N-Hydroxy-N-((2R)-2-(cyclopentylmeiliyl)-3-{N>-[5-(5-mcthyl-1,3,4-oxadlazol-2-yl)-4-
(trifluoromethyl)-pyrimidin-2-yI}-hydrazinoe}-3-oxopropyl)-formamide.

MH+ = 458.

Exampie 340
N-[(2R)-2-({N"-[6~(dimethylamino)-2-mecthyl-pyrimidin-4-yI)-hydrazino}-carbonyl)-
heptyl[}-N-hydroxy-formamide.

MH+ =353,

Example 341
N-[(2R)-2-({N’-[2-Cyclopropyl-6-(dimethylaminoe)-pyrimidin-4-yI]-hydrazino}-
carbonyl)-heptyl]-N-hydroxy-formamide.

MH+ = 379.
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Example 342
N-Hydroxy-N-[(2R)-4-(2-thienyD)-2-({N’-[4-(triflaoromethyl)-pyrimidin-2-yI]-
hydrazino}-carbonyl)-butyl}-formamide.
MB+ =404,
Example 343

N-Hydroxy-N-[(2R)-2-{[N’-(4-methyl-pyrimidin-2-yDhydrazinoJcarbonyl}-4-(2-thienyl)-
butyl]-formamide.

“MH+ = 350.

Example 344
N-{(2R)-2-[(N*-{4-Ethyl-6-[cthyl(methyl)amino]-1,3,5-triazin-2-yi}-hydrazino)-
carbonyl]-4-(2-thienyl)butyl]-N-hydroxy-formamide.

MH+=422,

Example 345
N-Hydroxy-N-((2R)-3-0x0-2-(2-thienylmethy])-3-{N’.[4-(trifluoromethyl)-pyrimidin-2-
yl}-hydrazino}-propyl)-formamide.

‘MH+ = 390.

Example 346
N-Hydroxy-N-[(2R)-3-[N’-(4-methyl-pyrimidin-2-yDhydrazino]-3-0x0-2-(2-
thienylmethyl)-propyl]-formamide.

MH+ = 336.

Example 347
N-[(2R)-3-(N'-{4-Ethyl}-6-[ethyl(methyl)amino]-1,3,5-triazin-2-yl}hydrazine)-3-oxo-2-(2-
thienyhinethyl)-propyl]-N-hydroxy-formamide.

MH+ = 408.

Exnmple 348
N-Hydroxy-N-[(2R)-2-({N’-[2-methyl-6-(pyridin-2-yl)-pyrimidin-4-yl]-hydrazino}-
carbonyl)-heptyl]-formamide.

MH+ = 387.

Example 349

v =104 -
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N-Hydroxy-N-[(ZR)-2-({N’-{6-(pyridin-2-yl-methyl)-pyridazin-3-yl]-hydrazino}-
carbonyl)-heptyl]-formamide.
MH+ = 387.

, Example 350
N-Hydroxy-N-[(2R)-2-({N "-[2-methyl-6~(morpholin-4-yl)-pyrimidin-4-yl}-hydrazino)-
carbonyl)-heptyl]-formamide.
MH+ = 395,

Example 351
H!dron-N-[(ZR)-Z-({N’-[Hmorpholln-4-11)-2-(trlﬂuor°melhyl)-wrimldln-‘l-!l]- .
hydrazino}-carbonyl)-heptyl}-formamide. :
MH+ = 449,

Example 352
N-Hydroxy-N-{(2R)-2-[(N’-{4-[methyl-(pyridin-2-y])-amino]-pyrimidin-2-yl}-
hydrazine)-carbonyl]-heptyl}-formamide.

MH+ =402.

Example 353
N-Hydroxy-N-((2R)-2~(cyclopentylmethyl)-3-{N'-[4-cyclopropyl-6-(dimethylamino)-
1,3,5-triazin-2-yl]-hydrazino}-3-oxopropyl)-formamide.

MH+ = 392, *

Preparation 19
(1,3-Dioxo-1,3-dihydro-isoindol-2-yl)-carbamic acid tert-butyl ester.
To a mixture of tert-butyl carbazate (5.15 g, 38.97 munol) end phthalic anhydride (5.77 g,
38.97 mmol) was added CHCl, (70 mL). The reaction mixture was refluxed for 18 h.
Removal of the solvent under reduced pressure yielded 8.20 g (80%) of the title compound as a
white solid. MH+ 263.

Preparation 20
Benzo[1,3]dioxol-5-yl-methyl-(1,3-dioxo-1,3-dihydro-isoindol-2-yl)-carbamic acld

dimethyl-ethyl ester.
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To a solution of (1,3-dioxo-1,3-dihydro-isoindol-2-yl)-carbamic acid tert-butyl ester (0.31 g,
1.18 mmol), piperonyl alcohal (0.18 g, 1.18 mmol) and triphenylphosphine (0.40 g, 1.54
mmol) in THF (12 mL) at 0 °C was added dropwiss diisopropyl azodicarboxylate (0.30 mL,
1.54 mmol). The reaction mixture was stirred and allowed to warm up to room temperature
over;Jight. Removal of the solvent nnder reduced pressure, followed by purification by hplc
yielded 0.28 g (60%) of the title compound. MH+ 397. ' '

Preparation 21

N-Benzo[1,3]dioxol-5-yi-methyl-hydrazinecarboxylic acid tert-butyl ester.

To  N-benzo[l,3]dioxol-5-yl-methyl-(1,3-dioxo-1,3-dihydro-isoindol-2-yI)-carbamic  acid-
dimethyl-ethy! ester (0.28 g, 0.71 mmol) in EtOH (3.6 mL) was added hydrazine monohydrate
(0.14 mL, 2.84 mmol) in one portion at room temperature. The reaction mixture was stirred
for 21 hrs. Toluenc (5 mL) was added to the mixture, and the white solid was collected by
filtration. The fltrate was ovaporated in vacuo. Further standing under high vacuum yielded
0.17 g (89%) of the title compound. MH+ 267.

Preparation 22 .

N-Benzo[1,3]dioxol-4-yl-methyl-N’-{(R)-2-[(benzyloxy-formyl-amino)-methyl}-
heptanoyl}-hydrazinecarboxylic acid tert-butyl ester,
To a mixture of N-benzo[1,3]dioxol-5-yl-methyl-hydrazinecarboxylic acid tert-butyl ester (168
mg, 0.632 mmol), (R)-2-[(benzyloxy-formyl-amino)-mecthyi}-heptancic acid (185 mg, 0.632
mmol), 4-dimethylaminopyridine (100 mg, 0.822 mmol) in methylene chloride (7 mL) was
added 1-(3-dimethylaminopropyl)-3-ethylcarbodiimde hydrochloride (158 mg, 0.822 mmol) at
room temperature. The reaction mixture was slirred for 1Sh at room temperature and then
treated with aqueous 1IN HCl solution. Separation of the organic layer, drying over anhydrous
MpgSO, and removal of the solvent provided the title compound No furth‘ﬂ purification wes
required. MH+ 542.

Preparation 23
N-[(R)-2-(N’-Benzo[1,3]dioxol-5-yl-methyl-hydrazinocarbonyl)-heptyl]l-N-benzyloxy-
formamide,
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To the crude N-benzo[l,3)dioxol-4-ylmethyl-N*-{R-2-[(beazyloxy-formyl-amino)-metiyl]-
heptanoyl }-bydrazinccarboxylic acid fers-butyl ester obtained in Preparation 12 was added 5%
TFA in methylene dichloride (20 L) at room temperature. The resulting solution was stirred
for 6 hours, and then washed with saturated agueous NaHCO, solution (20 mL x 3). The -

' - organic layer was scparated and dried (MgSO,). Filtration and evaporation provided the title

compound (0.221 g, 79% in two stcps). MH+ 442.

0 le 354

N-{(R)-2-(N*-Benzo[1,3}dloxol-5-yl-methyl-hydrazinocarbonyl)-heptyl}:N-hydroxy-
formamide.
To a- solution of N-[(R)-2-(N-Benzo[l,3)dioxol-5-yl-methyl-bydrazinocarbonyl)-heptyl]-N- .
benzyloxy-formamide (0.221 g, 0.501 mmal) in EtOH (10 mL) was added 10% Pd/C (50 mg).
The mixture was subjected to hydrogenation for 5 b at room temperature. The mixture was
filtered through Celite. The filtrate was evaporated and purified by HPLC to afford the title
compound (0.10 g, 57%) in a white solid. MH+ 352.

e 355
N-{(R)-2-[N'<(2,3-Dihydro-[1,4]dioxino[2,3-b]pyridin-7-yl-methyl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

MH+ 366.
Example 356

N-{(R)-2-[N*-(4-Dimecthylamino-benzyl)-hydrazinocarbonyl}-heptyl}-N-hydroxy-
formamide.
MH+ 351,

Example 357
N-Hydroxy-N-((R)-2-{N’-[2(5,6,7,8-tetrahydro-[1,8]naphthyridin-2-yD-ethyl]-
hydrazinocarbonyl]-heptyl}-N-hydroxy-formamide.

MH+ 378.
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Example 358
N-Hydroxy-N-[(R)-2-(N'-quinolin-2-yl-methyl-hydrazinocarbouyl)-heptyl}-formamide.
MH+ 359.

Example 359
N-Hydroxy-N-{(R)-2-{N"-(1,2,3 4-tetrahydro-quinolin-2-yl-methyl)-hydrazinocarbonyI]-
heptyl}-formamide.
MH+ 363.
le 360

N-Hydroxy-N-[(R)-2<(N ’-qulnulln-S-yl-methyl-hydra:nlnoéarbo:iyl)—heptyl]-l‘ormnmide.
MH+ 359.

Example 361
N-[(R)-2-(N’-Benzofuran-2-yl-methyl-hydrazinocarbonyl)-heptyll-N-hydroxy-
formamide.

MH+ 348,

Lxample 362
N-[(R)-2-(N’-Cyclopropylmethyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.
MH+ 272.

Example 363 .
N-{(R)-2-[N’-(6-Fluoro-4H-benzo[1,3]djoxin-8-yl-methyl)-hydrazinocarbonyl]l-heptyl}-
N-hydroxy-formamide.

MH+ 384

Example 364
N-Hydroxy-N-{(R)-2-]N’-(4-methoxy-benzyD)-hydrazivocarbonyl]-heptyl)-formamide.
MH+ = 338,

Example 365
N-Hydroxy-N-{(R)-2-[N’-(2-methoxy-benzyl)-hydrazinocarbonyl]-heptyl}-formamide.
MH+=338. -
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Exainple 366
N-Hydroxy-N-{(R)-2-[N*-(tetrahydro-furan-3-yl-methyi)-hydrazinocarbonyl}-heptyi}-
formamide. :

MH+ = 302.

. Example 367
N-[(R)-2-(N’-Furan-3-yl-methyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.
MH+ = 298.

Examplc 368 .
N-{(R)-2-[N’<(2,3-Dihydro-benzo[1,4]dioxin-6-yl-methyl)-hydrazinocarbounyl]-heptyl}-N-
hydroxy-formamide.

MH+ = 366.
LExample 369
N-{(R)-2-[N’<(2,3-Dlhydro-benzo[1,4]dloxin-2-yl-methyl)-hydrazinocarbonyl]-heptyl}-N-
+ hydroxy-formamide.
ME+ = 366.

Example 370 .
N-Hydroxy-N-{(R)-2-[N’-(2-phenoxy-ethyD)-hydrazinocarbonyl]-heptyl}-formamide.
MH+ =338.

Ezample 371
N-{(R)-2-[N°{(8)-2,3-Dihydroxy-propyl)-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide.

MH+ =292. -

Example 372
N-Hydroxy-N-{(R)-2-[N’-(5-methyl-isoxazo]-3-yl-methyl)-hydruzinocarbonyl]-heptyl}-
formamide.

MH+ =313

Example 373
N<((R)-2-{N’-[1-(1-Benzo[1,3]dioxol-5-yl-methanoyl)-piperidin-4-yIi-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
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MH+ = 449,

: Ezample 374
N-((R)-2-{N’-[1-(1-Benzofuran-2-yl-methanoyl)-piperidin-4-yl}-hydrazinocarbonyl}-
’ heptyl)-N-hydroxy—l’on_'mamlde.
MH+ = 445.

: Example 375
N-Hydroxy-N-{(R)-2-(N’-{1-[1-(7-methoxy-benzofuran-2-yl)-methanoyf]-piperidin-4-yi}-
hydrazinocarbonyl)-heptyl]-formamide.

MH+ =475,

Example 376
N-{(R)-2-[N’-(1-Benzyl-piperidin-4-yl)-hydrazinocarbonyl]-heptyl}-N-hydroxy-
formamide.

MH+=1391.

Example 377
N-{(R)-2-(N"-{1-[1-(34-Dichloro-phenyl)-methanoyl]-piperidin-4-yl}- =
hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

MH+ =474,

Example 378 -
N-{(R)-2-(N’-{1-[1-(2,3-Dichloro-phenyl)-metbanoyl]-piperidin-4-yl}-
hydrazinocarbonyl)-heptyi]-N-hydroxy-formamide.

MH+ =474,

Example 379
N-Hydroxy-N-[(R)-2-(N’-{1-[1-(4-methy]}-piperazin-1-yD)-methanoyl]-pentyl}-
hydrazinocarbonyl)-heptyl]-formamide.

MH+ =414,

Preparation 24
N-[(R)-2-(Hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.
To a solution of N™{(R)-2-[(Benzyloxyformylawino)methyl]heptanoyl]-Rydrazinecarboxylic
acid benzyl ester (1 mmol) in BtOH (10 mL) was added 10% Pd/C (50 mg). The mixiure was
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subjected to hydrogenation for 5 hours at room temperature and then filtered through Celite.
The filtrate was evaporated and purified by hplc to afford N-f(R)-2~(Hydrazinocarbonyl)-
heptyll-N-hydroxy-formamide as a glass. MH+ 218.

Iixample I80
N-{(R)-2-(N’-Benzyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.
N-[(R)-2~(Hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide (50 mg, 0.23 mmoles) and

"benzaldchyde (24 mg, 0.23 mmoles) were dissolved in methanol (2mL)under ergon in'the .

presence of 4A malecular sieves (50 mg), stirred for 1 hour and cooled to 0 °C. To the mixture
was added one crystal of methyl orange indicator and enough methanolic HCI to keep the
solution acidic (red color). Sodium cyanoboroliydride (17 mg, 0.28 mmoles) was added, along
with enough methanolic HC to keep the solution acidic (red indicator). The system was
warmed to room temperature, stirred for two days, neutralized with sodivm bicarbonate
solution, and extracted with ethyl acetate (3x). The organic layer was dried over anhydrous
sodium sulfate, concentruted to dryness and purified by prep hple to afford the title compound.
MH+ 308.

IT1 S BIOLOGI SA
Compounds of Formula (1) and their pharmaceutically acceptable salts may be
administered in a standard manner for antibiotics, for exemple orally, parenterally, sub-
lingually, dermally, transdermally, rectally, via inhalation or via buccal administration,

Compositions of Formula (1) and their pharmaceutically acceptaBle salts which are

active when given orally con be formulated as syrups, tablets, capsules, creams and lozenges.
A syrup fonnulation will generally consist of a suspension or solution of the compound or salt
in a liquid camier for example, ethanol, pcanut oil, olive oil, glycerine or water with a flavoring
or coloring agent. Where the composition is in the form of a tablet, any pharmaceutical carrier
routinely used for preparing solid formmlations may be used. Examples of such carriers
include magnesium stearate, terra alba, talc, gelatin, acacia, stearic acid, sterch, lactose and
sucrose. Where the composition is in thc form of a capsule, any routine eacapsulation is
suitable, for example, using the aforementioned carricrs in a hard gelatin capsule shell Where
the composition is in the form of a soft gelatin shell capsule, any pharmacentical carrier
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routinely used for preparing dispersions or suspensions may be considercd, for cxample,
aqueous gums, celluloses, silicates or oils, and incorporated in a soft gelatin capsule shell.
Typical parenteral compositions consist of a solution or suspension of a or
salt in a sterile aqueous or non-aqueous carrier optionally containing a parenterally acceptable
oil, for example, polyethylene glycol, polyvinylpyrrolidone, lecithin, arachis oil or sesame oil.
Typical compositions for inhelation are in the form of a solution, suspension or
cipulsion .that may be administercd as a dry powder or in the form of an acrosol using a
conventional propellant such as dichlorodifluoromethane or trichlorofluoromethane. "

.- . A_typical suppository formulation comprises a compound of Formmla (1) or a.
.pharmaceutically acceptable salt thereof which is active when administercd in this way, with s .
. binding and/or lubricating agent, for example, polymeric glycols, gelatins, cocoa-butter or

other low melting vegetable waxes or fals or their synthetic snalogs.

Typical denmnal and transdormal formulations comprisc a conventionsl agueous or non-
agucous vehicle, for axample, a cream, ointment, lotion or paste or arer in the form of a
medicated plaster, paich or membrane, :

Preferably the composition is in unit dosage form, for example a tablet, capsule or
metered acrosol dose, so that the patient may administer a single dose.

Each dosage unit for oral administration contains suitably from 0.1 mg to 500 mg/Kg,
and preferably from 1 mg to 100 mg/Kg, and each dosage unit for parenteral administration
contains suitably from 0.1 mg to 100 mg/Kg, of a compound of Formula (1) or a
pharmaceutically acceptable salt thereof calculated as the free acid. Each dosage umit for
intranasal administration conteins suitably 1-400 mg and preferably 10 to 200 mg per person.
A topical forrulation contains suitably 0.01 to 5.0% of a compound of Formula (1).

The daily dosage regimen for oral administration is suitably about 0.01 mg/Kg to 40
mg/Kg of a compound of Formula (1) or a phanmacentically acceptable salt thereof calculated
as the free acid. The duily dosage regimen for parenternl administration is suitably about 0.001
mg/Kg to 40 mg/Kg of a compound of Formula (1) or a pharmaccutically scceptable salt
thereof calculated as the free acid. The daily dosage regimen for intranasal*administration and
oral inhalation is suitably about 10 to about 500 mg/person. The activc ingredient may be
administered from 1 to 6 times a day, sufficient lo exhibit the desired activity.

-112-



34

15

30

WO 03/101442 PCT/USO3/17054

No unacceptable toxicological effccts are expected when compounds of the present
invention are administered in accordance with the present invention.

The biological activity of the compounds of Formula (1) are demonstrated by the
following test:

Biological Assay. '

S. aureus or B. coli PDF activity is measured at-25°C, using a continuous' enzyme-
linked ‘'assay developed by Lazennec & Meinnel ("Formate dehydrogenase-coupled
spectropholometric assay of peptide deformylase”, Anal. Biochem. 1997, 244, pp.180-182),
with minor modifications. The reaction mixture is contained in 50 uL with 50 mM potassium
phosphate buffer (pH 7.6), 15 mM NAD, 0.25 U formate dehydrogenase. The substrate
peptide, f-Met-Ala-Ser, is included at the Kpg concentration. The reaction is triggered with the
addition of 10 nM Defl enzyme, and absorbance is monitored for 20 min at 340 nm.

Antimicrobial Activity Assay.

Wholc-cell antimicrobial activity was determined by broth microdilution using the
Netional Committee for Clinical Laboratory Standards (NCCLS) recommended procedure,
Document M7-A4, "Mcthods for Dilution Susceptibility Tests for Bacteria that Grow
Acrobically” (incorporated 'by reference herein). The compound was tested in serial two-fold
dilutions ranging from 0.06 to 64 mcg/ml. A panel of 12 strains were cvaluated in the assay.
This panel consisted of the following laboralory strains: Staphylococcus aureus Oxford,
Staphylococcus aureus WCUH29, Enterococcus faecalis I, Enterococcus faecalis 7,
Hacmophilus influenzae Q1, Hoemophilus influenzae NEMC1, Moraxella catarrhalis 1502,
Streptococens  pneumoniae 1629, Streptococcus pneumonine N1387, Streptococcus
pncumoniae N1387, E. coli 7623 (ActABEFD+) and E. coli 120 (AcrAB-). The minimuom
inhibitory concentration (MIC) was determined as the lowest concentration of compound that
inhibited visible growth. A mirror reader was used to assist in detlermining the MIC endpoint.

All publications, including but not limited to patents and patent applications, cited
in this specification are herein incorparated by reference as if each individual publication
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were specifically and individually indicated o be incorporated by reference herein as
though fully set forth. '

The above description fully discloses the invention including preferred embodiments
thereof. Modifications and improvements of the embodiments specifically disclosed herein are
within the scope of the following claims. Without further alaboration, it is believed that one
skilled in the arca can, uging the preceding description, utilize the present invention to its
fullest extent. Thercfore the Examples herein are to be construed as merely illustrative and not
a.limitation of the scope of the present invention in any way. Tho embodiments of the
invention in which an exclusive property or privilege is claimed are defined as follows.
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What is claimed is:

1.

A compound according to Formula (1):
In one aspect of the present invention, there is provided a compound of formula (1):

s

(D

wherein:
R is selected from the group consisting of:

Co.g alkyl (optionally substituted by alkoxy, halogen, or Cj.3 alkylsulfanyl); Co.6
alkenyl (optionally substituted by alkoxy, halogen, or Cj_3 alkylsulfanyl); Co_g
alkynyl (optionally substituted by alkoxy, halogen, or Cg.3 alkylsulfanyl); (CH)p—

" C3.¢ carbocycle (optionally substitated by alkoxy, halogen, or C;3 alkylsulfanyl); and
(CHo)y—R4, wherein R4 is selected from the group consisting of phenyl, furan,
benzofuran, thiophene, benzotl;iophene. tetrahydrofuran, tetrahydropyran, dioxane, 1,4-
benzodioxane or benzo[l,3]dioxole; R4 is optionally substituted by one or more
substituent selected from Cl, Br, I, Cy.3 alkyl (optionally substituted by one to three F)
and Cj3 alkoxy (optionally substituted by one to three F));

R1 and R2 are independently selected from the group consisting of:

hydrogen, C1.3 substituted alkyl, Cp.3 substituted alkenyl, Cp 3 substituted alkynyl,
(CH2)y—C3-¢ substituted carbocycle, aryl, heteroaryl, and heterocyclic;

Y represents O, CH3 or a covalent bond; and
n is an integer from 0 to 2;
or a salt, solvate, or physiologically functional derivative thereof.

2.

3.

- A compound according to claim 1, wherein R2 rcprescats hydrogen;

A compound according to clnir.n 2, with the following absolute configuration:
' -115-
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H
N
R1” ‘ril N H
H Y H
R

or a salt, solvate or physiologically functional derivative thereof.

A compound according to claim 3 selected from the group consisting of:

N-Hydroxy-N-[(R)-2-(N"-pyridin-2-yl-hydrazinocarbonyl)-heptyl]-formamide.

N-Hydroxy-N-{(R)-2-[N*(3-methoxy-phenyl)-hydrazinocarbonyl]-heptyl }-
formamide.

N-Hydroxy-N-{ (R)-2-[N"-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.

N-{(R)-2-[N"-(4-Cyano-phenyl)-hydrazinocarbonyl]}-heptyl } -N-hydroxy-formamide.

N-{(R)-2-[N-(2,6-Dimethyl-pyrimidin-4-yl)-hydmzinocarbonyl]-hcptyl }-N-hydroxy-
formamide.

N-Hydroxy-N-[(R)-2-(N"-quinoxalin-2-yl-hydrazinocarbonyl)-heptyl]-forimamide,

N-Hydroxy-N-{(2R)-2-{N*-(3,4-dihydro-quinoxalin-2-yl)-hydrazinocarbonyl } -
heptyl)-formamide. _

N-Hydroxy-N-{(R)-2-[N"{1,3,4-trimethyl- | H-pyrazolo[3,4-b]pyridin-6-yI)-
hydrezinocarbonyl)-beptyl }-formamide.

4-(N-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl ) -hydrazino)-
benzenesulfonamide.

N-Hydroxy-N-[(2R)-2-(cyclohexylmethyl)-3-0x0-3-{ N-[4-{triflsccromethyl)-
pyrimidin-2-yli}-hydrazino}~propyl]-formamide.

N-Hydroxy-N-[(2R)-2{cyclopentylmothy)-3-oxo-3-{N*[4trifluoromethyl)-
pyrimidin-2-ylj-hydrazino}-propyl]}-formamide.

N-{(R)-2-[N-(Dimethy}-triflucromethyl-pyrimidin-4-yl)-hydrezinocarbonyi]-beptyl }-
N-hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N*{(6-trifluoromethyl-pyridazin-3-yl)-hydrazinocarbonyl}-
heptyl }-formamide,

N-Hydroxy-N-{ (R)-2-[N"{6-trifluoromethyl-pyrimidin-4-yl)-hydrazinocarbonyll-
heptyl}-formamide.
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N-Hydroxy-N-{ (R)-2-[N-(5-methyl-[1,2,4]triazolo[1,5-a]pyrimidin-7-yI)-
hydrezinocarbonyl}-heptyl }-formamide.

N-Hydroxy-N-{ (R)-2-[N'(9H-purin-6-yl)-hydrazinocarbonyl]}-heptyl } -formamide.

N—{(R)—Z-[N -(5-Cyano-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.

N-Hydroxy-N-((2R)-2-{ IN-(pyrimidin-2-y1)-kydrazinc]carbonyl }-heptyl)-formamide.

N-Hydroxy-N-((2R)-2(cyclobutylmethyl)-3-0x0-3-(N'-[4~(trifluoromethyl)-
pyrimidin-2-ylj-hydrazino}-propyl)-formamide.

N-Hydroxy-N-{ (R)-2-[N-(6-imidazol-1 -yl-pynmdm-d—yl)—hydmzmocarbonyl]—
heptyl }-formamide.

N-[(R)-2-(N"-Benzo[1,2,4]triazin-3-yl-hydrazinocarbonyl)-heptyl}- N-hydroxy-
formamide.

N-Hydroxy-N-{(R)-2-[N"(7-methoxy-benzo[1,2,4]triazin-3-yl)}-hydrazinocarbonyl]-
heptyl}-formamide.

N-Hydroxy-N-{ (R)-2-[N'<(1-methyl-1H-pyrazolo[3,4-d]pyrimidin-6-y1)-
hydrazinocarbonyl]}-heptyl }-formamide.

N-((R)-2-{N [6-(5-Chlom—pyndm—3—y1—oxy)—pyndaun-}yl]-hydmzmocarbonyl]-
heptyl)-N-hydroxy-formamide.

N-Hydroxy-N-[(2R)-2-({N“[6~( LH-pyrrol-1-y1)-3-pyridazinyl]-hydrazino )} -carbonyl)-
heptyl]-formamide. ‘

N-Hydroxy-N-((2R)-2-{[N'{9-methyl-9H-purin-6-y1)-hydrazino}-carbonyl }-heptyl)-
formamide.

N-Hydroxy-N-{(R)-2-[N-({ 6-morpholin-4-y1 }-9H-purin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.

N-{(R)-2-[N“(6-Flucro-pyridin-2-yI)-hydrazinocarbonyl]-bcptyl }-N-hydroxy-
formamide.

N-Hydroxy-N-{(2R)-2-{ [N 1-methy}- 1 H-pyrazolof3,4-d]pyrimidin-4-yl)-bydrazino]-
carbonyl }-heptyl)-formamide.

N-{(R)-2-[N"{(4-Amino-6-isopropyl-[1, 3.5ju1mn-2-yl)-hydrmnocarbony1] heptyl}-
N-hydroxy-formamide.

N-{{(R)-2-[N* -(2,5-D1methyl-4—mtro-?.H-pynzol—B—yl)—hydmzmocarbonyl]-heptyl }-N-
bydroxy-fonnamide.

N-{(R)-2-[N*-(3-Chloro-1-methyl-1H-pyrazolo[3,4-d]pyrimidin-6-y1)-
bydrazinocarbonyl]-heptyl }-N-hydroxy-formamide.

N-{ (R)-2-[N*-(6-Dimethylamino-9H-purin-2-yl)-hydrezinocarbonyl]-heptyl}-N-
hydroxy-formamide.
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hydrazino}-carbonyl)-butyl]-formamide.
N-Hydroxy-N~((2R)-2-(cyclopropylmethy})-3-oxo-3-N'-[4-(trifluoromethyl)-
pyrimidin-2-yl]-hydrazino}-propyl)-formamide,
N-Hydroxy-N-{ (R)-2-[N"-methyl-N"(4-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.
2-(N"-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl }-hydrazino)-4- '
trifluoromethyl-pyrimidine-5-carboxylic acid methyl ester.
2-(N*-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hrydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid.
N-{(R)-2-[N’{(5-Fluoro-4-methoxy-pyrimidin-2-yl)-hydrizinocarbonyl]-hcptyl } -N-
hydroxy-formamide. '
N-{(R)-2-[N*(4-Dimethylamino-pyrinidin-2-yl)-hydrazinocarbonyi]-heptyl )-N-
hydroxy-formamide.
N-Hydroxy-N-((2R)-2-[(N'-{6-[(2-hydroxyethy])amino]-1,3-dihydro-2H-purin-2-
ylidene }-hydrazino)-carbonyl]-heptyl }-formamide.
N-{(R)-2-[N'(5-Fluoro-4-morpholin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N—{(R)—2-[N'-(S-Fluom-d—methylamino-pyﬁnﬁdin-z-yl)-hydnzinocirbonyl]-hoptyl}-
N-hydroxy-formamide.
2-(N-{(R)-2-[(Formyl-hydroxy-amino)-methyl}-hcptanoyl }-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid dimethylamids.
N-Hydroxy-N-{(R)-2-[N"<(3-ox0-3,4-dihydro-quinoxalin-2-yl)-hydrazinocarbonyl]-
heptyl}-formamide.
N-{ (R)-2-Butoxy-z-[N'-(d—mﬂuommcthyl-pynmldm-z-yl)-hydnmucubonyll-
ethyl }-N-hydroxy-formamide,
2-(N™{ (R)-2-[(Formy}-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)4-
trifluoromethyl-pyrimidine-5-carboxylic acid (2-fluoro-phenyl)-amide.
2-(N™{(R)-2-[(Formyl-hydroxy-amino)-methyl}-heptanoyl}-hydrazino)-4-
" triffuoromethyl-pyrimidine-5-carboxylic acid tert-butylamide.
N-Hydroxy-N-{(R)-2-{ N*-[(1-piperidin-1-yl-methanoyl)-trifluoromethyl-pyrimidin-2-
yl]-hydrazinocarbonyl}-heptyl)-formamide.
N—{(R)-2-[N'-(S-Cyano-4—tnﬂuommethyl—pynmldm—Z-yl)-hydramnoearbonyl]-
heptyl}-N-hydroxy-formamide.
N-Hydroxy-N-[(2R)-2~({N*-[9-(4,4,4-trifluorobutyl)-1 9—dlhydm-2H—punn-2-yhdene]-
hydrazino}-carbonyl)-heptyl}-formamide.

N-Hydroxy-N-[(2R)-4-cy010pmpyl-2-({N‘-[4{mﬂuuromethyl)-pvnmldm-2-rl]- Q '
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N-Hydroxy-N-((R)-2-{N*[(1-morpholin-4-yl-methanoyl)-trifluoromethyl-pyrimidin-
2-yl]-hydrazinocarbonyl }-heptyl)-formamide,
2-(N™{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl }-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid benzylamide.
N-Hydroxy-N-[(2R)-3-[N"<(1,2,4-benzotriazin-3-yl)}-hydrazino}-2-(cyclohexylmethyl)-
3-oxopropyl]-fonnamide.
N-Hydroxy-N-((2R)-2-(cyclohexylmethyI)-3-{N"-[7-(methyloxy)-1,2,4-benzotriazin-
3-yl}-hydrazino}-3-oxopropyl)-formamide.
2-[2-((2R)-2-{ [Formyl(hydroxy)amino}methyl } heptanoyl)hydrazino]-N-methyl-N-2-
pyridinyl-4-(trifluoromethyl)-5-pyrimidinecarboxamide.
2-[2-((2R)-2-{ [Fonnrl(hydmxwmindmethyl}heptﬂnoyl)hr_dmin;]-N-mﬂhYl-N-
phenyl-4-(trifluoromethyl)-5-pyrimidinecarboxamide.
2-(N™-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl | -hydrazino)-4-
trifleoromethyl-pyrimidine-5-carboxylic acid morpholin-4-ylamide.
N-Hydroxy-N-((R)-2- {N*-[(N"-pheny]l-hydrazinocarbonyl)-trifluoromethyl-pyrimidin-
2-yl}-hydrazinocarbonyl }-heptyl)-formamide.
2-(N-{(R)-2-[(T'ormyl-hydroxy-amino)-methyl]-heptanoyl }-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid piperidin-1-ylamide.
2-(N"-{ (R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl }-hydrazino)-4-
trifluoromethyl-pyrimidine-5-carboxylic acid pyrrol-1-ylamide.
N-{(R)-2-[N"{(Dimethylamino-flnoro-pyrimidin-2-yl)}-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide. '
N<{(R)-2-{ N-[(Bthyl-methyl-amino)-fluoro-pyrimidin-2-yl]-hydrazinocarbonyl } -
heptyl)-N-hydroxy-formamnide.
N-Hydroxy-N-{(2R)-2-(cyclopentylmethy1)-3-{N"[7-(methyloxy)-1,2,4-benzotriazin-
3-yl}-hydrazino}-3-oxopropyl)-formamide.
N-Hydroxy-N-{(R)-2-[N*-(1-methyl-1H-benzoimidazol-2-yl)-hydraZinocarbonyl]-
heptyl}-formamide.
N-{(R)-2-[N"(4-Azctidin-1-yl-5-fluoro-pyrimidin-2-yl)-hydrezinocarbonyl]-heptyl }-
+ N-hydroxy-formamide.
N-{(R)-2-[N'-(4-Cyclopropylamino-5-fluoro-pyrimidin-2-y])-hydrazinocerbonyl]-
heptyl}-N-hydroxy-formamide.
N-[(R)-2-(N-Benzo[1,2,4]iriazin-3-yl-hydrazinocarbonyl)-3-cyclopentyl-propyl]-N-
hydroxy-formamide. ' '
N-Hydroxy-N-{(R)-2-[N-(morpholin-4-yl-trifluoromethyl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl}-formamide.
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N-Hydroxy-N-[(R)-2-(N"-{ [(2-hydroxy-cthyl)-mcthyl-amino]-trifluoromecthyl-
pyrimidin-2-yl }-hydrazinocarbonyl)-heptyl]-formamide.

N-Hydroxy-N-((R)-2~{ N[ (4-methyl-piperazin-1-yl)-triflucromethyl-pyrimidin-2-y1]-
hydrezinocarbonyl }-heptyl)-formamide.

N-Hydroxy-N-((2R)-2-(cyclobexylmethyl)-3-{N* [4-(cyclopropylamino)-5-fiuoro-
pyrimidin-2-yIlhydrazino }-3-oxopropyl)-formamide.

N-Hydroxy-N-((2R)-2-(cyclopentylmethyl)-3-{N*- [4-(cycl°pmp¥lﬂmm0)-5—ﬂuoro-
pyrimidin-2-yl]hydrazino}-3-oxopropyl)-formamide,

N-Hydroxy-N-[(2R)-3-{ N"-[4-(azetidin-1-yI)-5-fluoro-pyriinidin-2-yI]-hydrmzino}-2-
(cyclopentylmethyl)-3-oxopropyl]-formamide.

N-Hydroxy-N-[(2R)-5-methyl-2-( {N*[4-(trifluoromethyl)}-pyrimidin-2-yl}-
hydrazino}-carbonyl)-hexyl]-formamide.

N-[(R)-2-(N"-Benzo[1,2,4]triazin-3-yl-hiydrazinocarbonyl)-5-methyl-hexyl]-N-
hydroxy-forinamide.

N-Hydroxy-N-[(2R)-5-methyl-2-({ N-[7-(methyloxy)-1,2,4-benzotrigzin-3-y1}-
hydrazino}-carbonyl)-hexyl]-formamide,

N-{(R)-2-[N"'<(7-Chloro-benzo{1,2 4)triazin-3-yl)-hydrazinocarbonyl}-beptyl }-N-
hydroxy-formamide.

N-Hydroxy-N-((2R)-2-(cyclopentylmethyl)-3-{N’-[4-(morpholin-4-y1)-6-
(trifluoromethyl)-pyrimidin-2-yl]-hydrazino}-3-oxopropyl)-formamide.

N-Hydroxy-N-((2R)-2~(cyclopentyhnethyl)-3-{N*-[4-[(2-hydroxyethy])-(methyl)-
amino}-6-(trifluoromethyl)-pyrimidin-2-yl]-hydrazino }-3-oxopropyi)-
formamide,

N-Hydroxy-N-{(2R)-6-methyl-2-( { N"-[4-(trifluoromethy])-pyrimidin-2-yI}-
hydrazino }-carbonyl)-heptyl]-formamide.

N-Hydroxy-N-((2R)-2-{ [N'(1,2,4-benzotriezin-3-yl)-hydrazino]-carbonyl }-6-
methylheptyl)-formamide.

N-Hydroxy-N-{(R)-2-[N"-(5-methyl-benzo{1,2,4]triazin-3-yI)-hydrazinocarbonyl]}-
heptyl}-formamide.

N~«{(R)-2-{N"-[(4-Ethyl-pipcrazin- l-yl)-tnﬂuoromcthyl—pymmdm—Z—yl]—
hydrezinocarbony! }-heptyl)-N-hydroxy-fonnamide.

N-Hydroxy-N-{(R)-2-[N"-(piperazin- l-yl-l.nﬂuoromethyl-pymmdm-z-yl)-
bydrazinocarbonyl]-heptyl }-formamide.

N-{(R)-2-[N'<(7-Fluoro-benzo[ 1,2 4]uiezin-3-yl)-hydrazinocarbonyl]}-heptyl }-N-
hydroxy-formamide.

N-Hydroxy-N-[(2R)-2-({N{4~(4-cthy}-1-piperaziny])-6-(trifluoromethyl)-pyrimidin-
2-yI]-hydrazino }-carbonyl)-6-methylheptyl]-formamide.
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N-Hydroxy-N-{(2R)-6-methyl-2-({N*-[4-{pipcrazin-1-yl)-6-(trifluoromecthyl)-
pyrimidin-2-yI]-hydrazino }-carbonyl)-heptyl]-formamide.

N-Hydroxy-N-[(2R)-6-methyl-2~({N-[4-(4-methyl-piperazin-1-y1)-6-
(trifluoromethyl)-pyrimidin-2-yl}-hydrazino) -carbonyl)-heptyl}-formamide.

N-Hydroxy-N-((2R)-2-{ [N*(7-chloro-1,2,4-benzotriazin-3-yI)hydrazino}carbonyl }-6-
methylheptyl)-formamide. -

N-Hydroxy-N-((2R)-6-methyl-2-{ [N*«(5-methyl-1,2 4-benzotriazin-3-yl)}-hydrazino]-
carbonyl }-heptyl)-formamide.

N-Hydroxy-N-((2R)-2-{ [N"-(7-fluoro-1,2 4-benzotriazin-3-yl)}-hiydrazino]-carbonyl }-
6-methylheptyl)-formamide.

N-Hydroxy-N-((R)-2-{N- [(Z-mnthoxy-othylammo)-mﬂum'umcthyl-pynmd:n-z-yl]-
hydrazinocarbonyl}-heptyl)-formamide.

N-Hydroxy-N-[(2R)-6-methy]-2-({ N-[7-(methyloxy)-1,2.4-benzotriazin-3-yI]- -
hydrazino }-carbonyl)-heptyl]-formamide.

N-Hydroxy-N-[(R)-2~(N"-{[4-(2-hydroxy-ethyl)-piperazin-1-yl]-trifluaromcthyl-
pyrimidin-2-yl}-hydrazinocarbonyl)-heptyl]-formamide.

N-Hydroxy-N-((R)-2-{N-[(4-pyrimidin-2-yl-piperazin-1-yI)-rifluoromethy]-
pyrimidin-2-yl}-hydrazinocarbonyl}-heptyl)-formamide.

N-Hydroxy-N<((R)-2-{N"-[(2-hydroxy-ctbylamino)-trifluoromethyl-pyrimidin-2-yI}-
hydrezinocarbonyl }-heptyl)-formamide.

N-Hydroxy-N-{(R)-2-IN*-(7-trifluoromcthyl-benzo[1,2,4]triazin-3-y1)-
hydrazinocarbonyl]-heptyl }-formamide.

N-Hydroxy-N-{ (R)-2-[N"-(6-methyl-benzo[1,2 4]mnzm—3—yl)—hydnnnocaxbonyl]-
heptyl}-formamide.

N-Hydroxy-N-{(2R)-2<{cyclopentylmethyl)-3-[N'(5-methyl-1,2,4-benzotriazin-3-
yDhydrazino]-3-oxopropyl }-formamide.

N-Hydroxy-N-[(2R)-2-({N*- [thﬂuomnlethyl)-Pmdln-Z-vll-hydrnnno}-
carbonyl)-octyl}-formamide.

N-Hydroxy-N<{((2R)-2-([N*-{1,2,4-benzotriazin-3-yl)hydrazino}-carbonyl }-octyl)-
formamide.

N-Hydroxy-N-[(2R)-2-({N-[7<methyloxy)-1,2,4-bcnzotriazin-3-yl]-hydrazino } -
carbonyl)-octyl]-formamide.

N-Hydroxy-N-{(R)-2-[N'(7-methyl-benzof1,2,4]triazin-3-yI)}-hydrazinocarbonyl]-
heptyl }-formamide.

N-{R)-2-[N*(6-Chloro-benzo[1,2 4]triazin-3-yl}-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.
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N-Hydroxy-N-{ (R)-2-[N"<(5-methoxy-benzo[ 1,2,4]triazin-3-yl)-hydrazinocarbonyl]- \

heptyl)-formamide.
N-Hydroxy-N-{(R)-2-[N'<(1-methyl-2-oxo-1,2-dihydro-pyridin-4-yl)-
bydrazinocarbonyl}-heptyl }-formamidc.

N-Hydroxy-N-((R)-2-{N*[(N*pyridin-2-yl-hydrazino)-trifluoromethyl-pyrimidin-2-

yl]-hydrazinocarbonyl }-beptyl)-formamide.

N-Hydroxy-N-{ (R)-2-[N"-(4-methyl-6-morpholin-4-yl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.

N-((R)-2-{N*-[4-(4-Ethyl-piperazin-1-yI}-6-mcthyl-pyrimidin-2-y}]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.

N-{(R)-2-[N"-(4,6-Dimethyl-pyrimidin-2-yl}-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.

N-Hydroxy-N-{(R)-2-[N"-(4-trifluoromethyl-pyridin-2-y1)-hydrazinocarbonyl]-
heptyl }-formamide.

N-Hydroxy-N-[(R)-2-(N-isoquinolin-1-yl-hydrezinocarbonyl)-beptyl]-formamide.

N-Hydroxy-N—[(R)-2-(N'-quinolin-2-yl-hydrazinocarbonyl)-heptyl]:fonnmnide.

N-{(R)-2-[N~(1-Benzyl-2-0x0-1,2-dihydro-pyridin-4-yl)-hydrazinocarbonyl]-heptyl } -
N-hydroxy-formamide.

N-Hydroxy-N-{(R)-2-[N"-(4-oxo-4H-pyrido[1,2-a][1,3,5]trinzin-2-yI)-
hydrazinocarbonyli-heptyl }-formamide.

N-Hydroxy-N-{ (R)-2-[N-(4-methyl-pyrimidin-2-yI)-hydrazinocarbonyl]-heptyl }-
formamide.

N-{(R)-2-[N*-(1-Butyl-2-oxo-1,2-dihydro-pyridin-4-yl)-hydrazinocarbonyl}-heptyl }-
N-hydroxy-fonnamide.

N-Hydroxy-N-{ (R)-2-[N"{(9-methyl-4-oxo-4H-pyrido[1,2-a][1,3,5]triazin-2-yl)- *
hydrazinocarbonyl]-heptyl }-formamide.

N-Hydroxy-N-{(R)-2-[N"-(6-oxo-4-trifluoromethyl-1,6-dihydro-pyrimidin-2-yl)-
hydrazinocarbonyl}-heptyl }-formamide.

N-Hydroxy-N-{ (R)-2-[N"-(methyl-trifluoromcthyl-pyrimidin-2-yI)-
hydrazinocarbonyl}-heptyl }-formamide.

N-Hydroxy-N-( (R)-2-[N"(5-trifluoromethyl-pyridin-2-yl)-hydrazinocarbonyl]-
heptyl}-formamide. -

N-{(R)-2-[N(6-Ethoxy-pyridin-2-yl)-hydrazinocarbonyl]-heptyl }-IN-hydroxy-
formamide.

N-Hydroxy-N-[(R)-2-(N"-pyrido[2,3-¢]-[1,2.4]triazin-3-yl-hydrazinocarbonyl)-
heptyl]-formamide.
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N-((R)-2-{N"[1-(1-Ethyl-propyl)-2-oxo-1,2-dibydro-pyridin-4-yI}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

N-Hydroxy-N-((R)-2-({N"-{2-0x0-1-(3-trifluoromethyl-benzyl)-1,2-dihydro-pyridin-4-
yl}-hydrazinocarbonyl }-heptyl)-formamide. '

N-Hydroxy-N-{(R)-2-[N*(4-methyl-pyridin-2-y])-hydrazinocarbonyl]-heptyl }-
formamide.

N—I-Iydmxy—N—{(R}-Z-[N'-(G-methoxy-pyﬁdiu-z-yl)-hydmzinncubonyl]-heptyl}-
formamide.

N-Hydroxy-N-{(R)-2-[N*«(2-0x0-1-quinolin-8-yl-methyl-1 2-d|hydrb-pyndm-4—y1)-
. hydrazinocarbonyl]-heptyl }-formamide.

N—Hydmxy— -[(R)-2-(N*{2-axo-1-[2-(5,6,7,8-tetrahydro-[1,8]naphthyridin-2-yI)- -
ethyl]}-dihydro-pyridin-4-yl}-hydrazinocarbonyl)-heptyl}-fonnamide.

N-{(R)-2-[N"(4,6-Bis-ethylamino-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-heptyl } -N-
hydroxy-formamide.

N-{(R)-2-[N'(Bis-dimethylamino-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.

N-{{R)-2-[N"{4,6-Di-morpholin-4-yl-[1, 3.5'_Imwn-2-y1)-hydnmnocarbony1]-heptyl]-
N-hydroxy-formamide.

. N-Hydroxy-N-((R)-2-{ N*-[4-(4-methy]-piperazin-1-yl)-6-propylamino-[1,3,5]triazin- -

2-yl]-hydrazinocarbony! }-heptyl)-formamide.
N-{(R)-2-[N*{(Dimethylamino-morpholin-4-y}-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-heptyl }-N-hydroxy-fonnamide.
N-Hydroxy-N-({(R)-2-[N'{(6-methyl-pyridin-2-yl)-hydrazinocarbonyl]-heptyl} -
formamide.
N-Hydroxy-N-((R)-2-{N"-[5(5-phenyl-[1,3,4]oxadiazol-2-y])-pyridin-2-yl]-
hydrazinocarbonyl } -heptyl)-formamide.
N-{(R)-2-[N"-(7-tert-Butyl-14-dioxo-1,2,3 4-tetrahydro-pyrido(3,4-d]pyridazin-5-yI)-
hydrazinocarbonyl]-heptyl }-N-hydroxy-formamide.
N<{(R)-2-{N*[4-Bthylamino-6-(4-methyl-[1,4]diazepan-1-y[)-{1,3,5]triazin-2-yl]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-{(R)-2-{N'-[4-Ethylamino-6-(4-ethyl-pipcrazin-1-yl)-[1,3,5]triazin-2-yl}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N'{6-triflucromethyl-pyridin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.
N-Hydroxy-N-{ (R)-2-[N"-(4-methyl-6-morpholin-4-yl-methyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-heptyl }-formamide.
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N-Hydroxy-N-{(R)-2-{N"-(4-methy}-6-morpholin-4-yi-[1,3,5]triazin-2-y1)-
hydruzinocarbonyi]-heptyl }-formamide.
N-Hydroxy-N-{(ZR)-2-{cyclopentylmethyl)-3-fN"(4,6-dimetiryl-2-pyrimidinyi)-
hydrazino]-3-oxopropyl }-formamide.
N-Hydroxy-N-{(R)-2-[N"{(4-methyl-6-pymrolidin-1-yl-methyl-pyrimidin-2-y1)-
hydrazinocarbonyl}-heptyl }-formamide.
N-{(R)}2-[N(4-Dimethylaminomethyl-6-methyl-pyrimidin-2-y1)-
hydrazinocarbonyl]-heptyl}-N-hydroxy-formamide.
N-Hydroxy-N-((R)-2-{ N*-[4-methy}-6-(4~-mcthy]l-piperazin-1-yl-mcthyl)-pyrimidin-2-
- yll-hydrazinocarbonyl}-heptyl)-formamide.
N-Hydroxy-N-{(R)-2-[N"-(5-methyl-pyridin-2-yl)}-hydrazinocarbonyl]-heptyl } -
formamide.
N-(R)-2-{N™-[Dimethylamino-{4-mcthyl-[1,4]diazcpan-1-yl)-[1,3,5]triazin-2-y1}-
hydrazinocarbonyl } -heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"-(4-methyl-6-pyrrolidin-1-y}-[ 1,3,5]triazin-2-y1)-
hydrazinocarbonyl]-heptyl }-formamide. .
N-Hydroxy-N-({R)-2- {N*-[4-methyl-6-)4-pyrrolidin-1-yl-piperidin-1-yi)-
[1,3,5)triazin-2~y1]-hydrazinocarbonyl }-heptyl)-formamide.
NH(R)-2-{ NT(Ethyl-methyl-amino)-methyl-[ 1,3,5]iriazin-2-yl]-hydrazinocarbonyl }-
heptyl)-N-hydroxy-formamide.
N«(R)-2-(N-[(4-(4-Ethyl-piperazin-1-yI)-6-methyl-[1,3,5]triazin-2-yl]-
hydrnzinoéarbonyl}-heptyl)-N—hydmxy—fommmide.
N-Hydroxy-N-[(2R)-7,7,7-trifluoro-2{{ N-[4-(trifluoromethyl)-pyrimidin-2-yI}-
hydrazino}-carbonyl)-heptyl]-formamide.
N-Hydroxy-N-((2R)-7,7,7-trifluoro-2-{ [N'{5-inethyl-1,2,4-benzotriazin-3-y1)-
hydrazino]-carbonyl}-heptyl)-formamide. '
N-Hydroxy-N-((2R)-7,7.7-trifluoro-2-{ [N*-(7-methyl-1,2 4-benzotriazin-3-yl)-
bydrazino]-carbonyl}-heptyl)f-ormamide.
N-Hydroxy-N-{ (R)-2-[N"-(4-methylamino-6-morpholin-4-yl-[1,3,5]-2-y1)-
hydrazinocarbonyl]-heptyl }-formamide.
N-((R)-2-{N-[4(4-Ethyl-piperazin-1-yl)-6-methylamino-[1,3,5]triazin-2-yl]-
hydrazinocarbony! }-heptyl)-N-hydroxy-formamide,
N-{(R)-2-[N(4-Bthylamino-6-morpholin-4-yl-[1,3,5]triazin-2-yl)- *
hydrazinocarbonyl]}-heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"<(4,6,7-trimethyl-7,8-dihydro-pterin-2-yI)-
bydrazinocarbonyl]-heptyl }-formamide,
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N-Hydroxy-N-{(R)-2-[N"«{(4,6,7-\rimethyl-pteridin-2-yI)-hydrazinocarbonyl}sheptyl } -
formumide,
N-Hydroxy-N-{ (R)-2-BN{mecthoxymethoxymethyl-trifluoromcthyi-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-formamide.
N-Hydroxy-N-((R)-2-{N“[4-methyl-G-(1-piperidin-1-yl-methanoyl)-pyrimidin-2-yl1]-
hydrazinocarbonyl}-heptyl)-formamide.
2-(N™-{(R)-2-[(Formyl-hydroxy-amino)-methyl]-heptanoyl}-hydrazino)-6-methyl-
pyrimidine-4-carboxylic acid cyclopropylamide.
2-(N '-[(R)-Z-[(Fonnyl—hydmxy—mnino)—mcthyl]-lmptmoyl}-hydrui';m)-&mcthyl-
pyrimidine-4-carboxylic acid diisopropylamide.
N-{(R)-2-[N{(5-Cyano-pyridin-2-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.
N-{(R)-2-[N"(4,6-Diethyl-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.
N-{(R)-4-Cyclopentyl-2-[N"(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl}-
butyl }-N-hydroxy-formamide.
N-{(R)-4-Cyclopentyl-2-[N-(7-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
butyl}-N-hydroxy-formamide.
N-{(R)4-Cyclopentyl-2-[N"{5-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
buty) }-N-hydroxy-formamide.
N-Hydroxy-N-((R)-2- { N*-[6(4-methy]-pipcrazin-1-yl-methyl)}-pyridin-2-yI]-
hydrazinocarbonyl }-heptyl)-formarmide.
N-((R)-2-{N"-[5-{4,6-Dimethoxy-pyrimidin-2-yI)-pyridin-2-yl}-hydrazinocarbonyl}-
heptyl)-N-liydroxy-formamide.
N-{(R)-Z—[N'—(Dietinylamino—melhyl—[l.3,5]1dnzin—2—yl)—hydrazinoc!rbonyl]—heptyl}-
N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2(N '-{[(2-mcthoxy-ctl.}yl)-mcﬂ1yl-amino]-mnthyl—[1.3.5]triazin—2—
yl}-hydrazinocarbonyl)-heptyl]-fonmamide.
N-((R)-1-{N*-[4~(2,6-Dimethyl-morpholin-4-yl)-6-methyl-[1,3,5]triazin-2-yl}-
hydrazinocarbony! }-heptyl)-N-hydroxy-formamide.
N-{ (R)-2-[N*{(5-Fluoro-4-methy]-6-morpholin-4-yl-pyrimidin-2-yl)-
hydrazinocarbonyl]-heptyl }-N-hydroxy-formamide.
N-{(R)-2-[N'{(4-BEthyl-6-inorpholin-4-yl-[1,3,5]triazin-2-yI)}-hydrezinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N’(Ethyl-methyl-amino)}{1,3,5)xiazin-2-yl)-hydrazinocarbonyl]-heptyl } -
N—hydmxy-fonnamidé.
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N-(R)-2-{N-[4-Ethyl-6-(4-ethyl-pipcrazin-1-y1)-{1,3,5]triazin-2-yl}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-fonmamide.
NA{R)-2-{N"-[5-Fluoro-4-methyl-6-(4-methyl-piperazin-1-yl)-pyrimidin-2-yI}-
hydrazinocarbonyl}-beptyl)-N-hydroxy-formamide.
N-{(R)-2-[N-(Dimethylamino-ethyi-[1,3,5]iriazin-2-yI)-hydrazinocarbonyl}-heptyl}-
N-hydroxy-formamide. '
N-((R)-2-{N"-[5-Fluoro-4-methyl-6-(4-methyl-[ 1,4]diazepan-1-yl)-pyrimidin-2-yl}-
hydrazinocarbony] }-heptyl)}-N-hydroxy-formamide.
N-((R)-4-Cyclopentyl-2-[N*-(morpholin-4-yl-trifluoromethy}-pyrimidin-2-yl)-
hydrazinocarbonyl}-butyl }-N-hydroxy-formamide.
N-[(R)-2-(N-{Ethyl-[(2-methoxy-ethyl)-methyl-amino]-[1,3,5]triazin-2-yl }-
hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

N-{(R)-2-[N{(Dimethylamino-methyl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl}- -

N-hydroxy-formamide,
N-{(R)-2~ [N'{4—Cyclopmpy1mnino—6—mnﬂxyl—pyﬂmidh—2—yl)—hydm‘zinocubmy1]-
heptyl}-N-hydroxy-formainide.
N-{(R)-2-Cyclohexyl-2-[N*-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-formamide,
N-{(R)-2-Cyclohexyl-2-[N"(7-incthoxy-benzo[ 1,2,4]iriazin-3-yl)-
hydrazinocarbonyl]-ethyl}-N-hydroxy-formamide.
N-{ (R)-2-Cyclohexyl-2-[N'{(5-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
ethyl}-N-hydroxy-fonnamide.
N-{(R)4,4-Dimethyl-2-[N"-(4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
peatyl}-N-hydroxy-formamide.
N-{(R)+4,4-Dimethyl-2-[N'<(7-methyl-benzo[ 1,2 4]triazin-3-y])-hydrazinocarbonyl]-
pentyl}-N-hydroxy-formamide.
N-{(R)4,4-Dimethyl-2-[N*(5-methyl-benzo[ 1,2 4]triazin-3-yl)-hydrazinocarbonyl]-
pentyl}-N-bydroxy-formamide.
N-{ (R)-4,4-Dimethyl-2-[N'(morpholin-4-yl-triflucromethyl-pyrimidin-2-yD-
hydrazinocarbonyl]-pentyl }-N-hydroxy-formamide.
NA(R)-2-{N-[Ethyl-(methyl-pyridin-2-yl-amino)-[1,3,5]triazin-2-yl]-
hydmzinocarbonyl }-heptyl)-N-hydroxy-formamide. -
N-{(R)-2-[N'<(4-Cyclopropylamino-6-cthyl-[1,3,5]triazin-2-yI)}-hydrazinocarbonyl]-
heptyl}-N-bydroxy-formamide.,
N-Hydroxy-N-[(R)-2-[N*-(5-methyl-benzo[1,2,4]triazin-3-y])-hydrazinocarbomyl]-3-
{1-methyl-cyclopentyl)-propy!]-formemide.
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N-Hydroxy-N-[(R)-2-[N*-(7-methoxy-benzo[1,2 4)trinzin-3-yl)-hydrazinocarbonyl]-3-
(1-methyl-cyclopentyl)-propy}]-formamide.

N-Hydroxy-N-{ (R)-3-(1~methyl-cyclopentyl)-2-[N'"-(4-triflucromethyl-pyrimidin-2-
yl)-hydrazinocarbonyl]-propyl }-formamide.

N-Hydroxy-N-{(R)-2-[N'(4-isopropyl-6-morpholin-4-yl-[1,3,5]triazin-2-yl)-
hydmzinocarbonyl]-heptyl}-formamide.

. N-Hydroxy-N-{(2R)-2-{cyclopentylmothyl)-3-[N'(4-methy}-2-pyrimidiny!)-

. hydrazino]}-3-oxopropyl }-formamide.
N-Hydroxy-N-[(2R)-6,6,6-trifluoro-2-({N"- [4—(tnﬂuomm=ﬂ1yl)—pymmdm—2—yl]-
hydrazino }-carbonyl)-bexyl]-formamide.
N-{(R)-2-[N'-(5,7-Diniethyl-benzo[1,2,4 }triazin-3-yl)}-hydrezinocarbonyl}-heptyl }-N-
hydroxy-formaunide.
N-{(R)-2-[N'<(3,6-Dimethyl-pyrazin-2-yl)-hydrezinocarbonyl}-heptyl }-N-hydroxy-
formamide.
N<((R)-2-(N*[4-(4-Ethy}-piperazine-1-yl)-6-isopropyl-{1,3,5]triazin-2-yl}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.
N-{ (R)-2-[N"-(4-Dimcthylamino-G-isopropyl-[1,3,5]triazin-2-yl}-hydrazinocarbonyl}-
heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-{ (R)-2-[N-(inethyl-trifluvoromethyl-pyridin-2-yl)-hydrazinocarbonyl}-
beptyl}-formamide.
2-(N-{(R)-2-[(Formyl-hydroxy-amino)-methyl}-heptanoyl }-hydrazino)-6,N,N-
trimethyl-isonicotinamide.
N-Hydroxy-N[(2R)-2-({N"[3-amino-6-(trifluoromethyl)-pyridin-2-yl}-hydrazino } -
carbonyl)-bheptyl]-formamide.
N-Hydroxy-N-[(R)-2-(N"-{4-isopropy)-6-[(2-methoxy-ethyl)- methyl-amino]-
[l,3,5_|u'iazin-2-yl]-hydnzillloca.rbonyl)-hsplyl]-formamide.
N-{(R)-3-Cyclopentyl-2-[N"-(4-ethyl-6-morpholin-4-yl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-propyl }-N-bydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"{(4-morpholin-4-yl-6-propyl-[ 1,3 S)triazin-2-yl)-
hydrazinocarbonyl]-heptyl } -formamide.
N-{(R)-2-(N"[4-{4-Ethy}-piperazin-1-y})-6-propyl-{1,3 S}iriszin-2-y1}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-{(R)-5,5-Dimethy}-2-[N{4-trifluoromethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-
bexyl }-N-hydroxy-formamide.
N-{(R)-5,5-Dimethyl-2-[N"(7-methyl-benzo[1,2 4]triazin-3-yl}-bydrazinocarbonyl]-
hexyl}-N-hydroxy-formamide.
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N-{(R)-5,5-Dimethyl-2-[N-(5-methyl-benzo[ 1,2 4]triazin-3-yl)-hydgazinocarbonyl]}-
bexyl}-N-hydroxy-formamide.

N-{(R)-5,5-Dimethyl-2-[N*(morpholin-4-y}-triflucromethyl-pyrimidin-2-yI)-
bydrazinocarbonyl}-hexyl }-N-hydroxy-formamide.

N-{(R)-4-Ethyl-2-[N"{(4-trifluoromethyi-pyrimidin-2-yl}-hydrazino carbonyl}-hexyl}-
N-hydroxy-formamide.

N-{(R)-4-Ethyl-2-[N"(7-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl}-hexyl } --

N-hydroxy-formamide.
N-{ (R)4-Bthyl-2-[N"-(morpholin-4-yl-trifluoromcthyl-pyritnidin-2-yI)-
hydrazinocarbonyl]-hexyl)-N-hydroxy-formamide. '
N-<((R)-3-Cyclopentyl-2-{N"-[4-ethyl-6-(4-ethyl-piperazin-1-yl)-[1,3,5]triazin-2-y1]-
hydrazinocarbonyl }-propyl)-N-hydroxy-formamide.
N-{(R)-3-Cyclopentyl-2-[N"-(4-cyclopropylamino-6-ethyl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-propyl }-N-hydroxy-formnmmnide.
N-{(R)-4-Bthyl-2-[N"{(5-methyl-benzo[1,2,4]triazin-3-yI}-hydrazinocarbonyl]-hexyl } -
N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2-(N"-{ [(Z-mct]mxy-cthyl)-mothyl-nmino]-pmpy.l-[l +3,5]triazin-2-
yl}-hydmazinocarbonyl)-beptyl]-formamide.
N-{(R)-2-[N-(Dimethylamino-propyl-[ 1,3,5]triazin-2-yl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-[N’-(4-Ethyl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.
N-Hydroxy-N-{(R)-2-[N"{(4-isopropyl-pyrimidin-2-yl)-hydrazinocarbonyl]-hcptyl } -
formamide.
N-{(R)-2-[N'(4-Cyclopropyl-6-morpholin-4-yl-[ 1,3,5]iriazin-2-yl)-
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-[(2R)-2-({N"-[4-(pyridin-2-yI}-pyrimidin-2-yl]-hydrazino ] -carbonyl)-
heptyl]-formemide.
N-((R)-2-[N"-[4-Cyclopropyl-6-(4-ethyl-piperazin-1-y1)-[1,3,5]trirzin-2-y1]}-
hydrezinocurbonyl }-heptyl)-N-hydroxy-fonnamide.

N-{(R)-2-[N-(Cyclopropyl-dimethylamino-[1,3,5]triazin-2-yl)-hydrazinocarbonyl]- '

hepty1}-N-hydroxy-formamide.
N-((R)-2- [N'-[Cyclopropyl—(ethyl—methyl-amino?-[ 1,3,5]triazin-2-y1]-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide. v

N-{(R)-2-[N'{(4-Cyclopropyl-6-pyrrolidin-1-yl[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-heptyl }-N-hydroxy-fonmamide.
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N-{(R)-2-[N*(4,6-Dicyclopropyl-[1,3,5]triazin-2-yl)-hydrazinocatbonyl}-heptyl }-N-
hydroxy-formamide.

N-Hydroxy-N-{(R)-2-IN'{5-methyl-benzo[1,2,4}iriazin-3-yl)-hydrazinocarbonyl]-3-
(2-methyl-cyclopentyl)-propyl}-formamide.

N-[(R)-2-[N*(Dimethylamino-ethyl-[1,3,5]trinzin-2-yl)-hydrezinocarbonyl}-3-(2-
methyl-cyclopentyl)-propyl]-N-hydroxy-fonnamide. -

- N-Hydroxy-N-[(R)-2-[N*-(4-trifluoroiethyl-pyrimidin-2-y])-hydrazinocarbonyl}-3-- .

(2-methyl-cyclopeatyl)-propyl]-formamide.
N-{(R)-2-[N*(5-Ethyl-pyrimidin-2-yl)-hydrazinocarbony(]-heptyl }-N-hydroxy-
formamide.
N-Hydroxy-N-{(2R)-2-(cyclopentylmethyl)-3-[N"(7-methy}-1,2,4-benzotriazin-3-yI)-
hydrazino]-3-oxopropyl } -formamide,
N-Hydroxy-N-[(2R)-2-(cyclopentylmcthyl)-3-(N*{4-cthy]-6-[ethyl(methyl)amino]-
1,3,5-trinzin-2-yl }-hydrazino)-3-oxopropyl}-formamide.

- N-Hydroxy-N-{(ZR)-2-(cyclopcatylmethyl)-3-{ N-[4-(dimethylamino)-6-cthyl-1,3,5-

triazin-2-yl}-hydrazino }-3-oxopropyl)-fonmawmide.
N-((R)-2-{N"-[4-Ethyl-6-(4-isopropy]-piperazin-1-y)}-[1,3,5]triazin-2-yl}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-[(2R)-3-[N’(6-chloro-1,2,4-benzotriazin-3-yl)-hydrazino]-2-
(cyclopentylmethyl)-3-oxopropyl}-formamide.
N-{(R)4,4-Dimethyl-2-[N"-(4-triflvoromethyl-pyrimidin-2-yI)-hydrazinocarbonyl}-
hexyl}-N-hydroxy-formamide.
N-{(R)4,4-Dimethyl-2-[N-(7-mecthyl-benzo[ 1 ,2.4]triazin—3-y1)—hyd:azinocarbonyl]-
hexyl}-N-hydroxy-formamide.
N-{(R)-4,4-Dimethyl-2-[N"-(5-methyl-benzo{ 1,2 4)triazin-3-yI)-hydrazinocarbonyl]-
bexyl}-N-bydroxy-formamide.
N-{(R)-4.4-Dimethyl-2-[N-(morpholin-4-yI-trifluoromethyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-hexyl }-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"-(5-phcnyl-[ 1,2 4]triazin-3-y})-hydrazinocarbonyl]-heptyl }-
formamide.
N-{(R)-2-[N-(4-Ethyl-6-morpholin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-heptyl } -
N-hydroxy-formamide. .
N-{(R)-2-{N'-[4-Ethy]-6-(4-methyl-piperazin-1-yI)-pyrimidin-2-yl]-
hydrazinocarbony! }-heptyl)-N-hydroxy-formamide.
N-{(R)-2-[N'(5-Ethyl-4-mcthyl-pyrimidin-2-y])-hydrezinocarbonyl]-heptyl }-N-
hydroxy-formamidc. :
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N-{(R)-2-{N*[4-Ethyl-6-(4-propyl-pipcrazin-1-yI)-[1,3,5]triazin-2-y1]-
hydrazinocarbonyl }-bheptyl)-N-hydroxy-formamidc.
N-Hydroxy-N-((R)-2-{N"-[6-(4-pyrimidin-2-y}-pipcrazin-1-yl-methyl)-pyridin-2-yl}-
hydrazinocarbonyl}-heptyl)-formamide.
N-Hydroxy-N~{(R)-2-{N"-[6-(3-[1,2,4]triazol-1-yl-methyl-[1,2 4]triazol-1-yl)-pyridin-
2-yl]-hydrazinocarbonyl }-heptyl)-fonnamide.
N-{(R)-3-Bicyclo[2.2.1]hept-7-yl-2-[N*{4-trifluoromethyl-pyrimidin-2-yI)-
hydrazinocarbonyl]-propyl }-N-hydroxy-formamide.
N-{(R)-3-Bicyclo[2.2.1]hept-7-yl-2-[N"-(morpholin-4-yl-trifluoromethy}-pyrimidin-2-
yl)-hydrazinocarbonyl}-propyl }-N-hydroxy-formamide.
N-hydroxy-N-[(R)-2-(N"-pyridin-3-yl-hydrezinocarbonyl)-heptyl]-formamide.
4-{4-Ethyl-6-[2-((2R)-2- ( [formyl(hydroxy)amino]-methyl }-heptanqyl)-hydrazino]-
1,3,5-triazin-2-yl}-1-methyl-1-propylpiperazin-1-ium iodide.
N-{(R)-3-Bicyclo{2.2.1]hept-7-yl-2-[N"(5-methyl-beazo[ 1,2,4]triazin-3-y1)-
hydrazinocarbonyl]-propyl }-N-hydroxy-forrnamide.
N-{(R)-2-[N(4-Azctidin- 1-yl-6-ethyl-[1,3,5]iriazin-2-y])-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.
N-{(R)-2-Cyclopentyl-2-[N"{4-trifluoromethyl-pyrimidin-2-yI)-hydrazinocarbonyl}-
ethyl}-N-hydroxy-formamide.
N-{(R)-2-Cyclopentyl-2-[N"-(morpholin-4-yl-4-trifluoromethyl-pyrimidin-2-ylI)-
hydmazinocarbonyl]-ethyl }-N-hydroxy-fonnumide. -
N-{(R)-2-Cyclopentyl-2-[N'{(4-methyl-pyridin-2-yl)-hydrazinocarbonyl}-ethyl }-N-
bydroxy-formamide.
N-{(R)-2-Cyclopentyl-2-[N"{(dimethylamino-ethyl-[1,3,5]triazin-2-yl)-
hydrazinocarbonyl]-cthyl}-N-hydroxy-formamide.
N-{(R)-2-Cyclopentyl-2-[N"-(7-methyl-benzo[ 1,2 4]triazin-3-yl)-hydmzinocarbonyl]-
cthyl }-N-hydroxy-formamide.
N-{ (R)-2-Cyclopentyl-2-[N"{(5-methyl-benzof 1,2,4]iriazin-3-y1)-hydmzinocarbonyl}-
cthyl}-N-hydroxy-formamide. -
N-Hydroxy-N-{(R)-2-[N'{(5-mcthyl-benzo[ 1,2 4]jtriazin-3-yl)-hydrazinocarbonyl]-2-
(4-methyl-cyclohexyl)-ethyl} -formamide.
N-Hydroxy-N—{(R)-2-[N'-(’I-mclhyl—bm|m[1.2.4]mmn-3-yl)-hydrazmocarbonyl]—2-
(4-methyl-cyclohexyl)-ethyl }-formamide.
N-Hydroxy-N-{(R)-2-(4-methyl-cyclohexyl)-2-[N"(4-trifluoromethyl-pyrimidin-2-
yl)»-hydrazinocarbonyl]-ethyl }-fonnamide.
N-Hydroxy-N-{ (R)-2-(4-methyl-cyclohexyl)-2-[N"-(morpholin-4-yl-trifluoromethyl-
pyrimidin-2-yl)-hydrazinocarbonyl]-ethyl }-formamide.
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N-Hydroxy-N-{ (R)-2<(4-mothyl-cyclohexyl)-2-[N*<(4-methyl-pyridin-2-yI)-
hydrazinocarbonyl]-ethyl } -formainide.
N-{(R)-2-[N’(Dimethylamino-ethyl-[ 1,3,5]triazin-2-yl)}-hydrazinocarbonyl]}-2-(4-
methyl-cyclohexyl)-ethyl }-N-Hydroxy-formamide.
N-{(R)-2-[N*{(6,7-Dibydro-5 H-cyclopentapyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl }-N-hydroxy-formamide.
N+((R)-2-[N*-[4-Ethyl-6-((S)-2-hydroxymethyl-pytrolidin-1-y1)-[1,3,5]trinzin-2-yl]-
hydrazinocarbonyl]-beptyl)-N-hydroxy-formamide.
N-{(R)-2-[N-(Dimethylamino-pyridin-3-yl-pyrimidin-2-yl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formamide.
N-{{R)-2-{N"-(Dimethylamino-pyridin-4-yl-pyrimidin-2-yl)-bydrazihocarbonyl}-
heptyl }-N-hydroxy-formamide.
N-Hydroxy-N-{(R)-2-N"-(5,6,7,8-tetrahydro-benzo[1,2,4 Jiriazin-3-yI)-
hydrazinocarbonyl}-heptyl }-formamide.
N-{(R)-2-[N"-(5,6-Diethyl-[1,2 4]triazin-3-yI)-hydrazinocarbonyl}-heptyl } -N-
hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N-[5-(4-hydroxy-phenyl)-[1,2,4]triazin-3-yI}-
hydrazinocarbonyl }-beptyl)-formamide.
N-[(R)-2-(N"-{ [(2-Dimetbylamino-ethyl)-methyl-amino]-ethyl-{1,3,5]triazin-2-yl }-
hydrazinocarbonyl)-heptyl}-N-hydroxy-formamide.
N-{(R)-2-IN«(2-Dimethylamino-quinazolin-4-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide.
N-Hydroxy-N-{(R)-2-[N"-(3-methanesulfonyl-4,6-diincthyl-pyridin-2-yl)-
hydrazinocarbonyl]-hcptyl }-formamide.
N—((R)-Z-{N'—[4-Ethyl-6-(3-hydmxy—piphidin— 1-yD-[1,3,5]triazin-2-yl}-
hydrazinocarbony! }-heptyl}-N-hydroxy-formamide.
N-[(R)-2-(N™-[4,5"1Bipyrimidinyl-2-yl-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.
N-«((R)-2-{N*-[(Cyclopropyl-methyl-amino)-ethyl-[1,3,5]triazin-2-yl]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-((R)-2-{N*-[4-Ethyl-6-((R)-3-hydroxy-pyrrolidin-1-yI)-[1,3,5]triazin-2-y1]-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.
N-Hydroxy-N-[(R)-2-(N*[3,3'IBipyridinyl-5-yl-hydrazinocarbonyl}-heptyl]-
formamide.
N-Hydroxy-N-[(R)-2-(N"-(5-morpholin-4-yl-pyridin-3-yl)-hydrazinocarbony!)-
heptyl]-formamide.
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N-Hydroxy-N-{ (R)-2-[N*-(4-pyridin-3-yl-pyrimidin-2-yl)-hydmzinocarbonyl]-
heptyl}-fonnamide.

N-Hydroxy-N-{(R)-2-[N'(5,6,7,8-tetrahydro-quinazolin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.

N-[(R)-2(N"{[Cyclopropy!-1-(1-methyl-piperidin-4-yI)-amino}-ethyl-[1,3,5]triazin-
2-y1}-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

N-((R)-2-{N"-[4-((R)-3-Dimecthylamino-pyrrolidin-1-yl)-6-ethyl-[1,3,5]triazin-2-yI}-
hydrazinocarbonyl }-heptyl)-N-hydroxy-formamide. -

N-Hydroxy-N-[(R)-2-(N"-[5-(1H-pyrrol-2-yl)-pyridin-3-yl]-hydrazinocarbonyl)-
heptyl]-formamide.

N-Hydroxy-N-[(R)-2-(N"-[(4-methyl-piperazin-1-yl)-triflnoromethyl-pyrimidin-4-yl1}-
hydrazinocarbonyl)}-heptyl]-formamide.

N-Hydroxy-N-[(R)-2-(N'{(5-Furan-3-yl-pyridin-3-yl)-hydrazinocarbonyl)-heptyl]-
formamide.

N-{(R)-5,5-Dimethyl-2-[N '-(4—triﬂuuromethyl—pyri:ﬂlmd-z—yl)-hydmzinucarbonyl]-
heptyl}-N-hydroxy-formamide.

N-{(R)-5,5-Dimethyl-2-[N"<(7-methyl-benzo[ 1,2, 4]triazin-3-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

N-{(R)-5,5-Dimethyl-2-(4-methyl-pyridin-2-yl)-hydrazinocarbonyl]-hcptyl }-N-
hydroxy-formamidc.

N-{(R)-2-Cycloheptyl-2-[N"-(4-trifluoroinethyl-pyrimidin-2-yl)-bydrazinocarbonyl]-
ethyl }-N-hydroxy-formamide.

N-{ (R)-2-Cyclohcptyl-2-[N"-(4-mcthyl-pyridin-2-yl)-hydrazinocarbonyl]-ethyl }-N-
hydroxy-formamide.

N-{(R)-2-Cycloheptyl-2-[N™-(dimcthylamino-ethyl-[1,3 .S]t:inzin-z-;l)-
hydrazinocarbonyl]-ethyl }-N-bydroxy-formamide.

N-{(R)-2-Cyclohcptyl-2-[N"(7-methyl-benzo[1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
ethyl }-N-hydroxy-formamide.

N<((R)-2-{ N"-[4-Ethyl-6-(4-hydroxy-piperidin-1-y1)-[1,3,5]triazin-2-y1}-
hydrazinocarbonyl}-heptyl)-N-hydroxy-formamide.

N-{(R)-5,5-Dimethyl-2-[N*(5-methyl-benzo[ 1,2,4]triazin-3-yl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formamide.

N-{(R)-2-iN"{4-Dimethylamino-quinazolin-2-yl)-hydrazinocarbonyl]-lcptyl }-N-
hydroxy-formamide. )

N-Hydroxy-N-{ (R)-2-[N"(4-pyridin-4-yl-pyrimidin-2-yl)-hydrazinocarbonyl]-
heptyl }-formamide.
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N-Hydroxy-N-((R)-2- {N"-[4-(3-hydroxymethyl-phenyl)}-pyrimidin-2-yl}-
hydrazinocarbonyl}-heptyl)-formamide.

N-Hydroxy-N-{(R)-2-{ N"-[4-(4-hydroxymethyl-phenyl)-pyrimidin-2-yl}-
bydrazinocarbonyl}-heptyl)-formamide.

N—((R)-z-{N'-[4—E1.hyl—6-(3-mcthoxy-pipm-idin-1—y1)-[1.3.5]triazin-i—yl]—
hydrazinocarbonyl }-heptyl)}-N-hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N"{(7-methyl-benzo[ 1,2,4](riazin-3-y])-hydrazinoéarbonyl]-2-

(4-methyl-cyclohexyl)-ethyl } -formamidea. -

N-[(R)-2- {N'-[Ethyl-(ethyl-methylamino)-[ 1,3,5]triazin-2-yl]-hydrazinocarbonyl }-2-
(4-methyl-cyclohcxyl)-ethyl }-N-hydroxy-formamide.

N-[(R)-2-{ N-[Ethyl-(cthyl-methylamino)-[1.3 Sjmamn-z-yl]-hyd:mnocarbonyl}-z-
(4—meﬂ1yl-cyclohexyl)—ethyl}-N-hyd.mxy—formamnde

N-Hydroxy-N-{(R)-2-[N"-(7-wmethyl-benzo[1,2,4]triazin-3-yl)-hydra¥inocarbonyl]-2-
(4-methyl-cyclohexyl)-cthyl }-formamidc.

N-((R)2-{N-[4-(2,6-Dimethoxy-phenyl)-pyrimidin-2-y1}-hydrazinocarbonyl } -
heptyl)-N-hydroxy-formamide.

N-((R)-2-{N'-[4-Ethyl-6-((R)-3-methoxy-pyrrolidin-1-yl)-[1,3,5]triazin-2-yI}-
bydrazinocarbonyl }-heptyl)-N-hydroxy-formamide.

- N«(R)-2-{N-[4-Bthyl-6-(4-micthoxy-piperidin-1-yl)-{1,3,5]}triazin-2-yi]-

hydrazinocarbonyl}-heptyl)-N-hydroxy-formanide.

N-Hydroxy-N-[(R)-2-(N"{6-pyrrolidin-1-yl-pyrimidin-4-yl)-hydrazinocarbonyl)-
heptyl]-formamide.

N-Hydroxy-N-[(R)-2~(N-[6-(4-methy]-piperazin-1-yl}-pyrimidin-4-yl])-
hydrazinocarbonyl)-heptyl]-formamide.

N-{(R)-2-[N"-(6-Dimethylamino-pyrimidin-4-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formnamide.

N-{(R)-2-[N"{(Pyridin-4-yl-trilluoromethyl-pyrimidin-4-yl)-hydrazinocarbonyl]-
hepiyl}-N-hydroxy-formamide,

N-{(R)-2-[N'-(Pyridin-3-yl-trifluoromethyl-pyrimidin-4-yl)-hydrazigocarbonyl]-

heptyl} -N-hydmxy—fonnamide

N-{(R)-2-[N" (2-E|hylnmmo—6-mﬂuoromcﬂ:yl—pynmndm—4—yl}-hydnzmocnrbonyl]-
heptyl}-N-hydroxy-formamide.

N-Hydroxy-N-((R)-2-{ N*-[5-(4-methoxy-phenyl)}-[1,2,4]triazin-3-yl]-
hydrazinocarbonyl }-heptyl)-formamidc.

N-Hydroxy-N-{(R)-2-{N*[4-(2,3 4-trimcthoxy-phenyl)-pyrimidin-2-yi]-
hydrazinocarbonyl}-heptyl)-formamide.
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N-{(R)4,4-Dimethyl-2-[N"{(4-uifluoromethyl-pyrimidin-2~y1)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formamide,

N-{(R)4,4-Dimethyl-2-[N"(7-methyl-benzo[ 1,2 4}triazin-3-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

N-{(R)}4.4-Dimethyl-2-[N"-(5-methyl-benzo]1,2,4]triazin-3-yl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide. -

N-{(R)-4,4-Dimethyl-2-[N"(4-methyl-pyridin-2-yl)-hydrazinocarbonyl]-heptyl }-N-
hydroxy-formamide. )

N-Hydroxy-N-{(R)-2-[N"(6-morpholin-4-yl-pyrimidin-4-yl)-hydrazinocarbony!i-
heptyl}-formamide,

N-Hydroxy-N-[(R)-2-(N"-{5-[4-(2-hydroxy-ethoxy)-phenyl}-[1,2,4]triazin-3-yl }-
hydrazinocarbonyl)-heptyl}-formamide.

N-{(R)-2-[N"-(4-Furan-2-y}-pyrimidin-2-yI)-hydrazinocarbonyl}-heptyl }-N-hydroxy-
formamide.

N-((R)-2-{N-[4<3,5-Dimethyl-isoxazol-4-yl)-pyrimidin-2-yl}-hydrazinocarbonyl } -
heptyl)-N-hydroxy-formamide.

N-Hydroxy-N-{ (R)-2-[N"(4-mnothyl-1-oxy-pyridin-2-yl)-hydrazinocarbonyl]-heptyl }-
formamide.

2N {(R)-2-[(Formyl-hydroxy-amino)-methyl}-héptanoyl }-hydrazino)-6-methyl-
nicotinic acid.

N-Hydroxy-N-{ (R)-2-[N'(3-mcthoxy-pyridin-2-yl)-hydrazinocarbonyl}-heptyl } -
formamide.

N-Hydroxy-N-{(2R)-2-[(N* (4-{4-(methylsulfonyl)pheny!}-pyrimidin-2-y1}-
hydrazino)-carbonyl}-heptyl }-formamide.

N-Hydroxy-N-[(2R)-2~({ N"-[4-{furan-3-y])-pyrimidin-2-yl]-hydrazino } -carbonyl)-
heptyl]-formamide.

N-[(2R)-2~({N"-[4-(2-aminophenyl)-pyrimidin-2-yl}-hydrazino}-carbonyl)-heptyl]-N-
hydmxy-form:_imide.

N-Hydroxy-N-[(2R)-2-({ N-[5-(5-inethyl-1,3,4-oxadiazol-2-yl)}-4-(trifluoromethyl)-
pyrimidin-2-ylI]-hydrazino }-carbonyl)-heptyl}-formamide.

N-Hydroxy-N-((2R)-2-(cyclopentylmethy!)-3-{N*-[5-(5-methyl-1,3,4-oxadiazol-2-yl)-
4-(trifluoromethyl)-pyrimidin-2-yl])-hydrazino}-3-oxopropyl)-formamide.

N-[(2R)-2«({N“[6+{dimethylamino)-2-methyl-pyrimidin-4-yl]-hydrazino}-carbonyl)-
heptyl]-N-hydroxy-formamide.

N-[(2ZR)-2«({N"-{2-Cyclopropyl-6-(dimethylamino)-pyrimidin-4-yl}-hydrazino}-
carbonyl)-heptyl]-N-hydroxy-formamide.
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N-Hydroxy-N-[(2R)-4-(2-thienyl)-2-({N-[4-(tri fluoromethyl)-pyrimidin-2-y1]-
hydrazino}-carbonyl)-bulyl}-formamide.

N-Hydroxy-N-[(2R)-2-{ [N'{4-methy}-pyrimidin-2-yl)hydrazino]carbonyl } -4-(2-

" . thicnyD)-butyl]-formamide.

N-[(2ZR)-2-[(N"-{4-Ethyl-6-[ethyl{methyl)amino]-1,3,5-riazin-2-yl }-hydrazino)-
carbonyl]-4-(2-thienyl)butyl]-N-hydroxy-formamide.

N-Hydroxy-N-((2R)-3-0x0-2-(2-thienylmethyl)-3-{ N [4-(trifluoroniethyl)-pyrimidin-
2-yl]-hydrazino}-propyl)-formamide.

N-Hydroxy-N-[(2R)-3-[N"(4-methyl-pyrimidin-2-yl)hydrazino}-3-oxo-2-(2-
thienylmethyI)-propyl]-formamide.

N-[(2R)-3-(N*-{4-Bthyl-6-[ethy](methyl)amino]-1,3,5-triazin-2-y1 } hydrazino)-3-oxo-
2~(2-thienylmethyl)-propyl]-N-hydroxy-formamide.

N-Hydroxy-N-[(2R)-2« (N"-[2-methyl-6-(pyridin-2-y])-pyrimidin-4-yl}-hydrazino } -
carbonyl)-heptyl}-formarnide.

N-Hydroxy-N-[(2R)-2-({N"-[6-(pyridin-2-yl-methy!)-pyridazin-3-yl]-hydrazino}-
carbony])-heptyl]-formamide.

N-Hydroxy-N-[(2R)-2-( {N-[2-methy]-6(morpholin-4-yl)-pyrimidin-4-yl]-
hydrazino}-carbonyl)-heptyl]-formamide. .

N-Hydroxy-N-[(2R)-2-({ N*{6-(morpholin-4-yl)-2-(trifluoromethyl)-pyrimidin-4-y1}-
hydrazino}-carbonyl)-hcptyl]-formamide.

N-Hydroxy-N-{ (2R)-2-[(IN*-{4-[methy]-(pyridin-2-yI}-amino}-pyrimidin-2-yl }- *
hydrazino)-carbonyl}-heptyl } -formamide.

N-Hydroxy-N-((2R)-2~(cyclopentylmethyl)-3-{N*-[4-cyclopropyl-6-(dimethylamino)-
1,3,5-triazin-2-yl}-hydrazino }-3-oxopropyl)-formamide.

N-Benzo[1,3]dioxol-5-yl-methyl-hydrazinecarboxylic acid tert-butyl ester.

N-[(R)-2-(N"-Benzo[1,3]dioxol-5-yl-methyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-
formamide.

N-{(R)-2-[N'{2,3-Dihydro-{1,4]dioxino[2,3-b]pyridin-7-yi-methyl)-
hydrazinocarbonyl}-heptyl }-N-hydroxy-formamide.

N-{(R)-2-[N'{(4-Dimethylamino-benzyl)-bydrazinocarbonylj-heptyl }-N-hydroxy-
formamide.

N-Hydroxy-N-((R)-2-{N"-[2-(5.6,7,8-tetrahydro-[1,8]naphthyridin-2-yl)-ethyl]-
hydrazinocarbonyl]-heptyl }-N-hydroxy-formamide.

N-Hydroxy-N-{(R)-2-(N"-quinolin-2-y}-methyl-hydmzinocarbonyl)-heptyl]-
formamide.

N-Hydroxy-N-{(R)-2-[N'(1,2,3,4-letrahydro-quinolin-2-yl-methyl)-
hydrazinocarbonyl]-heptyl }-formamide.
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N-Hydroxy-N-[(R)-2-(N"-yuinolin-6-yl-mcthyl-hydrazinocarbonyl)-heptyi]-
formamide.

N-[(R)-2~(N"-Beuzofuran-2-yl-methyl-hydrazinocarbonyl)-heptyi]-N-bydroxy-
formamide,

N-{(R)-2-(N-Cyclopropylmethyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

N-{(R)-2~[N"-(6-Fluoro-4H-benzo[1,3]dioxin-8-yl-methyl)-hydrazinocarbonyl}-
heptyl}-N-hydroxy-formaimnide.

N-Hydroxy-N-{(R)-2-[N' '-(4-methoxy-benzy-rl)-hydrn:r.inocnrbonyl]—heptyl }-

formamide.
N-Hydroxy-N-{(R)-2-[N"-(2-methoxy-benzyl)-hydrazinocarbonyl}-heptyl } -
formamide. :
N-Hydroxy-N- { (R)-2-[N*-(tetrahydro-furan-3-yl-methyl)-hydrazinocarbonyl]-heptyl }-

s N-[(R)-2~N"-Furan-3-yl-mncthyl-hydrazinocarbonyl)-heptyl]-N-hydroxy-formamidc.

N-{(R)-2-[N"(2,3-Dihydro-benzo[ 1 ,4]dioxin-6-yl-methyl)-hydrazinocarbonyl]-
heptyl}-N-hydroxy-formamide.

. N-{(R)-2-[N"«(2,3-Dihydro-benzo[1,4]dioxin-2-yl-methyl)-hydrazinocarbonyl]-

heptyl}-N-hydroxy-formumide.

N-Hydroxy-N-{ (R)-2-[N'{(2-phenoxy-ethyl)}-hydrazinocarbonyl]-heptyl }-formamide.

N-{(R)-2-[N"((S)-2,3-Dihydroxy-propyl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide.

N-Hydroxy-N-{(R)-2-[N'{(5-methyl-isoxazol-3-yl-methyl)-hydrazinocarbonyl]-
heptyl}-formamide. .

N-((R)-2-{N"-[1-(1-Benzo[1,3)dioxol-5-yl-methanoyl)-piperidin-4-yl]-
hydrazinocarbonyl ) -heptyl)-N-hydroxy-formamide.

N-((R)-2-{N"-[1«1-Benzofuran-2-yl-methanoyl)-piperidin-4-yl]-hydrazinocarbonyl }-
heptyl)-N-hydroxy-formamide.

N-Hydroxy-N-[(R)-2-(N"-{ 1-[1-(7-methoxy-benzofuran-2-yl)-methanoyl}-piperidin-4-
yl}-hydrazinocarbonyl)-heptyl}-formamide. -

N-{(R)-2-[N"-(1-Bcnzyl-piperidin-4-yl)-hydrazinocarbonyl]-heptyl }-N-hydroxy-
formamide,

N-[(R)}-2-(N>{1-[1-(3 +4-Dichloro-pheayl)-methanoyl]-piperidin4-yl}-
hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

N-[(R)-2-(N"-{ 1-[1-(2,3-Dichloro-phenyi)-mcthanoyl]}-pipcridin-4-y1} -
hydrazinocarbonyl)-heptyl]-N-hydroxy-formamide.

N-Hydroxy-N-[(R)-2-(N*{ 1-{1-(4-methyl-piperazin-1-yl)-methanoyl}-pentyl }-
hydrazinocarbonyl)-beptyl]-formamide.
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A method of treating a bacterial infection by administering to a subject in need of
treatment a compound according to ¢laim 1.
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INHIBIDORES DE LA PEPTIDO-DESFORMILASA \

CAMPO DE LA INVENCION
La presente invencién se refiere al empleo de nuevos compuestos antibacterianos y a
5 composiciones farmacéuticas que contienen estos compuestos como inhibidores de la péptido-

desformilasa.

ANTECEDENTES DE LA INVENCION

El iniciador bacteriano metionil-tRNA se modifica mediante metionil-tRNA-

10 formiltransferasa (FMT) para producir formil-metionil-tRNA. Después se incorpora formil
metionina (f-met) en el extremo N-terminal de polipéptidos recién sintetizados. Después la
polipéptido-desformilasa (PDF 6 Def) desformila los productos de traduccién primaria para
producir N-metionil polipéptidos. La mayoria de las proteinas intracelulares son procesadas
adicionalmente por la metionina-amino-peptidasa (MAP) para producir el péptido maduro y

15 metionina libre, que se recicla. PDF y MAP son ambos esenciales para el crecimiento bacteriano y
se requiere PDF para Ia actividad de MAP. Esta seriec de reacciones se denomina ciclo de la

metionina (Figura 1).
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Figura 1. Ciclo de la metionina.

Hasta la fecha, genes homdlogos de la polipéptido-desformilasa se han encontrado en
bacterias, en plantas que contienen cloroplastos, en ratones y en seres humanos. Las proteinas
vegetales tienen el nicleo codificado pero parecen llevar una sefial para la localizacién del
cloroplasto. Esto es concordante con la observacién de que el RNA de los cloroplastos y los
procesos de sintesis proteica son muy similares a los de las eubacterias. Mientras que la
informacién que existe sobre la expresion proteica de los homélogos del gen PDF en mamiferos es
limitada (Bayer Aktiengesellschaft, Patente W02001/42431), no se ha demostrado hasta 1a fecha
ninglin cometido funcional para tales proteinas (Meinnel, T., Parasitology Today 16(4), 165-168,
2000).

La polipéptido-desformilasa se encuentra en todas las eubacterias para las que estd
disponible una amplia informacién sobre la secuencia genémica. La diversidad de secuencias entre
los homélogos de PDF es grande, con tan sélo 20% de identidad entre secuencias relacionadas
distantes. Sin embargo, la conservacién alrededor del sitio activo es muy alta, con varios residuos
que se conservan completamente, incluyendo una cisteina y dos histidinas que se requieren para
coordinar el metal del sitio activo (Meinnel, T. et al., J. Mol. Biol.. 267, 749-761, 1997).
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Se reconoce que PDF es una diana antibacteriana atractiva, ya que se ha demostrado qu\
esta enzima es esencial para el crecimiento bacteriano in vitro (Mazel, D. et al., EMBO J. 13 (4)
914-923, 1994), no se cree que esté implicada en la sintesis proteica euceriota (Rajagopalan et al.,
J. Am. Chem. Soc. 119, 12418-12419, 1997), y se conserva universalmente en procariotas (Kozak,
5 M. Microbiol. Rev. 47, 145, 1983). Por lo tanto, los inhibidores de PDF pueden servir
potencialmente como agentes antibacterianos de amplio espectro.

RESUMEN DE LA INVENCION
La presente invencién implica nuevos compuestos antibacterianos representados por la
10 Férmula (1) més adelante y su uso como inhibidores de PDF.

DESCRIPCION DETALLADA DE LA INVENCION
En un aspecto de la presente invencion, se proporciona un compuesto de férmula (1):

?1 l \
N .
R2” ‘ril lil H
H Y OH
R

15
(D
en la que:
R se selecciona del grupo que consiste en:
..20 alquilo Cy.¢ (opcionalmente sustituido con alcoxi, halégeno, o alquilsulfanilo Cj_3);

alquenilo C.¢ (opcionalmente sustituido con alcoxi, halégeno, o alquilsulfanilo C1_3);
alquinilo Cy.¢ (opcionalmente sustituido con alcoxi, halégeno, o alquilsulfanilo Cy_3);
carbociclo (CH),—C3.6 (opcionalmente sustituido con alcoxi, haldgeno, o alquilsulfanilo
C1-3); ¥ (CH2)y—R4, donde R4 se selecciona del grupo que consiste en fenilo, furano,
25 benzofurano, tiofeno, benzotiofeno, tetrahidrofurano, tetrahidropirano, dioxano, 1,4-
benzodioxano o benzo[l,3]dioxol; R4 opcionalmente estd sustituido con uno o mis



10

15

9,

25

sustituyentes seleccionados de Cl, Br, I, alquilo Cj.3 (opcionalmente sustituido con uno a
tres F) y alcoxi Cj.7 (opcionalmente sustituido con uno a tres F);

R1 y R2 se seleccionan independientemente del grupo que consiste en:
hidrégeno, alquilo Cj.3 sustituido, alquenilo Co.3 sustituido, alquinilo C5.3 sustituido,
carbociclo (CH2),—C3.-6 sustituido, arilo, heteroarilo, y heterociclico;

Y representa O, CH7 o un enlace covalente; y

n es un numero entero de 0 a 2;

o una sal, solvato, o uno de sus derivados fisiolégicamente funcional.

En esta invencién el grupo R2 mds preferido es hidrégeno. En esta invencién la
configuracion absoluta mas preferida de los compuestos de férmula (1) se indica més abajo:

T1 i
N
R2” ”"ril lil H
H Y OH
R

Como se emplea en este documento, el término “alquilo” se refiere a radicales
hidrocarbonados saturados de cadena lineal o ramificada Ejemplos de “alquilo” como se usa en
este documento incluye, pero no estd limitado a, metilo, etilo, n-propilo, isopropilo, n-butilo,
isobutilo, t-butilo, n-pentilo, isopentilo, hexilo y similares,

Como se emplea en este documento, el término “alquilo sustituido” se refiere a un radical
hidrocarbonado saturado de cadena lineal o ramificada, opcionalmente sustituido con sustituyente
seleccionados del grupo que incluye alquilo Cj.3 (sustituido opcionalmente con uno a tres flior),
alquenilo Cj_3, alquinilo Cj.3, alcoxi Cj.2 (opcionalmente sustituido con uno a tres flGor),
sulfanilo, sulfinilo, sulfonilo, oxo, hidroxi, mercapto, amino, guanidino, carboxi, aminocarbonilo,
arilo, ariloxi, heteroarilo, heteroariloxi, heterociclo, aminosulfonilo, sulfonilamino, carboxiamida,
ureido, nitro, ciano y hal6geno, estando permitidos miiltiples grados de sustituci6n.

Como se emplea en este documento, el término “alquenilo” se refiere a un radical
hidrocarbonado de cadena lineal o ramificada que tiene al menos un doble enlace carbono-

[s4
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0
carbono. Ejemplos de “alquenilo” como se emplea en este documento incluyen, pero no estén \b
limitados a, etenilo y propenilo.

Como se emplea en este documento, el término “alquenilo sustituido” se refiere a un
radical hidrocarbonado de cadena lineal o ramificada que tiene al menos un doble enlace carbono-
carbono, opcionalmente sustituido con sustituyentes seleccionados del grupo que incluye alquilo
Ci-3 (opcionalmente sustituido con uno a tres F), amino, arilo, ciano y halégeno, estando
permitidos miltiples grados de sustitucién.

Como se emplea en este documento, el término “alquinilo” se refiere a un radical
hidrocarbonado de cadena lineal o ramificada que tiene al menos un triple enlace carbono-carbono.
Ejemplos de *“alquinilo” como se usa en este documento incluyen, pero no estdn limitados a,
acetilenilo y 1-propinilo.

Como se emplea en este documento, el término “alquinilo sustituido” se refiere a un radical
hidrocarbonado de cadena lineal o ramificada que tiene al menos un triple enlace carbono-carbono,
opcionalmente sustituido con sustituyentes seleccionados del grupo que incluye alquilo Cy._3
(opcionalmente sustituido con uno a tres F), amino, arilo y halégeno, estando permitidos multiples
grados de sustitucién,

Como se emplea en este documento, el término “halégeno™ se refiere a flGor (F), cloro
(CI), bromo (Br), o yodo (I), y "halo" se refiere a los radicales halégeno fluoro, cloro, bromo y
iodo.

Como se emplea en este documento, el término “carbociclo” se refiere a un radical
hidrocarbonado ciclico no-aromdtico que tiene de tres a siete dtomos de carbono. Para Jos
carbociclos con anillos de cinco a siete miembros, se permite un doble enlace en el anillo. A
modo de ejemplo los grupos “carbociclo” incluyen, pero no estdn limitados a, ciclopropilo,
ciclobutilo, ciclopentilo, cicopentenilo, ciclohexilo y cicloheptilo.

Como se emplea en este documento, el término “carbociclo sustituido™ se refiere a un
radical hidrocarbonado ciclico no-aromitico que tiene de tres a siete dtomos de carbono, y que
opcionalmente estd sustituido con sustituyentes seleccionados del grupo que incluye alquilo C;_3

(opcionalmente sustituido con uno a tres F), alquenilo Cp.3, alquinilo Cp_3, alcoxi Cj.3

(opcionalmente sustituido con uno a tres F), sulfanilo, sulfinilo, sulfonilo, oxo, hidroxi, mercapto,

amino, guanidino, carboxi, aminocarbonilo, arilo, ariloxi, heteroarilo, heterociclo,
5
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aminosulfonilo, sulfonilamino, carboxiamida, nitro, ureido, ciano y halégeno, siendo permitidos
multiples grados de sustitucién. Para los carbociclos con anillos de cinco a siete miembros, se
permite un doble enlace en el anillo.

Como se emplea en este documento, el término “arilo” se refiere a un anillo benceno
opcionamente sustituido o a un anillo benceno opcionalmente sustituido condensado con uno o
més anillos benceno opcionalmente sustituidos para formar un sistema de anillos. A modo de
ejemplo los sustituyentes opcionales incluyen alquilo C_3 sustituido, alquenilo Cy_3 sustituido,
alquinilo Cy_3 sustituido, heteroarilo, heterociclo, arilo, alcoxi C1.3 (opcionalmente sustituido
con uno a tres F), ariloxi, aralcoxi, acilo, aroflo, heteroaroflo, aciloxi, aroiloxi, heteroaroiloxi,
sulfanilo, sulfinilo, sulfonilo, aminosulfonilo, sulfonilamino, carboxiamida, aminocarbonilo,
carboxi, oxo, hidroxi, mercapto, amino, nitro, ciano, halégeno o ureido, estando permitidos
miiltiples grados de sustitucién. Tal anillo o sistema de anillos puede estar opcionalmente
condensado con uno o mas anillos arilo opcionalmente sustituidos (incluyendo anillos benceno),
anillos carbociclos o anillos heterociclicos. Ejemplos de grupos “arilo” incluyen, pero no estin
limitados a, fenilo, naftilo, tetrahidronaftilo, bifenilo, indanilo, antracilo o fenantrilo, asf{ como
sus derivados sustituidos.

Como se emplea en este documento, el término “heteroarilo” se refiere a un anillo
aromético de cinco a seis miembros monociclico opcionalmente sustituido que contiene una o
més sustituciones heteroatomicas seleccionadas entre S, SO, 803, O, N, o N-6xido, o a tales

anillos arométicos condensadoscon uno o més anillos opcionalmente sustituidos, tales como
anillos heteroarilo, anillos arilo, anillos heterociclicos o anillos carbociclo (por ejemplo, un
sistema de anillos biciclico o triclclico). Ejemplos de sustituyentes opcionales se seleccionan del
grupo que incluye alquilo Cj.3 sustituido, alquenilo Cj_3 sustituido, alquinilo C7_3 sustituido,
heteroarilo, heterociclo, arilo, alcoxi C1.3 (opcionalmente sustituido con uno a tres F), ariloxi,
aralcoxi, acilo, aroflo, heteroaroflo, aciloxi, aroiloxi, heteroaroiloxi, sulfanilo, sulfinilo, sulfonilo,
aminosulfonilo, sulfonilamino, carboxiamida, aminocarbonilo, carboxi, oxo, hidroxi, mercapto,
amino, nitro, ciano, halégeno o ureido, estando permitidos miiltiples grados de sustitucion.
Ejemplos de grupos “heteroarilo” empleados aquf incluyen, pero no estin limitados a,
benzoimidazolilo, benzotiazolilo, benzoisotiazolilo, benzotiofenilo, benzopirazinilo,
benzotriazolilo, benzotriazinilo, benzo[l,4]dioxanilo, benzofuranilo, 9H-e-carbolinilo,
6

X
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cinnolinilo, 2,3-dihidro-[1,4]dioxino[2,3-b]-piridinilo, furanilo, furo[2,3-b]piridinilo, imidazolilo,
imidazolidinilo, imidazopiridinilo, isoxazolilo, isotiazolilo, isoquinolinilo, indolilo, indazolilo,
indolizinilo, naftiridinilo, oxazolilo, oxotiadiazolilo, oxadiazolilo, ftalazinilo, piridilo, pirrolilo,
purinilo, pteridinilo, fenazinilo, pirazolilo, piridilo, pirazolopirimidinilo, pirazolopiridinilo,
pirrolizinilo, piridazilo, pirazinilo, pirimidilo, 4-oxo-1,2-dihidro-4H-pirrolo[3,2,1-ij]-quinolin-4-
ilo, quinoxalinilo, quinazolinilo, quinolinilo, quinolizinilo, tiofenilo, triazolilo, triazinilo,
tetrazolopirimidinilo, triazolopirimidinilo, tetrazolilo, tiazolilo, tiazolidinilo sus versiones
sustituidas.

Como se emplea en este documento, el término “heterociclico” se refiere a un anillo de
tres a siete miembros que contiene uno o mis restos heteroatémicos seleccionados entre S, SO,
SO, O, N, o N-6xido, opcionalmente sustituidos con sustituyentes seleccionados del grupo que
incluye alquilo Cj.3 sustituido, alquenilo C)_3 sustituido, alquinilo C2.3 sustituido, heteroarilo,
heterociclo, arilo, alcoxi C1.3 (opcionalmente sustituido con uno a tres F), ariloxi, aralcoxi, acilo,
aroflo, heteroaroflo, aciloxi, aroiloxi, heteroaroiloxi, sulfanilo, sulfinilo, sulfonilo,
aminosulfonilo, sulfonilamino, carboxiamida, aminocarbonilo, carboxi, oxo, hidroxi, mercapto,
amino, nitro, ciano, halégeno, o ureido, estando permitidos miltiples grados de sustitucién. Tal
anillo puede ser saturado o tener uno o mis grados de instauracién. Tal anillo puede estar
opcionalmente condensado con uno ¢ més anillos opcionalmente sustituidos, anillo(s)
“heterociclos”, anillo(s) arilo, anillo{s) heteroarilo o anillo(s) carbociclo. Ejemplos de restos
“heterociclicos” incluyen, pero no estdn limitados a, 1,4-dioxanilo, 1,3-dioxanilo, pirrolidinilo,
pirrolidin-2-onilo, piperidinilo, imidazolidina-2,4-dionepiperidinilo, piperazinilo, piperazina-2,5-
dionilo, morfolinilo, dihidropiranilo, dihidrocinnolinilo, 2,3-dihidrobenzo[1,4]dioxinilo, 3,4-
dihidro-2H-benzo[b][1,4]-dioxepinilo, tetrahidropiranilo, 2,3-dihidrofuranilo, 2,3-
dihidrobenzofuranilo, dihidroisoxazolilo, tetrahidrobenzodiazepinilo, tetrahidroquinolinilo,
tetrahidrofuranilo, tetrahidronaftiridinilo, tetrahidropurinilo, tetrahidrotiopiranilo,
tetrahidrotiofenilo, dihidroquinoxalinilo, tetrahidroquinoxalinilo, tetrahidropiridinilo,
tetrahidrocarbolinilo, 4H-benzo[1,3]-dioxinilo, benzo[l,3]dioxonilo, 2,2-difluorobenzo-[1,3]-
dioxonilo, 2,3-dihidro-ftalazina-1,4-dionilo, isoindol-1,3-dionilo, y similares.

Como se usa en este documento, el término “alcoxi” se refiere al grupo -OR,, donde R, es
alquilo como se define anteriormente. A modo de ejemple grupos alcoxi Gtiles en la presente

7
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invencién incluyen, pero no estdn limitados a, metoxi, difluorometoxi, trifluorometoxi, etoxi, n- \b
propoxi, isopropoxi, n-butoxi y t-butoxi.

Como se usa en este documnento el término “aralcoxi” se refiere al grupo -OR,Rs, donde R,
es alquilo y Ry, es arilo como se define anteriormente.

Como se usa en este documento el término “ariloxi” se refiere al grupo -OR,, donde R, is
arilo como se define anteriormente.

Como se usa en este documento, el término “mercapto” se refiere al grupo -SH.

Como se usa en este documento, el término “sulfanilo” se refiere al grupo -SR,, donde R,
es alquilo sustituido, carbociclo sustituido, arilo, heteroarilo o heterociclo, como se define
anteriormente.

Como se usa en este documento, el término “sulfinilo” se refiere al grupo —S(O)R,, donde
R, es alquilo sustituido, carbociclo sustituido, arilo, heteroarilo o heterociclo, como se¢ define
anteriormente.

Como se usa en este documento, el término “sulfonilo™ se refiere al grupo -S(O):Rq, donde
R, es alquilo sustituido, carbociclo sustituido, arilo, heteroarilo o heterociclo, como se define
anteriormente.

Como se usa en este documento, el término “oxo” se refiere al grupo =0.

Como se usa en este documento, ¢l término “hidroxi” se refiere al grupo -OH.

Como se usa en este documento, el término “amino™ se refiere al grupo -NH;. El grupo
amino opcionalmente estd sustituido con alquilo, carbociclo sustituido, arilo, heteroarilo o
heterociclo, como se define anteriormente.

Como se usa en este documento, el término *ciano” se refiere al grupo -CN.

Como se usa en este documento, el término “aminosulfonilo™ se refiere al grupo -
S(O)NH;. El grupo aminosulfonilo opcionalmente estd sustituido con alquilo sustituido,
carbociclo sustituido, arilo, heteroarilo o heterociclo, como se define anteriormente.

Como se usa en este documento, el término “sulfonilamino™ se refiere al grupo -
NHS(0O)R, donde R, es alquilo sustituido, carbociclo sustituido, arilo, heteroarilo o heterociclo,
como se define anteriormente.

Como se usa en este documento, el término *“carboxiamida™ se refiere al grupo -NHC(O)R,
donde R, es alquilo sustituido, carbociclo sustituido, arilo, heteroerilo o heterociclo, como se

define anteriormente.
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Como se usa en este documento, el término “carboxi” se refiere al grupo -C(O)OH. El\l,b
grupo carboxi opcionalmente estd sustituido con alquilo sustituido, carbociclo sustituido, arilo,
heteroarilo o heterociclo, como se define anteriormente.

Como se usa en este documento, ¢l término “aminocarbonilo” se refiere al grupo -
C(O)NH;. El grupo aminocarbonilo opcionalmente estd sustituido con alquilo sustituido,
carbociclo sustituido, arilo, heteroarilo o heterociclo, como se define anteriormente.

Como se usa en este documento, el término “ureido” se refiere al grupo -NHC(O)NHR, en
donde R, es hidrégeno, alquilo, carbociclo o arilo como se define anteriormente.

Como se usa en este documento, el término "guanidino” se refiere al grupo -
NHC(=NH)NH,.

Como se usa en este documento, el término “acilo” se refiere al grupo -C(O)R,, donde R,
es alquilo, carbociclo, o heterociclo como se define en este documento.

Como se usa en este documento, el término “aroflo™ se refiere al grupo -C(O)R,, donde R,
es arilo como se define en este documento.

Como se usa en este documento, el término “heteroaroflo™ se refiere al grupo -C(O)R,,
donde R, es heteroarilo como se define en este documento.

Como se usa en este documento, el término “aciloxi” se refiere al grupo -OC(O)R,, donde
R, es alquilo, carbociclo, o heterociclo como se define en este documento.

Como se usa en este documento, el término “aroiloxi” se refiere al grupo -OC(O)R,, donde
R, es arilo como se define en este documento. .

Como se usa en este documento, el término “heteroaroiloxi” se refiere al grupo -OC(O)R,,
donde R, es heteroarilo como se define en este documento.

También estin incluidos en la presente invencién las sales y complejos farmacéuticamente
aceptables, tales como las sales de hidrocloruro, hidrobromuro y trifluoroacetato y las sales de
sodio, potasio y magnesio. Los compuestos de la presente invencidn pueden contener uno o més
&tomos de carbono asimétrico y pueden existir en forma racémica y épticamente activa. Dentro del
alcance de la presente invencién se contemplan todos estos compuestos y diastereoisémeros.

Compuestos preferidos ttiles en la presente invencién se seleccionan del grupo que
consiste en:

N-hidroxi-N-[(R)-2-(N-piridin-2-il-hidrazinocarbonil)-heptil]-formamida.
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N-hidroxi-N-{(R)-2-[N~(3-metoxi-fenil)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(4-trifluorometil-pirimidin-2-il}-hidrazinocarbonil]-heptil}-formamida.
N-{(R)-2-[N-(4-ciano-fenil)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-{(R)-2-[N-(2,6-dimetil-pirimidin-4-il)- hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-quinoxalin-2-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-((2R)-2- {N-(3,4-dihidro-quinoxalin-2-il)- hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N- {(R)-2-[N-(1,3,4-trimetil- 1 H-pirazolo[3,4-b]piridin-6-il)- hidrazinocarbonil)-heptil]-
formamida.
4-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-benzenosulfonamida.
N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3-oxo-3-{N-[4-(trifluorometil}-pirimidin-2-il}-hidrazino}-
propil]-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-0x0-3-{N-[4-(trifluorometil)-pirimidin-2-il}-
hidrazino}-propil]-formamida.
N-{(R)-2-[N-(Dimetil-trifluorometil-pirimidin-4-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(6-trifluorometil-piridazin-3-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(6-trifluorometil-pirimidin-4-il)-

hidrazinocarbonil]-heptil }-formamida.
N-hidroxi-N-{(R)-2-[N-(5-metil-{1,2,4]triazolo[1,5-a]pirimidin-7-il)-hidrazinocarbonil]-heptil } -
formamida.

N-hidroxi-N-{(R)-2-[N~(9H-purin-6-il)-hidrazinocarbonil]-heptil}-formamida.
N-{(R)-2-[N-(5-ciano-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-((2R)-2-{[N-(pirimidin-2-il)-hidrazino]carbonil } -heptil)}-formamida.
N-hidroxi-N-((2R)-2-(ciclobutilmetil)-3-0x0-3-{N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -
propil)-formamida.

N-hidroxi-N-{(R)-2-[N-(6-imidazol-1-il-pirimidin-4-il)- hidrazinocarbonil]-heptil}-formamida.
N-[(R)-2-(N-Benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(7-metoxi-benzol 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-{(R)-2-[N-(1-metil-1H-pirazolo[3,4-d]pirimidin-6-il)-hidrazinocarbonil]-heptil } -

formamida.
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J\DC?
N~((R)-2- {N-[6~(5-Cloro-piridin-3-il-oxi)-piridazin-3-il}-hidrazinocarbonil } heptil)-N-hidroxi- \
formamida.
N-hidroxi-N-[(2R)-2-({N-[6(1 H-pirrol-1-il)-3-piridazinil]-hidrazino}-carbonil)-heptil]-
formamide.
N-hidroxi-N-[(2R)-2-({N<(9-metil-9H-purin-6-il}-hidrazino]-carbonil } -heptil)-formamida.
N-hidroxi-N-{(R)-2-[N-({6-morfolin-4-il }-9H-purin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(6-Fluoro-piridin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N-((2R)-2-{[N-(1-metil-1 H-pirazolo[3,4-d]pirimidin-4-il)-hidrazino]-carbonil } -
heptil)-formamida.
N-{(R)-2-[N-(4-Amino-6-isopropil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida. '
N-{(R)-2-[N-(2,5-Dimetil-4-nitro-2H-pirazol-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N-(3-Cloro-1-metil-1H-pirazolo[3,4-d]pirimidin-6-il)-hidrazinocarbonil]-heptil } -n-
hidroxi-formamida.
N-{(R)-2-[N-(6-Dimetilamino-9H-purin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida,
N-hidroxi-N-{(2R)4-cicloropropil-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-
butil}-formamida.
N-hidroxi-N-((2R)-2-(ciclopropilmetil)-3-oxo-3- {N-[4-(trifluorometil)-pirimidin-2-il]-
hidrazino} -propil)-formamida.
N-hidroxi-N-{(R)-2-[N-metil-N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
éster metdlico del 4cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxflico.
acido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil } -hidrazino)-4-trifluorometil-
pirimidina-5-carboxilico.
N-{(R)-2-[N<(5-fluoro-4-metoxi-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida,
N-{(R)-2-[N~(4-Dimetilamino-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N- hidroxi-formamida.
N-hidroxi-N-{(2R)-2-[(N-{6-[(2-hidroxietil)amino]-1,3-dihidro-2H-purin-2-ilideno}-hidrazino)-
carbonil]-heptil}-formamida.
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N-{(R)-2-[N-(5-Fluoro-4-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(5-Fluoro-4-metilamino-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
dimetilamida del cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxflico.
N-hidroxi-N-{(R)-2-[N-(3-oxo0-3,4-dihidro-quinoxalin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-{(R)-2-Butoxi-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
(2-fluoro-fenil)-amida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil } -
hidrazino)-4-trifluorometil-pirimidina-5-carboxilico.
ter-butilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil } -hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
N-hidroxi-N-((R)-2- {N-[(1-piperidin-1-il-metanoil)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil}-heptil)-formamida.
N-{(R)-2-[N<{5-ciano-4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-hidroxi-N-[(2R)-2-({N-[9-(4,4,4-trifluorobutil)-1,9-dihidro-2H-purin-2-ilideno]-hidrazino}-
carbonil)-heptil]-formamida.
N-hidroxi-N-((R)-2-{N-[(1-morfolin-4-il-metanoil)-trifluorometil-pirimidin-2-il}-
hidrazinocarbonil } -heptil)-forrnamida.
benzilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxdilico.
N-hidroxi-N-[(2R)-3-[N-(1,2,4-benzotriazin-3-il)-hidrazino]-2-(ciclohexilmetil)-3-oxopropil}-
formamida.
N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3-{N-[7-(metiloxi)-1,2,4-benzotriazin-3-il)-hidrazino}-3-
oxopropil)-formamida.
2-[2-((2R)-2-{[Formil(hidroxi)amino]metil} heptanoil)hidrazino]-N-metil-N-2-piridinil-4-
(trifluorometil)-5-pirimidinecarboxamida.
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2-[2-((2R)-2-{[Formil(hidroxi)amino]metil } heptanoil)hidrazino]-N-metil-N-fenil-4- \)
(trifluorometil)-5-pirimidinecarboxamida.

morfolin4-ilamida del dcido 2-[2-((2R)-2-{[Formil(hidroxi)amino]metil} heptanoil)hidrazino)-4-
trifluorometil-pirimidina-5-carboxflico.

N-hidroxi-N-((R)-2- {N-[(N-fenil-hidrazinocarbonil)}-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil } -heptil)-formamida.

piperidin-1-ilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-
4-trifluorometil-pirimidina-5-carboxilico.

pirrol-1-ilamida del 4cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
N-{(R)-2-[N-(Dimetilamino-fluoro-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N~«(R)-2-{N-[(Etil-metil-amino)-fluoro-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-
formamida.

N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3- {N-[7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino} -3-
oxopropil)-formamida.
N-hidroxi-N-{(R)-2-[N-(1-metil-1H-benzoimidazol-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(4-Azetidin-1-il-5-fluoro-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(4-Ciclopropilamino-5-fluoro-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.

N-[(R)-2-(N-Benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-3-ciclopentil-propil]-N- hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(morfolin-4-il-triflucrometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.

N-hidroxi-N-[(R)-2-(N- {[2-hidroxi-etil}-metil-amino]-trifluorometil-pirimidin-2-il}-
hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-((R)-2-(N-[(4-metil-piperazin-1-il)-trifluorometil-pirimidin-2-ii]-
hidrazinocarbonil)-heptil]-formamida.
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N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3- {N-[4-(ciclopropilamino)-5-fluoro-pirimidin-2-
il}hidrazino}-3-oxopropil)-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N-[4-(ciclopropilamino)-5-fluoro-pirimidin-2-
ilJhidrazino}-3-oxopropil)-formamida.
N-hidroxi-N-[(2R)-3-{N-[4-(azetidin- 1-il)-5-fluoro-pirimidin-2-il]-hidrazino}-2-
(ciclopentilmetil)-3-oxopropil]-formamida.
N-hidroxi-N-[(2R)-5-metil-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-hexil]-
formamida.
N-[(R)-2-(N-Benzo[ 1,2,4]triazin-3-il-hidrazinocarbonil)-5-metil-hexil]-N-hidroxi-formamida.
N-hidroxi-N-[(2R)-5-metil-2-({N-[ 7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino } -carbonil)-
hexil]-formamida.
N-{(R)-2-[N-(7-Cloro-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N<((2R)-2-(ciclopentilmetil)-3- {(N-[4-(morfolin-4-il)-6-(trifluorometil)-pirimidin-2-il]-
hidrazino}-3-oxopropil)-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N-[4-[(2-hidroxietil)-(metil}-amino]-6-
(trifluorometil)-pirimidin-2-il]-hidrazino } -3-oxopropil)-formamida.
N-hidroxi-N-[(2R)-6-metil-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino}-carbonil)-heptil]-
formamida.
N-hidroxi-N-((2R)-2-{[N-(1,2,4-benzotriazin-3-il)-hidrazino]-carbonil-6-metilheptil-formamida.
N-hidroxi-N-{(R)-2-[N-(5-metil-benzo[ 1,2,4)triazin-3-il)-hidrazinocarbonil]-heptil }-formamida.
N<(R)-2-{N-[(4-Etil-piperazin-1-il)-trifluorometil-pirimidin-2-il}-hidrazinocarbonil } -heptif)-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(piperazin-1-il-trifluorometil-pirimidin-2-il)- hidrazinocarbonil]-heptil}-
formamida.
N-{(R)-2-[N-(7-Fluoro-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
forrmamida.
N-hidroxi-N-[(2R)-2-({N-[4-(4-etil-1-piperazinil)-6-(trifluorometil)-pirimidin-2-il]-hidrazino} -
carbonil)-6-metilheptil]-formamida.
N-hidroxi-N-[(2R)-6-metil-2-({N-[4-(piperazin- 1 -il}-6-(trifluorometil)-pirimidin-2-il]-
hidrazino }-carbonil)-heptil]-formamida.
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N-hidroxi-N-[(2R)-6-metil-2-({N-[4-(4-metil-piperazin-1-il)-6-(trifluorometil)-pirimidin-2-il}-
hidrazino}-carbonil)-heptil}-formamida.
N-hidroxi-N-((2R)-2-{[N-[7-cloro-1,2,4-benzotriazin-3-il)hidrazino]carbonil }-6-metilheptil)-
formamida.
N-hidroxi-N-((2R)-6-metil-2-{[N-(5-metil-1,2,4-benzotriazin-3-el)-hidrazino]-carbonil }-heptil)-
formamida.
N-hidroxi-N-((2R)-6~{[N-(7-fluoro-1,2,4-benzotriazin-3-il)}-hidrazino]-carbonil } -6-metitheptil-
formamida.
N-hidroxi-N-((R)-2-{N-[(2-metoxi-etilamino)-trifluprometil-pirimidin-2-il]-hidrazinocarbonil } -
heptil)-formamida.
N-hidroxi-N-[(ZR)-6-metil-2-({N-[7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino} -carbonil)-
heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-{[4<(2-hidroxi-etil)-piperazin-1-il}-trifluvorometil-pirimidin-2-il}-
hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-((R)-2-(N-[(4-pirimidin-2-il-piperazin-1-il)-trifluorometil-pirimidin-2-
il]hidrazinocarbonil } -heptil)-formamida.
N-hidroxi-N-((R)-2-(N-[(2-hidroxi-etilamino)-trifluorometil-pirimidin-2-il]-hidrazinocarbonil} -
heptil)-formamida.
N-hidroxi-N-{(R)-2-[N-(7-trifluorometil-benzo[ 1,2,4]triazin-3-il}-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-{(R)-2-[N-(6-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N~(5-metil-1,2,4-benzotriazin-3-il)hidrazino]-3-
oxopropil }-formamida.
N-hidroxi-N-[(2R)-2-( {N-[4~(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-octil]-
formamida.
N-hidroxi-N-((2R)-2-{[N-(1,2,4-benzotriazin-3-il)hidrazino]-carbonil }-octil)-formamida.
N-hidroxi-N-[(2R)-2-({N-[7-(metiloxi)-1,2,4-benzotriazin-3-il)-hidrazino} carbonil]-octil }-
formamida.
N-hidroxi-N-{(R)-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-formamida.
N-{(R)-2-[N-(6-Cloro-benzo[ 1,2,4]triazin-3-il}-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
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N-hidroxi-N-{(R)-2-[N-(5-metoxi-benzo[ 1 ,2,4]triazin-3-il}-hidrazinocarbonil]-heptil }-
formamida.
N-hidroxi-N-{(R)-2-[N-(1-metil-2-0x0-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil }-
formamida.

N-hidroxi-N-((R)-2- {N-[(N-piridin-2-il-hidrazino)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil}-heptil }-formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-6-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.

N-((R)-2-{N-[4-(4-Etil-piperazin-1-il}-6-metil-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-{(R)-2-[N<(4,6-Dimetil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N~(4-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamide.
N-hidroxi-N-[(R)-2-(N-isoquinolin-1-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-quinolin-2-il-hidrazinocarbonil)-heptil]-formamida.
N-{(R)-2-[N-(1-Benzil-2-oxo-1,2-dihidro-piridin-4-il}-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(4-oxo-4H-pirido[1,2-a][1,3,5]triazin-2-il)-hidrazinocarbonil}-heptil } -
formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(1-Butil-2-ox0-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(9-metil-4-oxo-4H-pirido[1,2-a][1,3,5]triazin-2-il)-hidrazinocarbonil]-
heptil}-formamida.

N-hidroxi-N-{(R)-2-[N-(6-0xo-4-trifluorometil- 1,6-dihidro-pirimidin-2-il)-hidrazinocarbonil]-
heptil }-formamida.
N-hidroxi-N-{(R)-2-[N-(metil-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-{(R)-2-[N-(5-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N«(6-Etoxi-piridin-2-il)-hidrezinocarbonil]-heptil }-N-hidroxi-formamida.

N-hidroxi-N-[(R)-2-[N-pirido[2,3-€]-[1,2,4]triazin-3-il-hidrazinocarbonil)-heptil]-formamida.
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N-((R)-2-[N-[1-(1-Etil-propil)-2-oxo-1,2-dihidro-piridin-4-il]-hidrazinocarbonil }-heptil)-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-{N-[2-oxo-1-(3-trifluorometil-benzil)-1,2-dihidro-piridin-4-il}-
hidrazinocarbonil } -heptil-formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N- {(R)-2-[N-(6-metoxi-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(2-ox0-1-quinolin-8-il-metil-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-
heptil}-formamida.
N-hidroxi-N-[(R)-2-(N-{2-0xo-1-[2-(5,6,7,8-tetrahidro-[ 1,8]naftiridin-2-il)-etil]-dihidro-piridin-
4-il}-hidrazinocarbonil)-heptil]-formamida.
N-{(R)-2-[N<(4,6-Bis-etilamino-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{ (R)-Z-[N-'(i?.is-dimetilamino-[l ,3,5]triazin-2-il}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.
N-{(R)-2-[N-(4,6-Di-morfolin-4-il-[ 1,3,5]triazin-2-il}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.
N-hidroxi-N-((R)-2- {N-[4-(4-metil-piperazin-1-il}-6-propilamino-[1,3,5]triazin-2-il]-
hidrazinocarbonil]-heptil)-formamida.
N-{(R)-2-[N-(Dimetilamino-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(6-metil-piridin-2-il)-hidrazinocarbonil}-heptil } -formamida.
N-hidroxi-N-((R)-2-{N-[5-(5-fenil-[1,3,4]oxadiazo]-2-il)-piridin-2-il]-hidrazinocarbonil } -heptil)-
formamida.
N-{(R)-2-[N-(7-ter-Butil-1,4-dioxo-1,2,3,4-tetrahidro-pirido[3,4-d] piridazin-5-il)-
hidrazinocarbonil}-heptil }-N-hidroxi-formamida.
N-((R)-2-{N-[4-Etilamino-6(4-metil-[ 1,4]diazepan-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
N<{(R)-2-{N-[4-Etilamino-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-
N-hidroxi-formamida.
N-hidroxi-N- {(R)-2-[N-(6-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil }-formamida.
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N-hidroxi-N-{(R)-2-[N-(4-metil-6-morfolin-4-il-metil-pirimidin-2-il)}- hidrazinocarbonil]- \(7){>
heptil}-formamida.

N-hidroxi-N-{(R)-2-[N-(4-metil-6-morfolin-4-il[ 1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-
formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N-(4,6-dimetil-2-pirimidinil)-hidrazino]-3-oxopropil} -
formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-6-pirrolidin-1-il-metil-pirimidin-2-il}-hidrazinocarbonil]-
heptil}-N-hidroxi-formamida.
N-{(R)-2-[N-(4-Dimetilaminometil-6-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.

N-hidroxi-N-((R)-2- {N-[4-metil-6-(4-metil-piperazin-1-il-metil}-pirimidin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
N-hidroxi-N-{(R)-2-[N~«(5-metil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-((R)-2-{N-[Dimetilamino-(4-metil-[1,4]diazepan-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-6-pirrolidin-1-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-((R)-2-{N-[4-metil-6-)4-pirrolidin-1-il-piperidin-1-il)-[1,3,5]triazin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
N<{(R)-2-{N|(Etil-metil-amino)-metil-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-
formamida.

N-((R)-2-{N-[(4-(4-Etil-piperazin-1-il)-6-metil-[1,3,5]triazin-2-il}-hidrazinocarbonil }-heptil)-N-
hidroxi-formamida.

N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-( {N-[4-(triflucrometil)-pirimidin-2-il]-hidrazino} -carbonil)-
heptil]-formamida.
N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-({N<(5-metil-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil }-
heptil)-formamida.
N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-( {N-(7-metil- 1,2,4-benzotriazin-3-il)-hidrazino]-carbonil }-
heptil)-formamida.
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N-hidroxi-N- {(R)-2-[N<(4-metilamino-6-morfolin-4-il-[1,3,5]-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N~«(R)-2-{N-[4-(4-Etil-piperazin-1-il)}-6-metilamino-[1,3,5]triazin-2-il]-hidrazinocarbonil }-
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N-(4-Etilamino-6-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N<(4,6,7-trimetil-7,8-dihidro-pterin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4,6,7-trimetil-pteridin-2-i1)-hidrazinocarbonil]-heptil} -formamida.
N-hidroxi-N-{(R)-2-[N-(metoximetoximetil-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-
heptil }-formamida.

N-hidroxi-N-((R)-2- {N-[4-metil-6-(1-piperidin-1-il-metanoil)-pirimidin-2-il]-hidrazinocarbonil]-
heptil)-formamida.

ciclopropilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-6-
metil-pirimidine-4-carboxilico.

diisopropilamida del 4cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-6-
metil-pirimidine-4-carboxdlico.

N-{(R)-2-[N-(5-ciano-piridin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-{(R)-2-[N~(4,6-Dietil-[1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-{(R)4-Ciclopentil-2-[N<{4-trifluorometil-pirimidin-2-il)}-hidrazinocarbonil]-butil } -N-hidroxi-
formamida.
N-{(R)-4-Ciclopentil-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-butil }-N-
hidroxi-formamida.

N-{(R)4-Ciclopentil-2-[N-(5-metil-benzo[ 1,2,4]triazin-3-il)}-hidrazinocarbonil]-butil }-N-
hidroxi-formamida.

N-hidroxi-N-((R)-2- {N[6-(4-metil-piperazin-1-ilmetil)-piridin-2-il]-hidrazinocarbonil } -heptil)-
formamida.
N-((R)-2-{N-[5-(4,6-Dimetoxi-pirimidin-2-il}-piridin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-

formamida.

o
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N-{(R)-2-[N-(Dietilamino-metil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil}- N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-(N-{[(2-metoxi-etil}-metil-amino]-metil-[1,3,5]triazin-2-il } -
hidrazinocarbonil)-heptil}-formamida.
N-((R)-2-{N-[4-(2,6-Dimetil-morfolin-4-il)-6-metil-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N-(5-Fluoro-4-metil-6-morfolin-4-il-pirimidin-2-il}-hidrazinocarbonil]-heptil } -N-
hidroxi-formamida.
N-{(R)-2-[N-(4-Etil-6-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida, |
N-{(R)-2-[N-(Btil-metil-amino)-[ 1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil} -N-hidroxi-
formamida.
N-((R)-2-{N-[4-Etil-6-{4-ctil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-((R)-2-{N-[5-Fluoro-4-metil-6-(4-metil-piperazin-1-il)-pirimidin-2-il]-hidrazinocarbonil }-
heptil}-N-hidroxi-formamida.
N-{(R)-2-[N-(Dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-((R)-2-{N-[5-Fluoro-4-metil-6-(4-metil-[ 1 4]diazepan-1-il)-pirimidin-2-il]-
hidrazinocarbonil }-heptil)-N-hidroxi-formamida.
N-{(R)-4-Ciclopentil-2-[N<morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-butil }-
N-hidroxi-formamida.
N-[(R)-2-(N-{Etil-[(2-metoxi-etil}-metil-amino]-[1,3,4]triazin-2-il} -hidrazinocarbonil}-heptil]-N-
hidroxi-formamida.
N-{(R)-2-[N-(Dimetilamino-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N-(Ciclopropilamino-6-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-Ciclohexil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
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N-{(R)-2-Ciclohexil-2-[N-(7-metoxi-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-etil}-N-hidroxi-
formamida.
N-{(R)-2-Ciclohexil-2-[N-(5-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-etil}-N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-pentil } -N-hidroxi-
formamida.
N-{(R)4,4-Dimetil-2-[N-(7-metil-benzo[ 1 ,2,4]triazin-3-il)-hidrazinocarbonil]-pentil }-N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(5-metil-benzo[ 1,2 4 ]triazin-3-il)-hidrazinocarbonil]-pentil} -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N~(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-pentil } -
N-hidroxi-formamida.
N-((R)-2-{N-[Etil(metil-piridin-2-il-amino)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-{(R)-2-[N-(4-Ciclopropilamino-6-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-[N-(5-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-3-(1-metil-
ciclopentil)-propil]-formamida.
N-hidroxi-N-[(R)-2-[N-(7-metoxi-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-3-(1-metil-
ciclopentil)-propil]-formamida.
N-hidroxi-N-{(R)-3-(1-metil-ciclopentil)-2-[N-(4-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-propil }-formamida.
N-hidroxi-N-{(R)-2-[N-(4-isopropil-6-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-
heptil}-formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N<(4-metil-2-pirimidinil)-hidrazino]-3-oxopropil}-
formamida.
N-hidroxi-N-[(2R)-6,6,6-trifluoro-2-({N-[4-(trifluorometil)-pitimidin-2-il]-hidrazino }-carbonil)-
hexil]-formamida.
N-{(R)-2-[N-(5,7-Dimetil-benzo[1,2,4]triazin-3-il)- : hidrazinocarbonil]-heptil }-
N-hidroxi-formamida.
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N-{(R)-2-[N<(3,6-Dimetil-pirazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N~((R)-2-{N-[4~(4-Fxil-piperazine-1-il)-6-isopropil-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.

N-{(R)-2-[N-(4-Dimetilamino-6-isopropil-[1,3,5 ]triazin-2-il)-hidrazinocarbonil]-heptil } -N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(metil-trifluorometil-piridin-2-il)-hidrazinocarbonil }-heptil } -formamida.
2N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptancil} -hidrazino)-6,N,N-trimetil-isonicotinamida.
N-hidroxi-N[(2R)-2<({N-[3-amino-6-(trifluorometil)-piridin-2-il]-hidrazino}-carbonil)-heptil]-
formamida.
N-hidroxi-N-[(R)-2-(N-{4-isopropil-6-[(2-metoxi-etil)-metil-amino]-[1,2,4]triazin-2-il} -
hidrazinocarbonil)-heptil]-formamida.
N-{(R)-3-Ciclopentil-2-[N-(4-etil-6-morfolin-4-il-6-propil-[ 1,3,5]triazin-2-il)-hidrazinocarbonil]-
propil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-morfolin-4-il-6-propil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -
formamida.

N-{(R)-2-{N-[4-(4-Etil-piperazin-1-il}-6-propil-[1,3,5]triazin-2-il]-hidrazinocarbonil }-heptil}-N-
hidroxi-formamida.
N-{(R)-5,5-Dimetil-2-[N(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.

N-{(R)-5,5-Dimetil-2-[N-(7-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil } -N-hidroxi-
formamida.

N-{(R)-5,5-Dimetil-2-[N-(5-metil-benzo[ 1 ,2,4]triazin-3-il)}-hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil } -
N-hidroxi-formamida.
N-{(R)4-Etil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.

N-{(R)-4-Etil-2-[N-(7-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil}-N-hidroxi-

formamida.
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N-{(R)-4-Etil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il-hidrazinocarbonil]-hexil}-N- @
hidroxi-formamida.
N<(R)-3-Ciclopentil-2- {N-[4-etil-6-(4-etil-piperazin-1-il)-{1,3,5]triazin-2-il}-hidrazinocarbonil} -
propil)-N-hidroxi-formamida.
N-((R)-3-Ciclopentil-2-{N-[4-ciclopropilamino-6-etil-[1,3,5]triazin-2-il]-hidrazinocarbonil]-
propil}-N-hidroxi-formamida.
N-{(R)-4-Etil-2-[N<(5-metil-benzo[ 1,2,4]triazin-3-il}-hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-(N-{[(2-metoxi-etil)-metil-amino]-propil-[1,3,5]triazin-2-il} -
hidrazinocarbonil-heptil]-formamida.
N-{(R)-2-[N-(Dimetilamino-propil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(4-Etil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-isopropil-pirimidin-2-il}-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(4-Ciclopropil-6-morfolin-4-il[1,3,5triazin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-hidroxi-N-[(2R)-2-({N-[4-(piridin-2-il}-pirimidin-2-il]-hidrazino} ~carbonil)-heptil]-
formamida.
N«{(R)-2-{N-[4-Ciclopropil-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N<(Ciclopropil-dimetilamino-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida. :
N-((R)-2-{N-[Ciclopropil-(etil-metil-amino)-[ 1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)}-N-
hidroxi-formamida.
N-{(R)-2-[N-(4-Ciclopropil-6-pirrolidin-1-il[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-
hidroxi-formamida.
N-{(R)-2-[N-(4,6-Diciclopropil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-[N-(5-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-3-(2-metil-
ciclopentil)-propil]-formamida.
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N-[(R)-2-[N<{(Dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbnil]-3-(2-metil-ciclopentil)- \
propil]-formamida.

N-hidroxi-N-[(R)-2-[N-(4-trifluorometil-pirimidin-2-il}- hidrazinocarbonil]-3-(2-metil-
ciclopentil)-propilj-formamida.

N-{(R)-2-[N-(5-Etil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N-(7-metil-1,2,4-benzotriazin-3-il)-hidrazino]-3-
oxopropil }-formamida.
N-hidroxi-N-[(2R)-2-(ciclopentilmetil)-3-(N-{4-¢til-6-[etil(metil)amino]-1,3,5-triazin-2-il}-
hidrazino)-3-oxopropil]-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N[4-(dimetilamino)-6-etil-1,3,5-triazin-2-il}-
hidrazino}-3-oxopropil)-formamida.

N-((R)-2- {N-[4-Etil-6-(4-isopropil-piperazin-1-il)-[1,3,5]triazin-2.il}-hidrazinocarbonil }-heptil)-
N-hidroxi-formamida.
N-hidroxi-N-[(2R)-3-[N-(6-cloro-1,2,4-benzotriazin-3-il)-hidrazino}-2-(ciclopentilmetil)-3-
oxopropil]-formamida.
N-{(R)-4,4-Dimetil-2-[N-{(4-trifluorometil-pirimidin-2-il}-hidrazinocarbonil]-hexil } -N-hidroxi-
formamida.

N-{(R)4,4-Dimetil-2-[N-(7-metil-benzo[ 1 ,2,4]triazin-3-il)}-hidrazinocarbonil]-hexil} -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil } -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil } -
N-hidroxi-formamida.

N-hidroxi-N- {(R)-2-[N<(5-fenil-[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N{(4-Etil-6-morfolin-4-il-pirimidin-2-il}-hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.

N-((R)-2-{N-[4-Etil-6-(4-metil-piperazin- 1-il)}-pirimidin-2-il]-hidrazinocarbonil }-heptil)}-N-
hidroxi-formamida.

N-{(R)-2-[N-(5-Etil-4-metil-pirimidin-2-il)-hidrazinocarbonil]-hexil }-N-hidroxi-formamida.
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N-((R)-2-{N-[4-Etil-6-(4-propil-piperazin-1-il)-[ 1,3,5]triazin-2-il]-hidrazinocarbonil} -heptil)-N-
hidroxi-formamida.
N-hidroxi-N-((R)-2- {N-[6-(4-pirimidin-2-il-piperazin-1-il-metil)-piridin-2-il]-
hidrazinocarbonil {-heptil)-formamida.
N-hidroxi-N~((R)-2-{N-[6-(3-[1,2,4]triazol-1-il-metil-[ 1,2,4]triazol-1-il)-piridin-2-il]-
hidrazinocarbonil {-heptil)-formamida.
N-{(R)-3-Biciclo[2.2.1]Pet-7-il-2-[N~(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil } -
N-hidroxi-formamida_
N-{(R)-3-Biciclo[2.2.1]Pet-7-il-2-[N~(morfolin-4-il-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-hexil }-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-piridin-3-il-hidrazinocarbonil)-heptil]-formamida.
Yoduro de 4-{4-Etil-6-[2((2R)-2-{[formil(hidroxi)amino[-metil }-heptanoil)-hidrazino]-1,3,5-
triazin-2-il}-1-metil-1-propilpiperazin-1-io.
N-{(R)-3-Biciclo[2.2.1]hept-7-il-2-[N-(5-metil-benzo[ 1 ,2,4]triazin-3-il)-hidrazinocarbonil]-
hexil}-N-hidroxi-formamida.
N-{(R)-2-[N-(4-Azetidin-1-il-6-etil-[1,3,5]triazin-2-il}-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-Ciclopentil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-etil } -N-hidroxi-
formamida.
N-{(R)-2-Ciclopentil-2-[N-(morfolin-4-il-4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-
etil}-N-hidroxi-formamida.
N-{(R)-2-Ciclopentil-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil]-etil} -N-hidroxi-formamida.
N-{(R)-2-Ciclopentil-2-[N-(dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-etil} -N-
hidroxi-formamida.
N-{(R)-2-Ciclopentil-2-[N~(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-etil}-N-hidroxi-
formamida.
N-{(R)-2-Ciclopentil-2-[N<(5-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-etil}-formamida.

25



10

15

20

25

30

N-hidroxi-N-{(R)-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)}-hidrazinocarbonil]-2-(4-metil- \
ciclohexil)-etil}-formamida.
N-hidroxi-N-{(R)-2<(4-metil-ciclohexil)-2-[N-(4-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-etil }-formamida.
N-hidroxi-N-{(R)-2-(4-metil-ciclohexil)-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-etil}-formamida.
N-hidroxi-N-{(R)-2-(4-metil-ciclohexil)-2-[N-(4-metil-piridin-2-il)}-hidrazinocarbonil]-etil } -
formamida.
N-{(R)-2-[N-(Dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-2-(4-metil-ciclohexil)-
etil}-N-hidroxi-formamida.
N-{(R)-2-[N-(6,7-Dihidro-5H-ciclopentapirimidin-2-il)-hidrazinocarbonil}-heptil } -N-hidroxi-
formamida.
N-((R)-2-[N-[4-Etil-6-((S)-2-hidroximetil-pirrolidin-1-il)-[ 1,3,5]triazin-2-il]-hidrazinocarbonil]-
hetil)-N-hidroxi-formamida.
N-{(R)-2-[N-(Dimetilamino-piridin-3-il-pirimidin-2-il)}-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(Dimetilamino-piridin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-N-(5,6,7,8-tetrahidro-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -
formamida.
N-{(R)-2-[N-(5,6-Dietil-[1,2,4]triazin-3-il)}-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-[5-(4-hidroxi-fenil)-[ 1,2,4]triazin-3-il]-hidrazinocarbonil }-heptil)-
formamida.
N-[(R)-2-(N-{[(2-Dimetilamino-etil)-metil-amino]-etil-[1,3,5]triazin-2-il }-hidrazinocarbonil)-
heptil]-N-hidroxi-formamida.
N-{(R)-2-[N-(2-Dimetilamino-quinazolin-4-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N- {(R)-2-[N-[5-(3-metanosulfonil-4,6-dimetil-piridin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-((R)-2-{N-[4-Etil-6-(3-hidroxi-piperidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil }-heptil)-N-
hidroxi-formamida.
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N-[(R)-2-(N-[4,5]Bipirimidinil-2-il-hidrazinocarbonil)-heptil]-N-hidroxi-formamida. @
N~{(R)-2-{N-[(Ciclopropil-metil-amino)-etil-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
N-((R)-2-{N-[4-Etil-6-((R)-3-hidroxi-pirrolidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil} -
heptil)-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-[3,3]Bipiridinil-5-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-[5-morfolin-4-il-piridin-3-il)-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-{(R)-2-[N-(4-piridin-3-il-pirimidin-2-il)-hidrazinocarbonil]-heptil }-formamida.
N-hidroxi-N-{(R)-2-[N-(5,6,7,8-tetrahidro-quinazolin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-[(R)-2-(N-{[Ciclopropil-1-(1-metil-piperidin-4-il}-amino]-etil-]1,3,5]triazin-2-il} -
hidrazinocarbonil)-heptil]-N-hidroxi-formamida,
N+(R)-2-{N-[4-((R)-3-Dimetilamino-pirrolidin-1-il)-6-¢til-[1,3,5]triazin-2-il]-
hidrazinocarbonil}-heptil)-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-[5-(1 H-pirrol-2-il)-piridin-3-il]-hidrazinocarbonil)-heptil]-formemida.
N-hidroxi-N-[(R)-2-(N-[(4-metil-piperazin-1-il}-trifluorometil-pirimidin-4-il]-hidrazinocarbonil)-
heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-(5-Furan-3-il-piridin-3-il)-hidrazinocarbonil)-heptil]-formamida.
N-{(R)-5,5-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil }-heptil}-N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(7-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil] -heptil}-N-hidroxi-formamida.
N-{(R)-2-Cicloheptil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-eti}} -N-hidroxi-
formamida.
N-{(R)-2-Cicloheptil-2-[N-(4-metil-piridin-2-il)-hidrezinocarbonil}-etil }-N-hidroxi-formamida.
N-{(R)-2-Cicloheptil-2-[N-(dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-etil} -N-
hidroxi-formamida.
N-{(R)-2-Cicloheptil-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-etil } -N-hidroxi-
formamida.
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N-((R)-2-{N-[4-Etil-6-(4-hidroxi-piperidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil }-heptil)-
hidroxi-formamida. n\
N-{(R)-5,5-Dimetil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N<(4-Dimetilamino-quinazolin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-piridin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-((R)-2-{N-[4-(3-hidroximetil-fenil)-pirimidin-2-il}-hidrazinocarbonil } -heptil)-
formamida.
N-hidroxi-N<{(R)-2- {N-[4-(4-hidroximetil-feni!)-pirimidin-2-il]-hidrazinocarbonil } -heptil)-
formamida.
N«{(R)-2-{N-{4-Etil-6-(3-metoxi-piperidin-1-il)}-[1,3,5 ]triazin-2-il]-hidrazinocarbonil} -heptil)-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-{7-metil-benzol[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-efil}-formamida.
N-[(R)-2-{N-[Etil-(etil-metilamino)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -2-)-metil-ciclohexil)-
etil}-N-hidroxi-formamida.
N-[(R)-2-{N-[Etil-(etil-metilamino)-{1,3,5]triazin-2-il]-hidrazinocarbonil } -2-)-metil-ciclohexil)-
etil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(7-metil-benzo[,2,4]triazin-3-il)-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-etil}-formamida.
N-((R)-2-{N-[4-(2,6-Dimetoxi-fenil)-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-
formamida.
N-((R)-2- {N-[4-Etil-6-((R)-3-metoxi-pirrolidin-1-il)-[1,3,5]triazin-2-il}-hidrazinocarbonil }-
heptil)-N-hidroxi-formamida.
N-((R)-2-{N-[4-Etil-6-(4-metoxi-piperidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-(6-pirrolidin-1-il-pirimidin-4-il}-hidrazinocarbonil)-heptil)}-formamida.
N-hidroxi-N-[(R)-2-(N-[6-(4-metil-piperazin-1-il)-pirimidin-4-il])-hidrazinocarbonil)-heptil]-
formamida.
N-{(R)-2-[N-(6-Dimetilamino-pirimidin-4-il)-hidrazinocarbonil}-heptil } -N-hidroxi-formamida.
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N-{(R)-2-[N-(Piridin-4-il-trifluorometil-pirimidin-4-il}-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(Piridin-3-il-trifluorometil-pirimidin-4-il)}-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(2-Etilamino-6-trifluorometil-pirimidin-4-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-hidroxi-N-((R)-2-{N-[5-(4-metoxi-fenil)-[1,2,4]triazin-3-il]-hidrazinocarbonil } -heptil)-
formamida.
N-hidroxi-N-((R)-2-{N-[4-(2,3,4-trimetoxi-fenil)-pirimidin-2-il]-hidrazinocarbonil }-heptil)-
formamida.

N-{(R)4,4-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(7-metil-benzo[,2,4]triazin-3-il)}-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida,
N-{(R)4,4-Dimetil-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N~(6-morfolin-4-il-pirimidin-4-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-[(R)-2-(N-{5-[4-(2-hidroxi-etoxi)-fenil]-[1,2,4]triazin-3-il}-hidrazinocarbonil)-
heptil]-formamida.

N-{(R)-2-[N-(4-Furan-2-il-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-((R)-2- {N-[4-(3,5-Dimetil-isoxazol-4-il}-pirimidin-2-il]-hidrazinocarbonil }-heptil)-N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-1-oxi-piridin-2-il)-hidrazinocarbonil]-heptil }-formamida.

Acido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-6-metil-nicotinico.
N-hidroxi-N-{(R)-2-[N-(3-metoxi-piridin-2-il)}-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(2R)-2-[(N-{4-[4-(metilsulfonil)fenil]-pirimidin-2-il}-hidrazino)-carbonil]-heptil } -
formamida.
N-hidroxi-N-[(2R)-2<({N-[4-(furan-3-il)-pirimidin-2-il]-hidrazino}-carbonil)-heptil]-formamida.

29



10

15

20

25

30

N-[(2R)-2-({N-[4-(2-aminofenil)-pirimidin-2-il}-hidrazino} -carbonil)-heptil]-N-hidroxi-
formamida.
N-hidroxi-N-[(2R)-2-({N-[5<5-metil-1,3,4-oxadiazol-2-il}-4-{trifluorometil)-pirimidin-2-il}-
hidrazino}-carbonil)-heptil]-formamida.
N-hidroxi-N-[(2R)-2-{ciclopentilmetil)-3- {N-[5-(5-metil-1,3,4-oxadiazol-2-il)-4-(trifluorometil(-
pirimidin-2-il]-hidrazino}-3-oxopropil)-formamida.
N-[(2R)-2-({N-[6-(dimetilamino)-2-metil-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-N-hidroxi-
formamida.
N-[(2R)-2~({N-[2-Ciclopropil-6-(dimetilamino)-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-N-
hidroxi-formamida.
N-hidroxi-N-[(2R)-4-(2-tienil)-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-
butil]-formamida.
N-hidroxi-N-[(2R)-2- { [N-(4-metil-pirimidin-2-il}hidrazino]carbonil } -4-(2-tienil)-butil]-
formamida.
N-[(2R)-2-[(N-{4-Etil-6-[etil(metil)amino]-1,3,5-triazin-2-il}-hidrazino)-carbonil]-4-(2-
tienil)butil]-N-hidroxi-formamida.
N-hidroxi-N~((2R)-3-0x0-2-(2-tienilmetil)-3- {N-[4~(trifluorometil)-pirimidin-2-il]-hidrazino}-
propil)-formamida.
N-hidroxi-N-[(2R)-3-[N-(4-metil-pirimidin-2-il)hidrazino]-3-0x0-2-(2-tienilmetil)-propil]-
formamida.
N-[(2R)-3-(N-{4-Etil-6-[etil(metil)amino}-1,3,5-triazin-2-il} hidrazino)-3-ox0-2-(2-tienilmetil)-
propil]-N-hidroxi-formamida.
N-hidroxi-N-[(2R)-2-({N-[2-metil-6<(piridin-2-il)-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-
formamida.
N-hidroxi-N-[(2R)-2-({N-[6-(piridin-2-il-metil)-piridazin-3-il]-hidrazino}-carbonil)-heptil]-
formamida.
N—hidroxi-N—[(2R)—2-({N—'[2-metil-6-(morfolin-4-il)-pirimidin-4-il]-hidmzino}-_carbonil)-heptil]-
formamida.,
N-hidroxi-N-[(2R)-2-({N-[6<(morfolin-4-il)-2-(trifluorometil)-pirimidin-4-il]-hidrazino}-
carbonil)-heptil]-formamida.
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N-hidroxi-N-{(2R)-2-[(N-{4-[metil-(piridin-2-il}-amino]-pirimidin-2-il } -hidrazino)-carbonil]- \
heptil}-formamida.

N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3- {N-[4-ciclopropil-6-(dimetilamino)-1,3,5-triazin-2-il]-
hidrazino}-3-oxopropil)-formamida.

éster ter-butilico del dcido N-Benzo[1,3]dioxol-5-il-metil-hidrazinacarboxilico.
N-[(2R)-2-(N-Benzo[1,3]dioxol-5-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-{(2R)-2-[N-(2,3-Dihidro-[1,4]dioxinof 1,2-b]piridin-7-il-metil)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-{(2R)-2-[N<(4-Dimetilamino-benzil)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N-((R)-2- {N-[2-(5.6,7,8-tetrahidro-[ 1,8]naftiridin-2-il)-etil]-hidrazinocarbonil]-
heptil }-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-(N-quinolin-2-il-metil-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-{(R)-2-[N-(1,2,3,4-tetrahidro-quinolin-2-il-metil)-hidrazinocarbonil]-heptil } -
formamida.

N-hidroxi-N-[(R)-2-(N-quinolin-6-il-metil-hidrazinocarbonil)-heptil]-formamida.
N-[(2R)-2-(N-Benzofuran-2-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-[(2R)-2-(N-Ciclopropilmetil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-{(2R)-2-[N-(6-Fluoro-4H-benzo[ 1,3]dioxin-8-il-metil)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.

N-hidroxi-N-{(R)-2-[N-(4-metoxi-benzil)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N<2-metoxi-benzil)-hidrazinocarbonil]-heptil} -formamida.
N-hidroxi-N-{(R)-2-[N-(tetrahidro-furan-3-il-metil)-hidrazinocarbonil]-heptil } -formamida.
N-[(2R)-2-(N-Furan-3-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-{(2R)-2-[N-(2,3-Dihidro-benzo[1,4]dioxin-6-il-metil)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida. .
N-{(2R)-2-[N<(2,3-Dihidro-benzo[1,4]dioxin-2-il-metil)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

N-hidroxi-N-{(R)-2-[N~(2-fenoxi-etil)-hidrazinocarbonil]-heptil }-formamida.
N-{(2R)-2-[N-((S)-2,3-Dihidroxi-propil)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.

N-hidroxi-N-{(R)-2-[N-(5-metil-isoxazol-3-il-metil)-hidrazinocarbonil}-heptil }-formamida.
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N-((R)-Z-{N-'[l-(l-Benzo[l,3]dioxol-S-il-metanoil)-piperidin-4-il]-hidmzinocarbonil}-hcptil)-N-ﬁ)
hidroxi-formamida.
N-((R)-2-{N-[1-(1-Benzofuran-2-il-metanoil)-piperidin-4-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-{1-[1-(7-metoxi-benzofuran-2-il}-metanoil]-piperidin-4-il } -
hidrazinocarbonil)-heptil]-formamida.
N-{(R)-2-[N-(1-Benzil-piperidin-4-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-[[R)-2-(N-{1-[1-(3,4-Dicloro-fenil)-metanoil]-piperidin-4-il}-hidrazinocarbonil)-heptil]-N-
hidroxi-formamida.
N-[(R)-2«N-{1-[1-(2,3-Dicloro-fenil)-metanoil]-piperidin-4-il} -hidrazinocarbonil)-heptil}-N-
hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-{1-[1-(4-metil-piperazin-1-il)}-metanoil]-pentil}-hidrazinocarbonil)-
heptil]-formamida.
N-[(R)-2-(N-Benzil-hidrazinocarbonil)}-heptil]-N-hidroxi-formamida.
SECUENCIA SINTETICA GENERAL

Los compuestos y procedimientos de la presente invencién se entenderin mejor en
conexién con los siguientes esquemas sintéticos, que son meramente ilustrativos de los métodos
mediante los cuales se pueden preparar los compuestos de la invencién y no pretenden limitar el
alcance de la invencidn como se define en las reivindicaciones anexas.

La presente invencién proporciona compuestos de Férmula (1) que se pueden preparar a
partir del intr.rmeciio racémico comiin (B), o de los intermedios quirales comunes (17) y (25).

LI

Y, ©
R

(1) Y=0,CHyounenlace
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Como se muestra en el Esquema 1, el intermedio (8) se puede preparar haciendo reaccionar
malonato de dialquilo monosustituido (2) con una base, tal como hidréxido potdsico, en un
solvente apropiado, tal como etanol/agua, para proporcionar el mono-écido (3). El acoplamiento
de (3) con O-bencilhidroxilamina o O-(tetrahidro-2H-piran-2-il)hidroxilamina en presencia de un
reactivo de acoplamiento, tal como hidrocloruro de 1-[3-(dimetilamino)propil]-3-etilcarbodiimida
(EDCI), y una base, tal como 4-dimetilaminopiridina (DMAP), en un solvente apropiado, tal como
diclorometano, proporciona la amida (4), donde P es bencilo o tetrahidro-2H-piran-2-ilo. La
reduccién de la funcién éster del compuesto (4) con un agente reductor, tal como borohidruro de
litio, en un solvente apropiado, tal como tetrahidrofurano, a temperatura ambiente suministra el
alcohol (5). El tratamiento del alcohol (5) en condiciones de Mitsunobu proporciona la lactama
(6). Se puede conseguir la misma transformacién tratando (5) con trifenilfosfina, tetracloruro de
carbono y una base, tal como trietilamina, para obtener (6). La hidrélisis de la lactama (6)
empleando, por ejemplo, hidréxido de litio en una mezcla de solventes apropiada, tal como THF-
H,0-MeOH, da el 4cido (7). La formilacién del grupo amina de (7) se consigue empleando dcido
férmico y anhidrido acético en un solvente, tal como diclorometano, para proporcionar el
compuesto formilado (8).

Cualquier racemato se puede resolver en el nivel de cualquier intermedio durante la sfntesis
o en el nivel del producto final empleando, por ejemplo, un método de cromatografia quiral, para
proporcionar el compuesto (8) en cualquiera de sus dos formas enantiémeras.

De manera alternativa, un enantiémero del intermedio (8), tal como (18) en el Esquema 2
6 (27) en el Esquema 3, se puede preparar haciendo reaccionar un cloruro de dcido apropiado (9)
con un agente quiral, tal como la oxazolidinona quiral de Evans, en presencia de una base, tal
como n-butil-litio, para proporcionar el intermedio quiral (10) del Esquema 2 6 (19) del Esquema

33



10

15

20

25

30

3. El ratamiento del compuesto (10) o (19) con una base, tal como diisopropiletilamina, en Yg
presencia de un agente quelante, tal como tetracloruro de titanio, en un solvente, tal como
tetrahidrofurano, seguido por la adicién de un electréfilo, tal como cloruro de benciloximetilo,
proporciona cualquiera de los dos compuestos quirales (11) o (20), dependiendo de la seleccién
del auxiliar quiral. La conversién del compuesto (11) o (20) en el correspondiente hidroxidcido
(14) o (23) se puede lograr mediante una secuencia que comprende la escisién oxidativa de la
oxazolidinona quiral, empleando, por ejemplo H7O e hidréxido de litio, a los respectivos
intermedios (12) o (21), seguida por hidrogenolisis, para proporcionar los intermedios (13) o
(21), respectivamente. Los compuestos (10) o (19) también se pueden convertir a intermedios
(14) o (23), respectivamente, en un procedimiento de dos pasos. Para esta transformacion, (19 o
(19) se pueden tratar con una base, tal como diisopropiletilamina, en presencia de un agente
quelante, tal como tetracloruro de titanio, en un solvente tal como tetrahidrofurano, seguido por la
adicién de trioxano o cualquier otro formaldehido equivalente para proporcionar los compuestos
(13) o (22), los cuales después son sometidos a escisién oxidativa de la oxazolidinona quiral,
utilizando, por ejemplo H202 e hidroxido de litio, a los respectivos dcidos (14) o (23),
respectivamente.

El acoplamiento del dcido (14) o (23) con benziloxiamina o O-(tetrahidro-2H-piran-2-
il)hidroxilamina en presencia de agentes acopladores, tal como EDCI-DMAP, proporciona las
amidas (15) o (24), respectivamente. Estas pueden ser ciclizadas a las azetidin-2-onas (16) o (25)
utilizando las condiciones de Mitsunobu o una combinacion de trifenilfosfina-carbono
tetracloruro-trietilamina. La hidrdlisis de la acetidin-2-ona (16) o (25), utilizando por ejemplo
hidroxido de litio, en un solvente apropiado, proporciona el correspondiente dcido (17) o (26),
respectivamente. La conversién del compuesto (17) o (26) al écido carboxilico (18) o (27) se
puede lograr utilizando un agente de formilacién apropiado, tal como écido férmico/anhidrido
acético o formato de metilo, en reactivos puros o en un solvente apropiado, tal como

diclorometano.
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{24), P=THP, Bn (!S).n-'mr Bn {28). P=THP, Bn {20, PeTHP, B0

Como se muestra en el Esquema 4, el compuesto (8) se puede acoplar a CBZNHNH2
utilizando condiciones tales como DMAP-EDCI o EDCI-HOAt-NMM, y debencilar para generar
el compuesto (28). La reacci6én de (28) con el haluro o trifluorometil R1X proporciona (1) donde
R2 es H. De manera simiiar, los compuestos (18) y (27) se pueden someter al mismo
procedimiento para proporcionar, respectivamente, (31) donde R2 es H y (32) donde R2 es H.

Esquema 4
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Alternativamente, como se muestra en el esquema 5, el compuesto (28) se puede someter
a una alquilacién reductiva con la cetona R1C(Q)R2 utilizando como reductor, cianoborohidruro

+ 86dico, para proporcionar el compuesto (1). Si en cambio se utiliza el aldehido RIC(O)H en la

alquilacién reductiva, se forma el compuesto (1) donde R2 es H. De manera similar, e}
compuesto (29) se puede someter & alquilacién reductiva con la cetona R1C(O)R2 para
proporcionar ¢l compuesto (31), o con el aldehido R1C(O)H para proporcionar el compuesto (31)
donde R2 es H. De manera similar, el compuesto (30) se puede someter a alquilacién reductiva
con la cetona R1C(O)R2 para proporcionar el compuesto (32), o con el aldehido R1C{O)H para
proporcionar el compuesto (32) donde R2 es H.

Esquema 5
RGO, B ﬁﬂtﬂ)ﬂ
N ———— ——— (1), R2=H
)
R,C{OIR, R,GIOM
S el S
= R,COH
RCIOR,
- — —_— ) R2=H
0
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Alternativamente, como se muestra en el esquema 6, la hidracina monoprotegida
GINHNH2 (33), donde G1 es benziloxicarbonilo o tert-butoxicarbonilo, se puede hacer
reaccionar con anhidrido ftilico para proporcionar e] intermedio (34). El intermedio (34) se
puede acoplar al alcohol R10H bajo las condiciones de Mitsunobu para proporcionar (35), el cual
ante hidrazinolisis origina hidrazina (36). El acoplamiento de (36) al dcido (8) utilizando
condiciones tales como DMAP/EDC] o EDCI/HOAt/NMM proporciona (37). (37) se puede
desproteger completamente en un paso utilizando hidrogenolisis cuando G1 es benciloxicarbonilo
y P es bencilo, en un paso que utiliza condiciones acidas cuando G1 es tert-butoxicarbonilo y P es
O-(tetrahidro-2H-piran-2-ilo), o en dos pasos (mediante tratamiento &cido e hidrogenolisis)
cuando G1 es benciloxicarbonilo y P es O-(tetrahidro-2H-piran-2-ilo), o G1 es tert-
butoxicarbonilo y P es bencilo. En todos los tres casos, se forma el compuesto (1) donde R2 es H.
De manera similar, los compuestos (18) y (27) se pueden someter al mismo procedimiento,
respectivamente, (31) donde R2 es H o (32) donde R2 es H.

Esquems 6
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Como se muestra en el Esquema 7, el acoplamiento del Acido (8) con la hidrazina
R1R2NNH2 (4=), utilizando condiciones tales como DMAP-EDCI o EDCI-HOAt-NMM,
proporciona la hidrazida (41). La desproteccion final (hidrogenolisis que utiliza un catalizador,
tal como Pd/C al 10%, en un solvente apropiado, tal como etanol, en el caso que P es Bn;
tratamiento con agua-dcido acético al 80% a temperatura ambiente o & 40 °C en el caso que P es
THP) proporciona el compuesto deseado (1). De manera similar, el acoplamiento del dcido quiral
(18) o (27) con la hidracina (40) proporciona la correspondiente hidrazida (42) o (43). La

HrFWC(Gi-CBZu:IFh!n).w
TFA, GHCY, (G1=80C and P=THP), or
* TFA, CHCY: M, PU/C (G 180G and
P=fin, or Q1=CEZ and PuTHP)
—e= (1), R2=H

Hy. PA/C (@1=CBZ and PeBn), or

TFA, CH,C1, (G 1=B0C and P=THP), or

TFA, CHOl:; Hy, PA/C (G1=BOC and

P=8n, or Q1=CBZand P=THP) P

Hy, PU/C (@1=CBZ and PuBin), or
TFA, GH,Cl, (Q1=BOC and PeTHP), or
TFA, CHyCly; H,, PA/C (Q1=B0C and
Pein, r @1=CBZ and PaTHP)

—.-F).FE-H

desproteccién final proporciona el compuesto final deseado (31) o (32).
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Las hidrazinas con estructura general RIR2ZNNH2 (40) se pueden adquirir en fuentes
comerciales disponibles o se pueden preparar segiin los métodos en la literatura por aquellos con
experiencia en el estado de la técnica. Los siguientes ejemplos de estructuras especificas de la
hidrazina (40) y los métodos sintéticos utilizados para generarlas son meramente ilustrativos y no
se deben interpretar como una limitacion al alcance de la presente invencién.

Las hidrazinas (40) donde R2 es alquilo o hidrégeno, y R1 tiene la estructura general (44)
se pueden preparar a partir de precursores apropiados como se muestra en el Esquema 8, 9y 10.

am- N*’l =R1
ean-:l»”
Gm)"'m
44

“44)

Como se muestra en el Esquema 8, la hidracina (40) donde R1 ¢s (44) se puede preparar a
partir del precursor (45) mediante tratamiento con una hidrazina apropiada, tal como monohidrato
de hidrazina, en un solvente apropiado, tal como metanol. Alternativamente, como se muestra en
el Esquema 9, la hidrazina (40) donde R1 es (44) se puede preparar a partir del precursor (46)
mediante la oxidacion a la sulfona via tratamiento con un oxidante apropiado tal como écido
meta-cloroperbenzoico (m-CPBA) en un solvente apropiado tal como cloruro de metileno, El
tratamiento adicional con una hidrazina apropiada, tal como monohidrato de hidrazina, en un
solvente apropiado, tal como metanol, luego proporciona el producto deseado (40) donde R1 es
(44). Alternativamente, como se muestra en el esquema 10, la hidrazina (40) donde R1=(44) se
puede preparar a partir de (47) a través de tratamiento con nitrato sédico en un solvente
apropiado tal como 4cido sulfiirico acuoso para proporcionar (48). Luego el compuesto (48) es
tratado con un reactivo de.ha]ogenacién tal como oxicloruro de fésforo a reflujo seguido por
tratamiento con una hidrazina apropiada, tal como monohidrato de hidrazina, en un solvente
apropiado, tal como metanol, para proporcionar el intermedio (40) donde R1 es (44). Los
compuestos (45), (46), (47) y (48) estin disponibles en fuentes comerciales, o se pueden preparar
mediante métodos en la literatura por aquellos con experiencin en ¢l estado de la técnica
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Esquema 8

%4 | N R2:NHNH,
MeOH

40

(Pirimidinas, Brown, D.J. en “La Quimica de los Compuestos Heterociclicos” vol. 52, Taylor,
e.C., ed.; Wiley; New York, 1994).

LN
™

GS--L.

. m’l'l
(40); Rim{44)

(40); Riw={44)

1) POCY, or POBr, L f2
reflux

—
a"

—————

NerMene,
2) R2-NHNH, qu-L,Jr\EN
MeOH iy

{40); Rim={44)

Las hidracinas (40) donde R2 es hidrogeno, y R1 tiene la estructura general (49), se
pueden preparar a partir de los precursores apropiados mostrados en los Esquemas 11 y 12.
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(49) G14, G15 = H, Alquilo, Arilo, Heteroarilo, Heterociclico

Como se muestra en el Esquema 11, 1a 4,6-dicloropirimidina (50) se puede hacer
reaccionar con tert-butilcarbazato en presencia de una base, tal como diisopropiletilamina, a
100°C en un solvente apropiado tal como etanol para proporcionar el compuesto (51). La amina
G14GI15NH se puede hacer reaccionar con (51) para proporcionar el compuesto (52), el cual se
puede desproteger bajo condiciones acidas, tal como écido trifluoroacético en diclorometano,
para proporcionar el compuesto (40), donde R2 es hidrégeno y R1 es (49).

N base, 100°C BIOH, 120°C
(s0) (59)
— m_,E"UL"j\o,Q Do eu’z e
- (40% Riu{4g) ond A2=H
Esquema 11

Alternativamente, como se muestra en el Esquema 12, la 4,6-dicloropirimidina (50) se
puede hacer reaccionar con un equivalente de amina G14G15NH en presencia de una base, tal
como trietilamina o diisopropiletilamina, para proporconar el compuesto (53), el cual se puede
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tratar con hidrazina en exceso para proporcionar el compuesto (40), donde R2 es hidrégeno y R1

es (49).
5 K\{r a)t@:
BOH, 1::-0
' {40y, R2=H e R1={49)
(50)
Esquema 12
10 Las hidracinas (40) donde R2 es hidrégeno, y R1 tiene la estructura general (54) se puede

preparar a partir de un precursor apropiado tal como (55), mediante el tratamiento con hidrazina
’ anhidra en un solvente apropiado tal come etanol, como se muestra en el Esquema 13.

. G1|Y;:'
15 « N e,,
G"

(54)G16, G17, G18 = H, Alquilo, Arilo

20

el

25 (40); R2=H ni Riw{E4)

uema 13
Las hidracinas (40) donde R2 es hidrégeno y R1 tiene 1a estructura general (56) se pueden
30 preparar a partir de un precursor apropiado mostrado en el Esquema 14.
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5 ) (56) G19, G20 = H, Alquilo, Arilo
Como se muestra en el Esquema 14, 4-cloro-2-metilsulfanil-6-trifluorometil-pirimidina

(57) se puede tratar con carbazato de tert-butilo a 100°C en un solvente apropiado, tal como
etanol, para proporcionar el intermedio (58). El tratamiento-de (58) con un oxidante, tal como
dcido meta-cloro perbenzoico, produce (59), el cual al tratar con la amina G19G20NH en un

10  solvente apropiado tal como metanol o etanol proporciona (60). La desproteccién bajo
condiciones acidas, tal como écido trifluoroacético en diclorometano, proporciona (40), donde R2

_r. es hidrégeno y R1 es (56).

15 . . -
0y B S W
tert-bulyl carbarate Aﬁl - ’\Q)L
CF, o 3
&7 8 )
20 " o S o s,
————— e e
3 GFI
(o (40); F2=H e F1={58)
25
Esquema 14

Las hidracinas (40 donde R2 es hidrégeno y R1 tiene la estructura general (61) se pueden
preparar siguiendo los procedimientos presentados en el Esquema 15 (Pauldler, W. J. Het. Chem.
767-771, 1970; Licber, E., J. Org. Chem. 17, 518-522, 1952; Chem. Abstr. 87, 68431, 1977,

30  Taylor, e. C., J. Org. Chem. 52, 4287-42992, 1987).
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(61) G21, G22 = H, alquilo, arilo, heteroarilo
5 Como se muestra en el Esquema 15, el compuesto (62) puede reaccionar con (63)
presencia de una base suave, tal como bicarbonato de sodio acuoso, para proporcionar (64). El
tratamniento de (64) con hidrazina bajo condiciones de microondas proporciona (40) donde R2 es
H y R1 es (61). Alternativamente, (62) se puede hacer reaccionar con (65) para proporcionar
(67), el cual al tratar con oxicloruro fosforoso forma (68). El tratamiento de (68) con hidrazina
10  proporciona (40) donde R2 es H y R1 es (61). Alternativamente, el oxoédcido (69) s¢ puede

condensar con (63) para formar (70), el cual se puede convertir en (71) mediante reaccién con

. cloruro de oxalilo o oxicloruro fosforoso. El acoplamiento de (71) con acido borénico

~ G22B(OH)2 bajo condiciones estindares de Suzuki proporciona (72), el cual se puede hacer
reaccionar con hidrazina para proporcionar (40) donde R2 es Hy Rl es (61) y G22 es alquilo,

15 + heteroarilo solamente.
H.
"
J\ran.l_ " n‘""' -ll N NH-NH. 'I h"r

(40) R2oH and Ri={81)

jﬁre"*mi o, — J["YH

20
(85) (40); R2=H and R1w{81)
cl .
e..i.rm Low, —= 0 o Y L
0 WA e NN Gy N
©2) (e8) (e7n) {e8)
25 0.
NHNH, °-;("~r NH,
e N
(40); R2=H and Ri={81)
~ u 8., or 8.,
o oo —= O e, Sy
o N W ts
30 &
(08) ) (70) n)
0228{0H), Y o, G-I"!:n‘m.
Pd(0) Gy N @y N’
)



Las hidracinas (40) donde R2 es hidrégeno y R1 tiene la estructura general (73) se pueden
preparar siguiendo los procedimientos descritos en el Esquema 16.

=
Gyi” \’INI =R
Y

6™ G
(73) G23, G24, G25, G26 = H, alquilo, arilo, heteroarilo,heterociclico

Como se muestra en el Esquema 16, el cloruro ciantirico (74) se puede tratar con un
10  equivalente de amina (75) bajo condiciones suaves, tales como 0°C en acetona en presencia de
carbonato potdsico acuoso, para proporcionar (76). El tratamiento de (76) con amina (77) bajo
Q condiciones tales como 25°C en acetona en presencia de carbonato potésico proporciona (78). El
- desplazamiento del cloruro restante en (78) con hidrazina proporciona (40) donde R2 es H y R1

es (73).
15
c a o a
\,']’::,': + 0-’”‘9. 29 KGO, T:;qr + a_,ﬂ.a_ 83,400,
o o
n
20 @
/N -
ML e
el’N‘G. G-’IG-
(%) (40); R2=H and R1={73)
25
Esquema 16

Las hidrazinas (40) donde R2 es hidrégeno y R1 tiene la estructura general (79) se pueden
30 preparar siguiendo los procedimientos descritos en el Esquema 17 (Menicagli, R., Tetrahedron,

56, 9705-9711; 2000).
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5 (79) G235, G26 = H, alquilo, arilo, heteroarilo, heterociclico; G27 = alquilo, heterociclico
Como se muestra en el Esquema 17, el cloruro ciantirico (74) se puede hacer reaccionar
con el compuesto de Grignard (80) para formar (81), el cual al tratar con la amina (77)
proporciona el monocloruro (82). La hidrazinolisis de (82) proporciona (40) donde R2 es H y R1

es (73).
10
0\{;‘,@ a27MgX G\Ewa “-’S:I’N*I;a
- a D Gl G-’H‘e. — JI,N
Qg
74 (a1 o ®2)
15 .
e B‘,E:ﬂ,uﬁ,um
.1"
(40); R2=H and R1=(73)
20
Esquema 17

Las hidracinas (40) donde R2 es hidrégeno y Rl tiene la estructura general (83) se pueden
> preparar siguiendo los procedimientos descritos en el Esquema 18 (Kobe, J., Monatsh. Chem.
. 101, 724-35, 1970; Janietz, D. y Bauer, M., Sintesis 33-34, 1993).

25
G -
.\NWN’I =R1
T
ay
30 (83) G28 = arilo, heteroarilo; G29= alquilo, arilo, heteroarilo, heteroarilo, heterociclico,
' NG30G31;
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G30, G31 = arilo, heteroarilo, heterociclico (\)

Como se muestra en el Esquema 18, el compuesto (84) se puede acoplar a écido borénico
G28B(OH)2 o equivalente bajo los protocolos de acoplamiento de Suzuki para proporcionar (85),
el cual ante hidrazinolisis produce (40) donde R2 es H y R1 es (83).

N e
N G28B(OH), NN _ N _
(84) (85) (40); R2«H and R1u{8Y)

Esquems 18
Las hidracinas (40) donde R2 es hidrégeno y R1 tiene la estructura general (86) se pueden
preparar siguiendo los procedimientos descritos en el Esquema 19.

Y
N

A

(86) G30, G31 = alquilo, heterociclico

Como se muestra en ¢l Esquema 19, la reaccién secuencial de cloruro ciantrico (74) con
compuestos Grignard G30MgX y G31MgX en un solvente tal como benceno proporciona
monocloruro (87), el cual se puede tratar con hidrazina para proporcionar (40) donde R2=H y
R1=(86).

“Yc' QMK  QIMEX Gy, u,rcl NHH, a,, N.YH‘
(74 &n " (40K Ra-Hand Rie(se)

Esquema 19
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Las hidracinas (40) donde R2 es hidrogen y R1 tiene la estructura general (88) se pueden
preparar siguiendo los procedimientos descritos en el Esquema 20.

-e-\NJl::'I: =R

5 d, 9
(88) G32= alquilo, arilo, heteroarilo, heterociclico;
G33 = hidrégeno, alquilo, arilo, heteroarilo, heterociclico; G34 = alquilo

éomo se muestra en el Esquema 20, (89) se puede reducir a (90) utilizando las
10  condiciones de reduccion tales como hierro y dcido acético. El tratamiento secuencial de (90) con
agentes de alquilacién G32X y G33X (donde X es haluro o trifluorometilsulfonato) proporciona
(91). Alternativamente, el tratamiento de (90) con un equivalente de G32X proporciona )1) donde
. G313 es H. La oxidacion de (91) al carrespondiente sulfoxido o sulfona utilizando un oxidante tal
como 4cido meta-cloro perbenzoico, y tratamiento subsecuente con hidrazina proporciona (40)
15+ donde R2es H y R1 es (88).

20

. Esquema 20
. Las hidrazinas (40) donde R2 es hidrégeno y Rl tiene la estructura general (92) se pueden
25 preparar siguiendo los procedimientos descritos en el Esquema 21 (Wolf, f. J. J. Am. Chem. Soc.
76, 3551-3553, 1954; Hay, M, J. Med. Chem. 46, 169-182- 2003) y el Esquema 22 (Ley, K.
Angew. Int. Ed. 11, 1009-1010, 1972). .

&I{E" -1

(92) G35 = alquilo, arilo, heteroarilo, heterociclico, alcoxilo, halogeno, amino; m,q = 0.1
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Como se muestra en el Esquema 21, (93) se puede hacer reaccionar con cianamida en
presencia de una base tal como hidroxido sédico acuoso para proporcionar (95).
Alternativamente, el tratamiento de (94) con guanidina y una base tal como ter-butoxido potdsico,
seguido por acidificacién, proporciona (95) también. La reaccién de (95) con nitrito sédico en
solucién acida proporciona (96). La conversién de (96) al cloruro respectivo (97) se puede lograr
por ejemplo con oxicloruro fosforoso. La hidrazinolisis de (97) proporciona (40) donder2esH y
R1 es (92) y M=0 y ¢=1; el N-oxido en esta molécula se puede reducir mediante midrogenolisis
en la presencia de Pd sobre carbono y la hidrazina resultante luego puede ser acoplada a dcido
(8), (18) 0 (27). Alternativamente, la hidrazina 1-N-oxido de benzotriazina sepuede acoplar a los
dcidos (8), (18) o (27), y los compuestos resultantes luego se pueden someter a hidrogenolisis en
presencia de Pd sobre carbono con el objeto de reducir el grupo N-oxido.

S

* @
l1.gmrldn,lcnlau
2, HOl

LU+ EI"I'“‘ 5% w1490,
ay NO, ay NT" NaNOy

(@3) (ns)o H
cl |
o, m NHAH i
ay ay 0y
(a)

1
O
) (40); Ra=H and R1=(22)

Esquema 21
Alternativamente, como se muestra en el Esquema 22, (98) se puede hacer reaccionar con

cianamida de disodio en un solvente tal como una mezcla de metanol y agua para proporcionar

(99), el cual tautomeriza a (100) en presencia de écido. El tratamiento de (100) con nitrito sédico
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en medios acldicos proporciona (101). La reaccién de (101) con oxicloruro fosforoso, seguido
por hidrazinolisis, proporciona (40), donde R2 es H y R1 es (92) y m=g=1; los grupos N-oxido en
esta molécula se pueden reducir mediante hidrogenolisis en presencia de Pd sobre carbono y la
hidrazina resultante luego se puede acoplar a dcido (8), (18) o (27). Alternativamente, la
hidrazina 1,4-bis-N-oxido-de benzotriazina se puede acoplar a dcido (8), (18) 0 (27), y el
compuesto resultante se puede reducir mediante hidrogenolisis en presencia de Pd sobre carbono.

fo N p— a_;;(;’"}m .

(e8)

S El"" /O[*** S G,Qrtnr"“'

Q
(100) (101) (40); R2=H and R1={g2)
Esquema 22
EJEMPLOS SINTETICOS

La invenci6n se describird shora haciendo referencia a los siguientes ejemplos que son
meramente ilustrativos y no han de interpretarse como una limitacién del alcance de la presente
invencion.

Tal y como se emplean en este documento los simbolos y convenciones empleados en estos
procedimientos, esquemas y ejemplos son consistentes con los empleados en la bibliografia
cientifica contemporéinea, por ejemplo, el Journal of the American Chemical Society o el Journal
of Biological Chemistry. Para designar Jos residuos de aminoécidos se emplean generalmente las

abreviaturas estdndar de una o tres letras, que se asume que estin en configuracion L a no ser que
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se indique lo contrario. A menos que se indique lo contrario, todos los materiales de inicio se

obtuvieron de proveedores comerciales y se emplearon sin purificacion adicional.

Hz (hertz);

Tr (tiempo de retencién);

MeOH (metanol);

EtOH (etanol);

TFA (4cido trifluoroacético);

DMSO (dimetilsulféxido);

DCM (diclorometano);

CDI (1,1-carbonildiimidazol);

HOSu (N-hidroxisuccinimida);

HOBT (1-hidroxibenzotriazol);
mCPBA (dcido meta-cloroperbenzoico);
DCC (diciclohexilcarbodiimida);

NMM (N-metil morfolina);

DMAP (4-dimetilaminopiridina);

TBAF (fluoruro de tetra-n-butilamonio),

TLC (cromatografia de capa fina);
RP (fase inversa);
i-PrOH (isopropanol);

TEA (trietilamina);
THF (tetrahidrofurano);
AcOEt 6 EtOAc (acetato de etilo);
DMF (N ,N-dimetilformamida),
HOACc (dcido acético);
Ac (acetilo);
BOC (tert-butiloxicarbonilo);
FMOC (9-fluorenilmetoxicarbonil);
CBZ (benciloxicarbonilo);
HOAt (1-hidroxi-7-azabenzotriazol);
Bn (bencilo);
THB (tetrahidro-2H

HPLC (cromatografia liquida de alta presién);

BOP (cloruro bis(2-oxo-3-oxazolidinil)fosfinico);

EDCI (hidrocloruro de 1-etil-3-[3-dimetilaminopropil]carbodiimida);

HBTU (hexafluorofosfato de O-Benzotriazol-1-il-N,N,N°,N’- tetrametiluronio).

Todas las referencias que se hacen a éter quieren decir éter dietflico; salmuera se refiere a
una solucidn acuosa saturada de NaCl. A menos que se indique lo contrario, todas las temperaturas
se expresan en °C (grados centigrados). Todas las reacciones se llevan a cabo en atmésfera inerte a
temperatura ambiente 8 menos que se indique lo contrario, y todos los solventes son de la mayor

pureza disponible.a menos que se indique lo contrario.

Los espectros de RMN 'H (més adelante también "RMN") se registraron en un Varian
VXR-300, un Varian Unity-300, un instrumento Varian Unity-400, un Brucker AVANCE-400, un
General Electric QE-300 o un espectrémetro Bruker AM 400. Los desplazamientos quimicos se
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expresan en partes por millén (ppm, unidades 5). Las unidades de las constantes de acoplamiento
son hertz (Hz). Los patrones de desdoblamiento describen multiplicidades aparentes que se
designan como s (singlete), d (doblete), t (triplete), q (cuartete), quint (quintete), m (multiplete), br
(ancho).

Los espectros de masas se hicieron en un sistema de acceso libre LC-MS empleando
ionizacién por electropulverizacién. Condiciones LC: 4,5% a 90% de CH;CN (0,02% TFA) en
3,2 min con 0,4 min de retencién y 1,4 min de re-equilibracién; deteccién mediante MS, UV a
214 nm, y un detector de dispersion de luz (ELS). Columna: Aquasil (C18) de 1 X 40 mm.

Para hplc preparativa (prep); ca 50 mg de los productos finales se inyectaron en 500 pl,
de DMSO en una columna de 50 X 20 mm I. D. YMC CombiPrep ODS-A a 20 ml/min con un
gradiente 10 min de 10% de CH3CN (0.1% TFA) a 90% de CH3CN (0.1% TFA) en H,O (0.1%
TFA) y una retencién de 2 min. La cromatografia de desarrollo rdpido se desarrollé sobre Merck
Silica gel 60 (malla 230 - 400).

Los espectros de infrarrojo (IR) se obtuvieron en un espectrémetro Nicolet 510 FT-IR
empleando una célula de NaCl de 1-mm. La mayoria de las reacciones se vigilaron mediante
cromatografia de capa fina en placas de gel de silice de E. Merck de 0,25 mm (60F-254),
visualizadas con luz UV, en écido etanélico fosfornolfbdico al 5% o solucién de p-anisaldehido.

Los siguientes esquemas sintéticos son meramente ilustrativos de los métodos mediante
los que se pueden preparar los compuestos de la invencién y no pretenden limitar el alcance de la
invencién como se define en las reivindicaciones anexas.

Los compuestos descritos en los ejemplos 2 a 353 se prepararon siguiendo los
procedimientos generales descritos en el ejemplo 1. Los compuestos descritos en los ejemplos

355 a se prepararon siguiendo los procedimientos generales descritos en el ejemplo 354,

Preparacién 1
(4S)-Bencil-3-heptanoil-oxazolidin-2-ona.
A una solucién de (S)-(-)-4-bencil-2-oxazolidinona (3,3 g, 18,6 mmol) en THF (50 ml) a -78 °C se
agreg6é por goteo n-BuLi (7,4 ml, solucién en hexano 2,5M, 18.6 mmol). Después de agitar
durante 30 min a la misma temperatura, la mezcla de reaccién se traté con cloruro de heptanoflo
(2,76 g, 18,6 mmol). La mezcla de reaccién se agité y se dejo calentar hasta 10 °C durante 5 h, y se
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A

detuvo la reaccién con solucién acuosa saturada de NH,CI (100 ml). La capa acuosa se extrajo con
EtOAc (100 ml x 2). Las capas orgénicas combinadas se lavaron con salmuera, y se secaron sobre
MgSO;. La eliminacién del solvente a presién reducida proporcioné 4,63 g (86%) del compuesto
del titulo. RMN 1H (400 MHz, CDCl3) 8 7,37-7,22 (m, 5H), 4,69 (m, 1H), 4,19 (m, 2H), 3,31 (dd,
J = 13,4; 3,3 Hz, 1H), 2,95 (m, 2H), 2,79 (dd, J = 13,4; 9,7 Hz, 1H), 1,71 (m, 2H), 1,42-1,32 (m,
6H), 0,92 (t, J = 6,8 Hz, 3H). MH+ 290.

Preparacion 2
(4S)-Bencil-3-[(2R)-benciloximetilheptanoil]oxazolidin-2-ona.
A una solucién de (S)-4-bencil-3-heptanoiloxazolidin-2-ona (4,63 g, 16,02 mmol) y cloruro de
titanio (IV) (1,9 ml, 16,82 mmol) en diclorometano (55 ml) a 0 °C se agreg6 por goteo
diisopropiletilamina (3,1 ml, 17,62 mmol). Después de agitar a 0 °C durante 1 hora, el enolato de
titanio resultante se hizo reaccionar con éter bencilclorometilico (TCI-America, 4,9 ml, 32,04
mmol) a 0 °C durante 6 h. La mezcla de reaccién se inactivé con agua (100 ml). La capa orgénica
se extrajo con diclorometano (100 ml x 2). Los extractos orgénicos se lavaron con salmuera, y se
secaron sobre MgSO;. Después de eliminar el solvente a presién reducida, la purificacién
mediante cromatografia de columna de desarrollo répido empleando un sistema de elucién
hexano/EtOAc (5:1), proporcioné 4,39 g (67%) del compuesto del titulo. RMN 1H (400 MHz,
CDCl3) & 7,38-7,21 (m, 10H), 4,74 (m, 1H), 4,57 (m, 2H), 4,28-4,13 (m, 3H), 3,82 (1, ] = 8,7 Hz,
1H), 3,68 (dd, J =9,0; 4,9 Hz, 1H), 3,25 (dd, J = 13,5; 3,1 Hz, 1H), 2,71 (dd, J = 13,5; 9,3 Hz, 1H),
1,74 (m, 1H), 1,54 (m, 1H), 1,31-1,28 (m, 6H), 0,89 (t, ] = 6,7 Hz, 3H). MH+ 410.

Preparacién 3
Acido (3R)-benciloxi-2-pentilpropiénico.
Una solucidén 0,05 M de (S)-4-bencil-3-[(R)-2-benciloximetilheptanoilJoxazolidin-2-ona (2,0 g,
4,89 mmol) en una mezcla 3:1 de THF y H;O se traté con H;0, al 30% (4,5 ml, 39,12 mmol), y
seguidamente con LiOH (0,48 g, 9,78 mmol) a 0 °C. La mezcla resultante se agit6 y se dejé
calentar hasta temperatura ambiente durante la noche. Después se eliminé el THF a vacio. El
residuo se lavé con diclorometano (50 ml x 2) para eliminar (S)-4-benciloxazolidin-2-ona. El
producto deseado se aislé mediante extraccién con EtOAc de la fase acuosa acidificada (pH 1~2).

53



10

15

20

25

30

No fue necesaria ninguna purificacién adicional. Al dejarse a alto vacio se consiguieron 1,16 g
(95%) del compuesto del titulo. RMN 14 (400 MHz, CHCl5} & 11,1 (br s, 1H), 7,36 (m, 5SH), 4,57

(s, 2H), 3,69 (m, 1H), 3,58 (dd, J =9,2; 5,2 Hz, 1H), 2,74 (m, 1H), 1,66 (m, 1H), 1,54 (m, 1H),
1,34-1,30 (m, 6H), 0,90 (t, ] = 6,7 Hz, 3H). MH+ 251.

Preparacién 4

Acido 3-hidroxi-(2R)-pentilpropiénico.

A una solucién de dcido (R)-3-benciloxi-2-pentil-propidnico (1,54 g, 6,16 mmol) en EtOH (100
ml) se agregd Pd/C 10% (310 mg). La mezcla de reaccién se someti6 a hidrogenacién durante la
noche a temperatura ambiente. Después de que se completara la reaccidn, la mezcla de reaccién se
filtrd a través de un lecho de Celite, y se lavé con EtOH (50 ml x 3). La eliminacién del solvente
proporciond el compuesto del titulo (0,92 g, 93%). No fue necesaria ninguna purificacién
adicional. RMN !H (400 MHz, CHCls) & 6,30 (br s, 1H), 3,81 (d, J = 5,4 Hz, 2H), 2,64 (m, 1H),
1,69 (m, 1H), 1,56 (m, 1H), 1,41-1.27 (m, 6H), 0,91 (t, ] = 7,7 Hz, 3JH). MH+ 161.

Preparacién 5

N-Benciloxi-3-hidroxi-(ZR)-pentilpropionamida.

A una mezcla de dcido (R)-3-hidroxi-2-pentilpropiénico (0,92 g, 5,75 mmol), hidrocloruro de O-
bencil hidroxilamina (0,92 g, 5,75 mmol) y 4-(dimetilamino)piridina (1,41 g, 11,50 mmol) en
diclorometano (25 ml) a 0 °C se agregd hidrocloruro de 1-[3-(dimetilamino)propil]-3-
etilcarbodiimida (1,11 g, 5,75 mmol). Después de agitar a temperatura ambiente durante la noche,
la reaccién se detuvo con solucién acuosa de HCl IN (25 ml) y se extrajo empleando
diclorometano (25 ml x 2). Los extractos orgénicos se lavaron con agua, salmuera, y se secaron
sobre MgSQ,. La eliminacién del solvente a presién reducida proporcioné el compuesto del titulo

(1,43 g, 94%). RMN 1H (400 MHz, CHCl3) 3 9,22 (br s, 1H), 7,41-7,28 (m, SH), 4,89 (g, ] = 10,6

Hz, 2H), 3,70-3,37 (m, 3H), 2,17 (m, 1H), 1,54 (br s, 1H), 1,27 (m, 6H), 0,88 (¢, J = 6,9 Hz, IH).
MH+ 266,

Preparacién 6
1-Benciloxi-(3R)-pentilazetidin-2-ona.
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A una mezcla de (R)-N-benciloxi-3-hidroxi-2-pentilpropionamida (1,41 g, 5,32 mmol) ﬂ/
trifenilfosfina (1,68 g, 6,39 mmol) en THF (53 ml) se agregé por goteo dietil azodicarboxilato (1,1
ml, 6,39 mmol) a ¢ °C. La mezcla de reaccién se agitd y se dejé calentar hasta temperatura
ambiente durante la noche. Después la reaccién se detuvo con agua (50 ml). La capa acuosa se
extrajo con EtOAc (50 ml x 2). Las capas orgdnicas combinadas se lavaron con salmuera, y se
secaron sobre MgSO,. Después de eliminar el solvente a vacio, el residuo se purificé mediante
cromatografia de columna de desarrolio répido (hex:EtOAc 5/1) para proporcionar el compuesto
del titulo (1,17 g, 89%). RMN 1H (400 MHz, CHCl;) 5 7,35-7,25 (m, SH), 4,87 (s, 2H), 3,28 (t, J
= 4,85 Hx, 1H), 2,84 (q, J 2,35 Hz, 1H), 2,77 (m, 1H), 1,62 (m, 1H), 1,36 (m, 1H), 1,25-1,16 (m,
6H), 0,88 (t, J = 6,9 Hz, 3H). MH+ 248.

Preparacién 7
Acido 3-benciloxiamino-(2R)-pentilproplénico.
A una solucién de (R)-1-benciloxi-3-pentilazetidin-2-ona (0,96 g, 3,89 mmol) en una mezcla de
THF-H;0-MeOH (50 ml, 3:1:1 v/v) se agregd hidrdxido de litio monohidratado (1,91 g, 38,9
mmol). Después de agitar a temperatura ambiente durante la noche, se agreg6 agua (25 mi) a la
mezcla, La solucion se acidificé hasta pH 5~6 con solucién acuosa de HC] 3N. Se extrajo con
EtOAc (50 ml x 2). Las capas orgénicas combinadas se secaron sobre MgSO,. La eliminacién del

solvente a vacio proporciond el compuesto del titulo (0,98 g, 95%). RMN 14 (400 MHz, CHCl3) §
9,80 (br s, 1H), 7,37 (m, 5H), 4,75 (m, 2H), 3,14 (m, 2H), 2,74 (m, 1H), 1,70 (m, 1H), 1,53 (m,
1H), 1,38-1,25 (m, 6H), 0,91 (t, J = 6,8 Hz, 3H). MH+ 266.

Preparacién 8
Acido (2R)-[(benciloxiformilamino)metil|heptanoico.
A una solucién fria de 4cido (R)-3-benciloxiamino-2-pentilpropiénico (1,03 g, 3,89 mmol) en
HCO;H (19 ml) y diclorometano (19 ml) a 0 °C se agregé anhidrido acético (3,9 ml, 41,2 mmol).
La mezcla se agitd a 0 °C durante 3 horas. Los voldtiles se eliminaron por evaporacidn a vacio. Se
agregé diclorometano (50 ml). La solucién orgénica se lavé con salmuera (50 ml x 2), y se secd
sobre MgSOy. La filtracion y evaporacién a vacio proporcioné el compuesto del titulo (1,08 g,
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95%). RMN !H (400 MHz, CHCL) 8 8,07 (br s, 1H), 7,29 (m, 5H), 4,91-4,71 (m, 2H), 3,76 (m,
2H), 2,67 (m, 1H), 1,54 (m, 1H), 1,41(m, 1H), 1,20 (m, 6H), 0,80 (¢, J = 7,0 Hz, 3H). MH+ 294,

Ejemplo 1
N-Hidroxi-N-[(R)-2-(N'-piridin-2-il-hidrazinocarbonil)-heptil]-formamida.
Se disolvieron 4cido (2R)-[(benciloxiformilamino)metil]heptanoico (1,2 mmoles), HOAt (1,3
mmoles), N'-piridin-2-il-hidrazina (1,2 mmoles) y NMM (5 mmoles) en DMF y se trataron con
EDCI (1,3 mmoles) a temperatura ambiente durante 12 horas. Se aislé el producto de
acoplamiento N-benciloxi-N-[(R)-2-(N'-piridin-2-il-hidrazinocarbonil)-heptil]-formamida
mediante hplc prep de la mezcla de reaccién cruda. Este compuesto se sometid a hidrogenacién a
presién atmosférica sobre Pd/C en metanol durante 1 hora, lo que proporcioné el compuesto del
titulo. MH+ 295.

Preparacién 9
2-hidrazino-S-etilpirimidina.
A una solucién de 2-cloro-5-etilpirimidina (0.31 g, 2.2 mmol) en MeOH (5 mL) se agregd
monohidrato de hidrazina (1.0 mL, 20.6 mmol). Después de agitar durante 16 h a 50°C, la
solucién se enfrio a temperatura ambiente y se purificé mediante HPLC de fase inversa para
proporcionar 0.24 g (80%) del compuesto del titulo como un sélido blanco. MH+ 139.

Preparacién 10
2-hidrazino-4-metilplrimidina.
A una suspersién finamente dispersa de 2-cloropirimidina (8.01 g, 69.9 mmol) en una mezcla
10:1 de Et20-THF (500 mL) a —30°C se agregd por goteo MeLi (46 mL, 1.6M en Et20, 73.6
mmol). La mezcla de reaccion se agité a —30°C durante 30 minutos, y luego se calenté a 0°C y se
agit6 durante 30 min. A la mezcla de reaccién luego se agregé una mezcla 1:1::20 de H20-
HOAc¢-THF (100 mL), y la mezcla se agit6 a 0°C durante 10 minutos. Luego se agreg6 ala
mezcla una solucién de DDQ (16.7 g, 73.6 mmol) en THF (100 mL), y la mezcla se agit6 y se
calentd a temperatura ambiente durante 30 minutos. Luego la mezcla se diluyé con Et20 (300
mL) y se lavé con NaOH acuoso 1N (3x100 mL) seguido por salmuera (300 mL). Luego la fase
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orgénica fue secada sobre MgSO4 anhidro, filtrada, concentrada al vaclo, y purificada mediante
cromatografia flash utilizando EtOAc-hexanos (1:2) como eluyente para proporcionar 6.06 g de
2-cloro-4-metilpirimidina (67%) como placas cristalinas blancas. A una solucién de 2-cloro-4-
metilpirimidina (6.06 g, 47.1 mmol) en MeOH (40 mL) se agregé monohidrato de hidrazina (10
mL, 206 mmol). La solucién fue agitada durante 16 h a temperatura ambiente y luego se purificéd
mediante HPLC de fase inversa para proporcionar 4.43 g del compuesto del titulo (76%) como un
sélido blanco. MH+ 125.

Preparacién 11
2-Hidrazina-4-morfolino-6-metilpiridina.
A una solucion de 2,4-dicloro-6-metilpirimidina (0.41 g, 2.50 mmol) en MeOH (5 mL) se agregd
morfolina (0.5 mL, 5.73 mmol). La solucién fue agitada durante 30 minutos a temperatura
ambiente, y luego se agregd monohidrato de hidrazina (1.0 mL, 20.6 mmol). Luego la solucién
fue calentada a 60°C y agitada durante 16 h. Luego la solucién fue enfriada a temperatura
ambiente y se purificé mediante HPLC de fase inversa para proporcionar (.31 g del compuesto
del titulo (59%) como un sélido blanco ceroso. MH+ 210.

Preparacién 12
2-Hidrazino-4-(2,3,4-trimetoxifenil)pirimidina.
A una solucién de 2-tiometil-4-cloropirimidina (0.3410 g, 2.12 mmol) en 1,4-dioxano (21 mL) se
agregd dcido 2,3,4-trimetoxifenilborénico (0.4950 g, 2.33 mmol) y Na2CO3 acuoso (2.3 mL,
2.0M en agua, 4.60 mmol). La mezcla fue rociada con gas de nitrogeno seco durante 5 minutos, y
luego se agregd Pd(Ph3P)4 (123 mg, 0.106 mmol). La mezcla se protegié de la luz y se calenté a
110°C durante 16 horas. Luego la mezcla se enfrié a temperatura ambiente, se filtrd, se concentrd
al vacio, y se purificé mediante cromatografia flash utilizando EtOAc-hexanos (1:4) como
eluyente para proporcionar 0.5920 g de 2-tiometil-4(2,3,4-trimetoxifenil)pirimidina (95%) como
un sdlido amarillo.
A una solucién de 2-tiometil-4-(2,3,4-trimetoxifenil)pirimidina (0.5920 g, 2.02 mmol) en
CG2CL2 (10 mL) se agregé écido m-cloroperbenzoico (1.05 g, 6.08 mmol), y la soluci6n se agité
durante 3 horas tiempo en el cual se observé como una suspensién blanca. La suspensién se

concentrd al vaclo, y se agregé MeOH (10 mL) seguido por monohidrato de hidrazina (2 mL,
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41.2 mmol). La solucidn resultante fue agitada durante 16 horas y luego se concentré a medio
volumen aproximadamente al vacfo. La mezcla se dejo reposar durante 1h, y el sélido resultante
fue recolectado mediante filtracién al vacfo y se lavé con agua. El secado al vacio proporcioné
0.3330 g del compuesto del titulo (60%) como un sélido castafio brillante. MH+ 277.

Preparacién 13
2-Hidrazino-4-morfolino-6-trifluorometilpirimidina.
A una solucién de 2-tiometil-4-cloro-6-trifluorometilpirimidina (1.9996 g, 8.75 mmol) en MeOH
(50 mL) se agregé morfolina (1.5 mL, 17.2 mmol). La solucién fue agitada durante la noche,
concentrada al vacio, y el s6lido blanco resultante fue recolectado mediante filtracion al vacio y
lavado con agua. A una solucién del sélido en CH2CI2 (50 mL) se agregé 4cido
mcloroperbenzdico (4.53 g, 26.3 mmol), y 1a soluci6n resultante se agité durante 2h tiempo en el
cual se observé como una suspensién blanca. El solvente se removi6 al vacio, y luego se agreg6
MeOH (%0 mL) seguido por monohidrato de hidrazina (3.0 mL, 61.8 mmol). La solucién fue
agitada durante 16 h, y luego se concentré a medio volumen aproximadamente al vacio. Luego se
agregé agua (100 mL) a la suspension resultante, y el sélido blanco observado fue recolectado
mediante filtracién al vacio. Luego este material fue lavado con agua y secado al vacio para
proporcionar 1.7193 g del compuesto del titulo (75%) como un sélido blanco. MH+ 264.

Preparacién 14
2-Hidrazino-5,6,7,8-tetrahidroquinazolina
A una mezcla de 2-ciclohexanonecarboxilato de etilo (3.00 g, 17.6 mmol) y sulfato de 2-metil-2-
tiopseudourea (3.68 g, 13.2 mmol) se agreg6 una solucién de carbonato potisico (7.31 g, 52.9
mmol) en agua (60 mL). La solucién de reaccién se agitd a temperatura ambiente durante 16 h,
tiempo en el cual ésta se observé como una suspensién. El sélido blanco se recolectd mediante
filtracién al vacio, se lav6 con agua, y se secé al vacio. Una mezcla del sélido en oxicloruro de
fésforo (20 mL) se calenté a 110°C en un tubo sellado, tiempo en el cual ésta se observd como
una solucién. La solucién se enfrié a temperatura ambiente y luego se vertié sobre hielo picado y
agua (300 mL). La mezcla fue vigorosamente agitada a 0°C durante 1h, y el precipitado resultante
fue recolectado mediante filtracién al vacio, lavado con agua, y secado al vacio para proporcionar

1.61 g de 2-tiometil-4-cloro-5,6,7,8-tetrahidroquinazolina (43%) como un sélido blancuzco.
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A una solucién de 2-tiometil-4-cloro-5,6,7,8-tetrahidroquinazolina (0.5121 g, 2.39 mmol) en unaﬁ/
mezcla 1:1 de MeOH-HOACc (30 mL) se agregé polvo de zinc activado (500 mg, 7.65 mmol). La
mezcla se calentd & 70°C durante 1h, y luego se enfrié a temperatura ambiente y se filtrd. La
solucién resultante fue concentrada al vacio, y luego se seco azeotropicamente con tolueno (50
mL). El residuo fue particionado entre EtOAc (150 mL) y HCI acuoso 1N (50 mL), y luego la
fase orgénica fue lavada con NaHCO3 acuoso saturado y salmuera. Luego la fase orgénica fue
secada sobre MgSO4 anhidro y concentrada al vacfo para proporcionar 0.1461 g de 2-tiometil-
5,6,7,8-tetrahidroquinazolina (34%) como un aceite de color piirpura.

A una solucién de 2-tiometil-5,6,7,8-tetrahidroquinazolina (0.1461 g, 0.81 mmol) en CH2CI2 (5
mlL.) se agregd dcido m-cloroperbenzéico (0.462 g, 2.68 mmol). La solucién fue agitada a
temperatura ambiente durante 3h, tiempo en el cual ésta fue observada como una suspensién.
Luego el solvente fue removido al vacio, y se agregé MeOH (5 mL) seguido por monohidrato de
hidrazina (1 mL, 20.6 mmol). Luego la solucién fue calentada a 50°C y agitada durante 16 h. La
solucion fue enfriada a temperatura ambiente y purificada mediante HPLC de fase inversa para
proporcionar 0.1126 g del compuesto del titulo (85%) como un aceite incoloro. MH+ 165.

Preparacién 15
2-Hidrazino-4-(2-piridil)pirimidina.
A una solucién de 2-amino-4-(2-piridil)pirimidina (10.10 g, 58.66 mmol) en dcido sulfiirico
acuoso al 5% (200 mL) se agregé por porciones nitrato sédico (20.24 g, 293.3 mmol) durante 10
minutos. La solucién se agit6 a temperatura ambiente durante 2 h y luego se ajusté a pH 10
mediante la adicién de NaOH acuoso 6N. Luego la mezcla resultante se extrajo con i-PrOH al
30% en CHCI3 (10x300 mL), y la fase orgénica combinada fue secada sobre MgSO4 anhidro y
cancentrada al vacfo. El residuo fue triturado con hexanos y recolectado mediante filtracién al
vacio para proporcionar 6.89 g de 4-(2-piridil)pirimid-2-ona (68%) como un sdlido de color
beige.
Una mezcla de 4-(2-piridil)pirimid-2-ona (6.89 g, 39.8 mmol) en oxicloruro de fésforo (30 mL})
se calentd a 110°C durante 90 minutos en un tubo sellado. Luego la solucién de color castafio
oscuro fue enfriada a temperatura ambiente y vertida sobre hielo cuerteado y agua (500 mL). La
mezcla fue vigorosamente agitada a 0°C durante 1 h, y luego se ajusté a pH 14 con NaOH 6N

acuoso, La mezcla fue extraida con CH2CI2 (2x300 mL), y la fase orgénica combinada fue
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secada sobre MgSO4 anhidro y concentrada al vacfo. A una solucidn del residuo en CH2CI2 (10 (\/

mL) y MeOH (30 mL) se agregd monohidrato de hidrazina (7.0 mL, 144.2 mmol), y la solucién
se agit durante 16 h tiempo en el cual se observo un precipitado blanco. Este sé6lido fue
recolectado mediante filtracién al vacio, lavado con agua, y secado al vacio para proporcionar
2.20 g del compuesto del titulo (30%) como un sélido de color blancuzco. MH+ 188.

Preparacién 16
(6-Morfolin-4-il-pirimidin-4-iI)-hidrazina.
Una solucién de 4,6-dicloropirimidina (300 mg, 2 mmol), carbazato de tert-butilo (280 mg, 2.1
mmol) y base de Hunig (453 puL, 2.6 mmol) en etanol (3 ml) se agit6é a 120°C durante 1 hora bajo
condicién de microondas. Después de agregar la morfolina (700 uL, 8 mmol), la mezcla fue
luego sometida nuevamente a la misma condicién de microondas durante otra hora. La
evaporacién del solvente al vacio proporcioné un solido blanco el cual fue tratado con TFA (3
ml) en DCM (3 ml) durante 20 min. Después de la evaporacién del solvente, el residuo fue
disuelto nuevamente en metanol. El tratamiento con NaHCO3 sélido retird los rastrosa de TFA
que pueden haber quedado. La filtracién seguida por evaporacion del solvente proporcion6 un
residuo el cual fue sometido a purificacién de HPLC de fase inversa para producir (6-morfolin-4-
il-pirimidin-4-il)-hidrazina (200 mg, 1 mmol, 50% en 3 pasos) como un s6lido blanco. MH+ 196.

Alternativamente, el mismo compuesto puede ser generado mediante agitacién de una solucién
de 4,6-diclopirimidina (300 mg, 2 mmol), morfolina (280 mg, 2.1 mmol) y diisopropiletilamina
(453 pL, 2.6 mmol) en etanol (3 ml) durante 1 hora. Después de la adicién de hidrazina (370 pL,
2.6 mmol) en etanol (3 ml) durante 1 hora. Después de la adicién de hidrazina (370 pL, 6 mmol),
la mezcla fue agitada a 120°C durante 1 hora bajo condicién de microondas. Después de la
evaporaci6n del solvente, el compuesto fue disuelto en DMSO antes de ser sometido a
purificacién de HPLC preparativa, la cual luego proporcioné 6-morfolin-4-il-pirimidin-4-
il)hidrazina. MH+ 196.

Preparacion 17
(2-Etilamina-6-trifluorometil-pirimidin-4-il)-hidrazina
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Una solucién de (4-cloro-6-triflucrometil-pirimidin-2-il)-etil-amina (100 mg, 0.38 mmol),
hidrazina (87 uL, 3.8 mmol) en etanol se calentd a 70°C durante la noche. La evaporacién del
solvente al vac{o proporciond un residuo el cual fue purificado mediante HPLC preparativa para
proporcionar (2-etilamina-6-trifluorometil-pirimidin-4-il)-hidrazina (74 mg, 75%). MH+256.

Preparacién 18
[(4-Metil-piperazin-1-il)-trifluorometil-pirimidin-4-il]-hidrazina.
Una mezcla de 4-cloro-2-metiltiol-6(trifluometil)pirimidina (228 mg, 1 mmol), carbazato de tert-
butilo (159 mg, 6, 1.2 mmol) en etanol fue calentada a 100°C en el reactor de microondas durante
20 minutos. La evaporacién del solvente proporcioné un sélido blanco. El sélido fue tratado con
MCPBA en DCM a temperatura ambiente durante 1a noche. La evaporacion del solvente
proporciond un sélido blanco el cual fue tratado con 1-metilpiperazina a 140°C durante 20 min,
en etanol bajo condiciones de microondas. La evaporacién de los solventes proporciond un sélido
el cual fue tratado con TFA (3 ml) en DCM (3 ml) durante 20 min. Después de realizar la
reaccién, la mayoria de TFA y DCM fue retirada al vacfo. El residuo fue disuelto nuevamente
metano] y tratado con NaHCO3 sélido para remover el residuo de TFA hasta que no se generd
gas. La filtracién y evaporacion al vacio del filtrado proporcionaron un residuo el cual fue
purificado mediante HPLC preparativa para proporcionar [(4-metil-piperazin-1-il)-trifluorometil-
pirimidin-4-il]-hidrazina (100 mg, 36%). MH+ 277,

Ejemplo 2

N-Hidroxi-N-{(R)-2-[N*-(3-metoxi-fenil)-hidrazinocarbonil]-heptil } -formamida.
MH+ = 324 .
Ejemplo 3

N-Hidroxi-N-{(R)-2-[N’~(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil}-formamida.
MH+ = 364

Ejemplo 4
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N-{(R)-2-[N’-(4-ciano-fenil)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
MH+ =319

Ejemplo 5

N-{(R)-2-[N’~(2,6-dimetil-pirimidin-4-il)-hidrazinocarbonil]-heptil} -N-hidroxi-formamida.
MH+ = 324

Ejemplo 6

N-Hidroxi-N-{(R)-2-(N’-quinoxalin-2-il-hidrazinocarbonil]-heptil } -formamida.
MH+ = 346

Ejemplo 7

N-Hidroxi-N-((2R)-2-{N’~(3,4-dihidro-quinoxalin-2-il)-hidrazinocarbonil }-heptil)}-formamida.
MH+ = 348

Ejemplp 8
N-Hidroxi-N-{(R)-2-[N"-(1,3,4-trimetil-1 H-pirazolo[3,4-b]piridin)-6-il)-hidrazinocarbonil]-

heptil}-formamida.
MH+=1377

Ejemplo 9

4-(N'-{(R)-2-[(formal-hidroxi-amino)-metil]-heptanoil } -hidrazino)bencenosulfonamida.
MH+=1373
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N-Hidroxi-N-[(2R)-2-{ciclohexilmetil)-3-0x0-3-{N'(triflourometil}-pirimidin-2-il]-hidrazino} -
propil]-formamida.
MH+ =390

Ejemplo 11

N-Hidroxi-N-[(2R)-2-(ciclopentilmetil)-3-oxo-3- {N’(triflourometil)-pirimidin-2-il]-hidrazino} -
propil}-formamida.
MH+=376.

Ejemplo 12

N-{(R)-2-[N’-(dimetil-triflourometil-pirimidin-4-il}-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
MH+ =392

Ejemplo 13
N-hidroxi-N-{(R)-2-[N’-(6-triflourometil-piridazin-3-il)-hidrazinocarbonil]-heptil} -formamida,
MH+ =364

Ejemplo 14
N-hidroxi-N-{(R)-2-[N"~(6-triflourometil-pirimidin—4-il)-hidrazinocarbonil]-heptil}-formamida,
MH+ =364

Ejemplo 15
N-hidroxi-N-{(R)-2-[N’-(5-metil-[1,2,4]triazolo[1,5,a]-3-il)-pirimidin-7-il)}-hidrazinocarbonil]-

heptil }-formamida.
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MH+ = 350 C\/

Ejemplo 1
N-hidroxi-N-{(R)-2-[N’-(9H-purin-6-il)-hidrazinocarbonil]-heptil } -formamida.
MH+ =336

Ejemplo 17
N-{(R)-2-[N’-(5-ciano-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida. MH+ =
321

Ejemplo 18
N-hidroxi-N-((2R)-2-{[N"-(pirimidin-2-il}-hidrazino]-carbonil } reptil)-formamida.
MH+ = 296

Ejemplo 19
N-Hidroxi-N-{(R)-2-(ciclobutilmetil-3-oxo-3-{N’[4-(triflourometil)}-pirimidin-2-il]-hidrazino} -

propil]-formamida.
MH+ =362

Ejemplo 20

N-Hidroxi-N-{(R)-2-[N’-(6-imidazol-1-il-pirimidin-4-il)hidrazinocarbonil]-heptil }-formamida.
MH+ = 362.

Ejemplo 21

N-[(R)-2-(N"benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-heptil]-N-hidroxi-formamida. MH+
347
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Ejemplo 22

N-Hidroxi-N-{(R)-2-[N’-(7-metoxi-benzo[1,2,4]triazin-il}-hidrazinocarbonil]-heptil } -formamida.
MH+=1377

Ejemplo 23
N-Hidroxi-N-{(R)-2-[N"~(1-metil-1H-il-pirazolo-[3 4,d]pirimidin-6-il}-hidrazinocarbonil}-

heptil }-formamida.
MH+ = 350.

Ejemplo 24
N-((R)-2-{N’[6«(5-coloro-piridin-3-il-oxi}-piridazin-3-il]-hidrazinocarbonil } -heptil]-N-hidroxi-

formamida.
MH+ =423

Ejemplo 25
N-Hidroxi-N-[(2R)-2-({[N"-[6-(1 H-pirrol-1-il)-3-piridazinil]-hidrazino} -carbonil)-heptil)-

formamida.
MH+ = 361.

Ejemplo 26

N-Hidroxi-N-((2R)-2-{[N’-[9-metil-9H-purin-6-il)hidrazino]-carbonil } -heptil)-formamida.
MH+ =350

Ejemplo 27

N-Hidroxi-N-{(R)-2-[N-({6-morfolin-4-il }-9H-purin-2-il)-hidrazinocarbonil]-heptil} -formamida.
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MH+=421

Ejemplo 28

N-{(R)-2-{N’(6-flucro-piridin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida. MH+
313

Ejemplo 29

N-Hidroxi-N-{(2R)-2-{[N’-(1-metil-1H-pirazolo[3,4-d]pirimidin-4-il}-hidrazino]-carbonil } -
heptil }-formamida.
MH+ =350

Ejemplo 30

N-{(R)-2-{N’(4-amino-6-isopropil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
MH+ = 354.

Ejemplo 31

N-{(R)-2-[N"(2,5-dimetil-4-nitro-2H-pirazol-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
MH+ = 357

Ejemplo 32

N-{(R)-2-{N'(3-cloro-1-metil-1H-pirazolo[3,4-d]pirimidin-6-il)-hidrazinocarbonil}-heptil } -N-
hidroxi-formamida.
MH+ =379
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Ejemplo 33

N-{(R)-2-[N"(6-dimetilamino-9H-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
MH+ =379

Ejemplo 34
N-Hidroxi-N-[(2R)-4-ciclopropil-2-({N’-[4-(trifluorometil)-pirimidin-2-il]-hidrazino } -carbonil)-

butil)-formamida.
MH+=1362

Ejemplo 35
N-Hidroxi-N-{(2R)-2-ciclopropilmetil}-3-0xo0-3-{N"-[4-(trifluorometil)-pirimidin-2-il]-

hidrazino}-propil)-formamida.
MH+ =348

Eiemplo
N-Hidroxi-N-{(R)-2-[N’-metil-N"-(4-(trifluorometil-pirimidin-2-il]-hidrazinocarbonil]-heptil } -

formamida.
MH+=378.

Ejemplg 37
Ester metilico del acido 2-(N’-{(R)-2-[(formal-hidroxi-amino)-metil}-heptanoil }-hydrazino)-4-

trifluorometil-pirimidina-5-carboxilico.
MH+ =422
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Ejemplo 38
Acido 2«(N’-{(R)-2-[(formil-hidroxi-amino)-metil]-heptanoil } -hydrazino)-4-trifluorometil-
pirimidina-
5-carboxilico.
MH+ =362

Ejemplo 39

N-{(R)-2-[N"(5-fluoro-4-metoxi-pirimidin-2-il)-hidrazinocarbonil}-heptil}-N-hidroxi-formamida.
MH+ = 344

Ejemplo 40
N-hidroxi-N-{(2R)-2-[N’(4-dimetilamino-pirimidin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi-

formamida.
MH+=1339

Ejemplo 41
N-hidroxi-N-{(2R)-2-[(N’ {6-[(2-hidroxietil)amino]-1,3-dihidro-2H-purin-2-ilideno}-hidrazino)-

carbonil]-heptil}-formamida.
MH+ = 395,

Ejemplo 42

N-{(R)-2-[N’(5-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
MH+ =399

Ejemplo 43
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N-{(R)-2-[N’-(5-fluoro-4-metilamino-pirimidin-2-il)-hidrazinocarbonil ]-heptil } -N-hidroxi-
formamida.
MH+ =343

Ejemplo 44

Dimetilamida del acido 2-(N"-{(R)-2-[(formal-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
MH+ =435

Ejemplo 45

N-hidroxi-N-{(R)-2-[N’-(N’-(3-0x0-3,4-dihidro-quinoxalin-2-il)- hidrazinocarbonil]-heptil }-
formamide.
MH+ =435

Ejemplo 46

N-{(R)-2-butoxi-2-[N’-(4-trifluorometil-pirimidin-2-il)- hidrazinocarbonil]-etil }-N-hidroxi-
formamide.
MH+ =366

Ejemplo 47

(2-fluoro-fenil)-amida del acido 2-(N" {(R)-2-[N’-[(formil-hidroxi-amino)-metil]-heptanoil }-
hidrazino)-4-trifluorometil-pirimidina-5-carboxilico
MH+= 501

Ejemplo 48
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tert-butilamida del acido 2-(N’ {(R)-2-[(formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico
MH+=463 -

Ejemplo 49
N-hidroxi-((R)-2-{N’[(1-piperidin-1-il-metanoil)-trifluorometil -pirimidin-2-

il}hidrazinocarbonil } -heptil)-formamide
MH+ =463

Ejemplo 50
N-{(R)-2-{N"[(5-ciano-4-trifluorometil-pirimidin-2-il)hidrazinocarbonil]-heptil }-N-hidroxi-

formamide
MH+=1389

Ejemplo 51
N-hidroxi-N-[(2R)-2-{N"[9+(4,4,4-trifluorobutil)1,9-dihidro-2H-purin-2-ilideno]-hidrazino}-

carbonil)-heptil]-formamide
MH+ =446

Ejemplo 52
N-hidroxi-N-((R)-2-{N"[(1 -morfolin-4-il-metancil)-trifluorometil-pirimidin-2-il]-

hidrazinocarbonil}-heptil)-formamide
MH+ =477

Ejemplo 53

Bencilamida del acido 2-(N’ {(R)-2-[(formal-hidroxi-amino)-metilJheptanoil } ]-
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hidrazino)-4-trifluorometil-pirimidina-5-carboxilico.

MH+ = 497.

N-hidroxi-N-[(2R)-3-{N"[(1,2,4-benzotriazin-3-il)-hidrazino]-2-(-ciclohexilmetil-3-oxopropil}-

formamida
MH+ = 373.

N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3-{N"[7-(metiloxi)-1,2,4-benzotriazin-3-il-hidrazino} -3-

oxopropil)-formamida
MH+ =403

2-[2-((2R)-2-{[{ formal(hidroxi)amino]metil }heptanoil)-hidrazino]-N-metil-N-2-piridinil)4-

(trifluorometil)-5-pirimidinacarboxamida
MH+ =498

2-[2-((2R)-2-{[ { formal(hidroxi)amino]metil} heptanoil)-hidrazino]-N-metil-N-fenil-4-

(trifluorometil)-S-pirimidinacarboxemida
MH+ =497

Ejemplo 54

Ejemplo 55

Ejemplo 56

Ejemplo 57

Ejemplo 58
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Morfolin-4-ilamida del acido 2-(N;-{(R)-2-(formal-hidroxi-amino)-metil}-heptanoil } ]- C\/
hidrazino}-4-trifluorometil-pirimidina-5-carboxilco.
MH+ = 492

Ejemplo 59
N-hidroxi-N-((R)-2-{N"fenil-hidrazinocarbonil)}-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil}-heptil)-formamida
MH+ =498

Ejemplo
Piperidin-1-ilamida del acido 2-(N"-{(R)-2-{(formal-hidroxi-amino)-metil]-heptanoil } -

hidrazino)-4-triflucrometil-pirimidina-5-carboxilico.
MH+ =492

Ejemplo 61
Pirrol-1-ilamida del acido 2-(N’-{(R)-2-[(formal-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-

trifluorometil-pirimidina-5-carboxilico.
MH+ = 357

Ejemplo 62
N-{(R)-2-[N’-(dimetilamino-fluoro-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-

formamida
MH+ = 357.

Ejemplo 63
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N-((R)-2-{N’{etil-metil-amino)-fluoro-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-
formamida
MH+=371.

Ejemplo 64
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N’-[7<(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino} -

3-oxopropil)-formamida.
MH+ =389

Ejemplo 65

N-hidroxi-N-{(R)-2-[N"-(1-metil-1H-benzoimidazol-2-il)-hidrazinocarbonil}-heptil }-formamida .
MH+ = 348

Ejemplo 66

N-{(R)-2-[N’-(4-azetidin-1-il-5-fluoro-pirimidin-2-il}-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

MH+ =369

Ejemplo 67
N-{(R)-2-[N’-(4-ciclopropilamino-5-fluoro-pirimidin-2-il)-hidrezinocarbonil]-heptil }-N-hidroxi-
formamida.
MH+ = 369

Ejemplo

N-[(R)-2-[N’-benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-3-N-ciclopentil-propil]-N-hidroxi-
formamida.
3
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MH+=1359

Ejemplo 69

N-hidroxi-N-{(R)-2-[N’~(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil} -

formamida.
MH+ =449

Ejemplo 70

N-hidroxi-N-[(R)-2-(N’-{ [(2-hidroxi-etil)-metil-amino]-trifluorometil-pirimidin-2-il } -
hidrazinocarbonil)-heptil]-formamida.
MH+ = 437

Ejemplo 71

N-hidroxi-N-((R)-2-{N"-[(4-metil-piperazin-1-il)}-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
MH+ = 462

Ejemplo 72

N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3-{N’-[4-ciclopropilamino)-5-fluoro-pirimidin-2-
il]hidrazino}-3-oxopropil)-formamida.
MH+ =395

Ejemplo 73

N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N’-[4-ciclopropilamino)-5-fluoro-pirimidin-2-
il]hidrazino}-3-oxopropil)-formamida.

MH+ = 381
74
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Ejemplo 74
N-hidroxi-N-[(2R)-3-{-[4-(azetidin-1-il)-5-fluoro-pirimidin-2-il]-hidrazino }-2-(ciclopentilmetil-

3-oxopropil]-formamida.
MH+ =381

Ejemplo 75
N-hidroxi-N-[(2R)-5-metil-2-({N’-[4-(trifluorometil)-pirimidin-2-il]-hidrazino}-carbonil)-hexil}-

formamida.
MH+ =364

Ejemplo 76

N-[(R)-2-(N'benzo[ 1,2,4]triazin-3-il-hidrazinocarbonil)-5-metil-hexil]-N-hidroxy-formamida.
MH+ =364

Ejemplo 77
N-hidroxi-N-[(2R)-5-metil-2-({N’-[7-(metiloxil)-1,2,4-benzotriazin-3-il]-hidrazino} -carbonil)-

hexil]-formamida.
MH+=1377

Ejemplo 78
N-{(R)-2-(N’<(7-cloro-benzo[ 1,2,4]triazin-3-il}-hidrazinocarbonil]-heptil }-N-hidroxy-formamida

MH+ = 381
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Ejemplo 79

N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3- {N’-[4-(morfolin-4-il)-6-(trifluorometil)}-pirimidin-2-
ilJ-hidrazino}-3-oxopropil)-formamida.
MH+ = 461

Ejemplo 80

N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N"-[4-[(2-hidroxietil)-(metil}-amino]-6-
(trifluorometil)-pirimidin-2-il]-hidrazino} -3-oxopropil)-formamida.
MH+ =449

Ejemplo 81

N-hidroxi-N-[(2R)-6-metil-2-({N’-[4«(trifluorometil)-pirimidin-2-il}-hidrazino} -carbonil)-
heptil]-formamida.
MH+=378

Ejemplo 82

N-hidroxi-N-((2R)-2-{[N’-(1,2,4-benzotriazin-3-il}-hidrazino]-carbonil } -6metilheptil)}-
formamida.
MH+ = 361

Ejemplo 84

N-((R)-2-{[N’-[(4-etil-piperazin-1-il)-trifluorometil-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
MH+=476
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Ejemplo 85

N-hidroxi-N-{(R)-2-[N’-(piperazin-1-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
MH+ = 448

Ejemplo 86

N-{(R)-2-[N’7-il-fluoro-benzo[ 1,2 4]triazin-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
MH+ = 365

Ejemplo 87

N-hidroxi-N-[(2R)-2-({N’-[4-(4-¢etil-1-piperazinil}-6-(trifluorometil)-pirimidin-2-il]-hidrazino}-
carbonil)-6-metilheptil]-formamida.
MH+ = 490

Ejemplo 88

N-hidroxi-N-[(2R)-6-metil-2-( {N"-[4-(piperazin-1-il)-6-(trifluorometil)-pirimidin-2-il])-
hidrazino}-carbonil)-heptil]-formamida.
MH+ = 462

Ejemplo 89

N-hidroxi-N-[(2R)-6-metil-2-({N"-[4-(4-metil-piperazin-1-il)-6-{trifluorometil)-pirimidin-2-il}-
hidrazino}-carbonil)-heptil]-formamida.
MH+ =476

77



10

@

15

20

25

30

Ejemplo 90 C\/

N-hidroxi-N-<{((2R)-2-{[N’-(7-cloro-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil } -6-metilheptil]-
formamida.
MH+ =395

Ejemplo 91

N-hidroxi-N-((2R)-6-metil-2-{[N’-(5-metil-1,2,4-benzotriazin-3-il}-hidrazino]-carbonil } -heptil)-
formamida.
MH+ =375

Ejemplo 92
N-hidroxi-N-((2R)-2-{ [N’ <(7-fluoro-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil }-6-metilheptil)-

formamida.
MH+=379

Eiemplo 93

N-hidroxi-N-((2R)-2-{N’-[(2-metoxi-etilamino)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil}-heptil)-formamida.
MH+ =437

Eijemplo 94

N-hidroxi-N-[(2R)-6-metil-2-({N’-[ 7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino}-carbonil)-
heptil}-formamida.
MH+ = 391

Ejemplo 95
78
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N-hidroxi-N-[(R)-2-(N’-{[4-(2-hidroxi-etil)-piperazin-1-il]-trifluorometil-pirimidin-2-il} -
hidrazinocarbonil)-heptil]-formamida.
MH+=492

Ejemplo 96
N-hidroxi-N-((R)-2-{N’-[(4-pirimidin-2-il-piperazin-1-il)-trifluorometil-pirimidin-2-il]-

hidrazinocarbonil }-heptil)-formamida.
MH+ = 526

Ejemplo 97
N-hidroxi-N-((R)-2-{N’-[(2-hidroxi-etilamino)-trifluorometil-pirimidin-2-il]-hidrazinocarbonil } -

heptil)-formamida.
MH+=423.

Ejemplo 98
N-hidroxi-N-{(R)-2-{N’-~(7-trifluorometil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -

formamida.
MH+ = 415.

Ejemplo

N-hidroxi-N-{(R)-2-[N’-(6-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-formamida.
MH+ = 361.

Ejemplo 100
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N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N"-(5-metil-1,2,4-benzotriazin-3-il)-hidrazino]-3-
oxopropil}-formamida.
MH+=1373.

Ejemplo 101
N-hidroxi-N-[(2R)-2-({N’-[4<(trifluorometil)-pirimidin-2-il]-hidrazino }-carbonil)}-octil]-

formamida.
MH+ = 378.

Ejemplo 102

N-hidroxi-N-((2R)-2- {[N’~(1,2,4-benzotriazin-3-i)hidrazino]-carbonil }-octil)-formamida.
MH:+ = 361,

Ejemplo 103
N-hidroxi-N-[(2R)-2-({N’-[7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino}-carbonil)-octil]-

formamida.
MH+ = 391.

Ejemplo 104

N-hidroxi-N-{(R)-2-[N"-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -formamida.
MH+ = 361.

Ejemplo 105
N-{(R)-2-{N’<(6-cloro-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida

MH+ = 381.
80



10

15

20

25

30

Ejemplo 106
N-hidroxi-N-{(R)-2-[N’-(5-metoxi-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -

formamida.
MH+=377

Ejemplo 107

N-hidroxi-N-{(R)-2-[N’-(1-metil-2-oxo-1,2-dihidro-piridin4-il)-hidrazinocarbonil]-heptil } -
formamida.
MH+ = 325

Ejemplo 108

N-hidroxi-N-((R)-2-{N’-[(N’-piridin-2-il-hidrazino)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
MH+ =471

Ejemplo 109

N-hidroxi-N-{(R)-2-[N’-(4-metil-6-mofolin-4-il-pirimidin-2-il)-hidrazinocarbonil}-heptil } -
formamida.
MH+ = 395

Ejemplo 110

N-((R)-2-{N'-[4-(4-etil-piperazin-1-il}-6-metil-pirimidin-2-il}-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida,
81
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MH+ = 422. [V

Ejemplo 111

N-{(R)-2-[N’-(4,6-dimetil-pirimidin-2-il)- hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
MH+ = 324

Ejemplo 112

N-hidroxi-N-{(R)-2-[N"-(4-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
MH+ = 363

Ejemplo 113

N-hidroxi-N-[(R)-2-(N’-isoquinolin-1-il)-hidrazinocarbonil)-heptil]-formamida.
MH+ = 345

Ejemplo 114

N-hidroxi-N-[(R)-2-(N"-quinolin-2-il-hidrazinocarbonil)-heptil]-formamida.
MH+ =345

Ejemplo 115

N-{(R)-2-[N’-(1-benzil-2-ox0-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

MH+=401

Ejemplo 116

82
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N-hidroxi-N-{(R)-2-[N’-(4-0xo-4H-pirido[ 1,2-a][1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
MH+ = 363

Ejemplo 117

N-hidroxi-N-{(R)-2-[N’-(4-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-formamida. MH+ =
310

Ejemplo 118

N-{{R)-2-[N"{1-butil-2-0x0-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
MH+ =367

Ejemplo 119

N-hidroxi-N-{(R)-2-[N"-(9-metil-4-oxo-4H-pirido[ 1,2-8][1,3,5]triazin-2-il)-hidrazinocarbonil]-
heptil}-formamida.
MH+ =377

Ejemplo 120

N-hidroxi-N-{(R)-2-[N"-(6-oxo0-4-trifluorometil-1,6-dihidro-pirimidin-2-il)-hidrazinocarbonil]-
heptil}-formamida.
MH+ = 380.

Ejemplo 121

N-hidroxi-N-{(R)-2-[N’-(metil-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil} -
formamida.
83
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MH+ =378

Ejemplo 122

N-hidroxi-N- {(R)-2-[N"-(5-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil}-formamida.
MH+= 363

Ejemplo 123

N-{(R)-2-[N"-(6-etoxi-piridin-2-il}-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
MH+ =339

Ejemplo 124

N-hidroxi-N-[(R)-2-(N’-pirido[2,3-€]-[1,2,4]triazin-3-il-hidrazinocarbonil)-heptil]-formamida.
MH+ = 348

Ejemplo 12

N-<{(R)-2-{N"-[1-(1-etil-propil)-2-oxo-1,2-dihidro-piridin-4-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
MH+= 381

Ejemplo 126

N-hidroxi-N-((R)-2-{N"[2-0x0-1-(3-trifluorometil-bencil)-1,2-dihidro-piridin-4-il}-
hidrazinocarbonil }-heptil)}-formamida.
MH+ =469

Ejemplo 127
84
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N-hidroxi-N-{(R)-2-[N"-(4-metil-piridin-2-il)-hidrazinocarbonil)-heptil }-formamida.
MH+ = 309

Ejemplo 128

N-hidroxi-N- {(R)-2-[N’-(6-metoxi-piridin-2-il)-hidrazinocarbonil]-heptil}-formamida.
MH+ = 309

Ejemplo 129
N-hidroxi-N-{(R)-2-[N’-(2-0x0~1~quinolin-8-i}-metil-1,2-dihidro-piridin—4-il)-

hidrazinocarbonil]-heptil}-formamida.
MH+ = 452

Ejemplo 130

N-hidroxi-N-[(R)-2-(N"-{2-0x0-1-[2(5,6.7,8-tetrahidro-[ 1,8 ]naftiridin-2-il)-etil]-dihidro-piridin-

4-il}-hidrazinocarbonil)-heptil]-formamida.
MH+ =471

Ejemplo 131

N-{(R)-2-[N'-(4,6-bis-etilamino-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

MH+ =383

Ejemplo 132
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N-{(R)-2-[N’-(bis-dimetilamino-[1,3,5]triazin-2-il}-hidrazinocarbonil]-heptil } -N-hidroxi- q
formamida.
MH+ =383

Ejemplo 133
N-{(R)-2-[N’-(4,6-di-morfolin-4-il-{1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-

formamida.
MH+ = 467

Ejemplo 134
N-hidroxi-N<{(R)-2-{N’-[4-(4-metil-piperazin-1-il}-6-propilamino[1,3,5]triazin-2-il]-

hidrazinocarbonil }-heptil)-formamida.
MH+ = 452.

Ejemplo 135
N-{(R)-2-[N’-(dimetilamino-morfolin-4-il-[1,3,5]triazin-2-il}-hidrazinocarbonil}-heptil }-N-

hidroxi-formamida.
MH+ =425

Ejemplo 136

N-hidroxi-N-{(R)-2-[N’-(6-metil-piridin-2-il)-hidrazinocarbonil]-heptil}-formamida.
MH+ = 309

Ejemplo 137

N-hidroxi-N-{(R)-2-{N"-[5-(5-fenill-[1,3,4]oxadiazol-2-il)-piridin-2-il]-hidrazinocarbonil } -
heptil)-formamida.
86
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Ejemplo 138

N-{(R)-2-[N’~(7-tertbutil-1,4-dioxo-1,2,3,4-tetrahidro-pirido-[,3,4]piridazin-5-il)-
hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+ = 435

Ejemplo 139

N-((R)-2-{N’-[4-etilamino-6-(4-metil-[1,4]-diazepan-1-il)-[1,3,5)-triazin-2-il]-
hidrazinocarbonil }-heptil)}-N-hidroxi-formamida.
MH+ =425

Ejemplo 140

N-((R)-2-{N"-[4-etilamino-6-(4-etil-piperazin-1-il)-[1,3,5]-triazin-2-il]-[1,3,5]-triazin-2-il]-
hidrazinocarbonil}-heptil)}-N-hidroxi-formamida.
MH+ = 452

Ejemplo 141

N-hidroxi-N-{(R)-2-[N’-(6-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
MH+ =363

Ejemplo 142

N-hidroxi-N-{(R)-2-[N’-(4-metil-6-morfolin-4-ilmetil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.

MH+ =409
87



10

@

15

20

25

30

o

Ejemplo 143

N-hidroxi-N-{(R)-2-[N’-(4-metil-6-morfolin-4-il-[1,2,5]triazin-2-il)-hidrazinocarbonil]-heptil}-
formamida.
MH+ = 396

Ejemplo 144

N-hidroxi-N-{(2R)-2-(ciclopentilmetil-3-[N"1,(4,6-dimetil-2-pirimidinil)-hidrazino]-3-
oxopropil }-formamida.
MH+ =336

Ejemplo 145

N-hidroxi-N-{(R)-2-[N’-(4-metil-6-pirrolidin-1-il-metil-pirimidin-2-il}-hidrazinocarbonil]-
heptil}-formamida.
MH+ =393

Ejemplo 146

N-{(R)-2-[N’<(4-dimetilaminometil-6-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
MH+ = 367

Ejemplo 147

N-hidroxi-N-((R)-2-{N’-[4-metil-6-(4-metil-piperazin-1-il-metil)-pirimidin-2-il}-
hidrazinocarbonil}-heptil)-formamida.
MH+ = 422
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Ejemplo 148

N-hidroxi-N- {(R)-2-[N"~(5-metil-piridin-2-il)-hidrazinocarbonil}-heptil }-formamida. MH+ = 309

Ejemplo 149

N~(R)-2-{N'-[dimetilamino(4-metil-[1,4]diazepan-1-il)-[1,3,5]triazin-2-il]-
hidrazinocarbonil} heptil)-N-hidroxi-formamida.
MH+ = 452,

Ejemplo 150

N-hidroxi-N-{(R)-2-[N’-(4-metil-6-pirrolidin-1-il-[1,3,5]triazin-2-il)-hidrazinocarbonil ]-heptil } -
formamida.
MH+=380

Ejemplo 151

N-hidroxi-N<{((R)-2-{N’-[4-metil-6-)4-pirrolidin-1-il-piperidin-1-il[1,3,5]triezin-2-il]-
hidrazinocarbonil } -heptil)-formamida.
MH+=463

Ejemplo 152

N-((R)-2-{N’-[etil-amino)-metil-[1,3,5]triazin-2-il]-hidrazinocarbonil } heptil)-N-hidroxi-
formamida.
MH+ = 368.

Ejemplo 153
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N-{(R)-2-{N’-[(4-til-piperazin-1-il)-6-metil-[ 1,3,5]triazin-2-il]-hidrazinocarbonil } heptil)}-N-
hidroxi-formamida.
MH+=423

Ejemplo 154

N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-( {N’-[4-(trifluorometil }4-pirimidin-2-il]-hidrazino} -
carbonil)-heptil]-formamida.
MH+=418

Ejemplo 155

N-hidroxi-N-((2R)-7,7,7-trifluoro-2-{ [N*~(5-metil-1,2,4-benzotriazin-3-il)-hidrazino } -carbonil } -
heptil)-formamida.
MH+ =415

Ejemplo 15
N-hidroxi-N<((2R)-7,7,7-trifluoro-2-{[N’-(7-metil-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil } -
heptil)-formamida.

MH+=415

Ejemplog 1

N-hidroxi-N-{(R)-2-[N’-(4-metilamino-6-morfolin-4-il-[1,3,5]-2-il)-hidrazinocarbonil]-heptil } -

formamida.
MH+=411

Ejemplo 158
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N-((R)-2-{N’-|4-(4-etil-piperazin-1-iI)}-6-metilamino-[1,3,5] triazin-2-il]-hidrazinocarbonil}-
heptil}-N-hidroxi-formamida.
MH+ = 438.

Ejemplo 159
N-{(R)-2-|N’-(4-etilamino-6-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 425.

Efemplo 160
N-hidroxi-N-{(R)-2-|N*-(4,6,7-trimetil-7,8-dihidro-pterin-2-il)-hidrazinocarbonil]-heptil}-
formamida.

MH+ = 392,

Ejemplo 161
N-hidroxi-N-{(R)-2-|N’-(4,6,7-trimetil-pteridin-2-il)-hidrazinocarbonil|-heptil}-formamida.
MH+ =390,

Ejemplo 162
N-hidroxi-N-{(R)-2-[N’-(metoximetoximetil-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-heptil}-formamida.

MH+ =438,

Ejemplo 163
N-hidroxi-N-((R)-2-{N’-[4-metil-6-1-piperidin-1-il-metanoil)-pirimidin-2-il}-
hidrazinocarbonil}-heptil)-formamida.

MH+ = 421.

Ejemplo 164
Clclopropilamida del dcido 2-(N'-{(R)-2-[(formil-hidroxi-amino)-metil]-heptanoil}-

hidrazino)-6-mtil-pirimidina-4-carboxilico.
91
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MH+ = 393, [\/

Ejemplo 165
Diisopropilamida del dcido 2-(N’-{(R)-2-|(formil-hidroxi-amino)-metil]-heptanoil}-
hidrazino)-6-metil-pirimidina-4-carboxilica.
MH+=437.

Ejemplo 166
N-{(R)-2-|N’-(5-ciano-piridin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+ = 320,

Ejemplo 167
N-{(R)-2-|N’-(4,6-dietil-[1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+ = 353.

Ejemplo 168
N-{(R)-4-ciclopentil-2-[N'-(4-trifluorometil-piridimin-2-il)- hidrazinocarbonil]-butil}-N-
hidroxi-formamida.

MH+ = 390.

Ejemplo 169
N-{(R)-4-ciclopentil-2-|N*(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil}-butil}-N-
hidroxi-formamida.

MH+ = 387.

Ejemplo 170
N-{(R)-4-ciclopentil-2-[N’(5-metil-benzo[1,2,4] triazin-3-il)-hidrazinocarbonil]-butil}-N-
hidroxi-formamida.

MH+ = 387.

Ejemplo 171



10

15

20

25

30

N-hidroxi-N<((R)-2-{N’-[6-(4-metil-piperazin-1-il-metil)-piridin-2-il]-hidrazinocarbonil}-

heptil)-formamida, Z ng

MH+ =407.

Ejemplo 172
N([R)-2-{N’-[5-(4,6-dimetoxi-pirimidin-2-il}-piridin-2-il]-hidrazinocarbonil}-heptil)-N-

hidroxi-formamida.

Elemplo 173
N-{(R)-2-[N'(dietilamino-metil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+ = 382.

Ejemplo 174
N-hidroxi-N-[(R)-2-(N’-{[(2-metoxi-etil}-metil-amino]-metil-[1,3,5]-triazin-2-il}-
hidrazinocarbonil)-heptil]-formamida.

MH+ = 397.

Ejemplo 175
N((R)-1-{N’-[4-(2,6-dimetil-mofolin-4-il)-6-metil-[1,3,5]triazin-2-il]-hidrazinecarbonil}-
heptil)-N-hidroxi-formamida.

MH+= 424,

Ejemplo 176
N-{(R)-2-[N’~(5-fluoro-4-metil-6-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ =413,

Ejemplo 177
N-{(R)-2-[N*-(4-etil-6-morfolin-4-il-[1,3,5] triazin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-

formamida.
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MH+=410.

Ejemplo 178
N-{(R)-2-[N’~(etil-metil-amino)-[1,3,5]-trinzin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+=382.

Ejemplo 179
N((R)-2-{N’-|4-etil-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-il}-hidrazinocarbonil}-heptil)-N-
hidroxi-formamida.

MH+ = 437.

Ejemplo 180
N-((R)-2-{N’-|S-fluoro-4-metil-6-(4-metil-piperazin-1-il}-pirimidin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ = 426.
Efemplo 181

N-{(R)-2-[N*{(dimetilamino-etil-[1,3,5]-triazin-2-il}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.
MH+ = 368.

Ejemplo 182
N-((R)-2-{N’-[S-fluoro-4-metil-6-(4-metil-[1,4]-diazepan-1-il)-pirimidin-2-il]-
hidrazinocarbonil}-heptil)-N-hidroxi-formamida.

MH+ = 440.

Ejemplo 183
N-{(R)-4-ciclopentil-2-[N’-(morfolin-4-ll-triftuorometil-pirimidin-2-il)-hidrazinocarbonil]-
butil}-N-hidroxi-formamida.

MH+ =475.
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Ejemplo 184
N-[(R)-2-(N’-{etil-[(2-metoxi-etil)-metil-amino]-[1,3,5]triazin-2-il}-hidrazinocarbonil]-
heptil]-N-hidroxi-formamida.

MH+=412.

Ejemplo 185
N-{(R)-2-[N’<(dimetilamino-metil-pirimidin-2-il)}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+ = 353,

Ejemplo 186
N-{(R)-2-[N’(4-ciclopropilamino-6-metil-pirimidin-2-il)-hid razinocarbonil|-heptil}-N-
hidroxi-formamida.

MH+ = 365.

Ejemplo 187
N-{(R)-2-ciclohexil-2-[N’~(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 376.

Ejemplo 188
N-{(R)-2-ciclohexil-2-[N’-(7-metoxi-benzo[1,2 4] triazin-3-i)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 389,

Ejemplo 189
N-{(R)-2-ciclohexil-2-[N’-(5-metil-benzo[1,2,4]triazin-3-il}-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ =373,
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Ejemplo 190 Cp
N-{(R)-4,4-dimetil-2-[N’-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-pentil}-N-

hidroxi-formamida.
MH+ 364,

Ejemplo 191
N-{(R)-4,4-dimetil-2-[N’<(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-pentil}-N-
hidroxi-formamida.

MH+ = 361.

Ejemplo 192
N-{(R)-4,4-dimetil-2-[N’-(5-metil-benzo[1,2 4] triazin-3-il)-hidrazinocarbonil]-pentil}-N-
hidroxi-formamida.

MH+ = 361.

Ejemplo 193
N-{(R)-4,4-dimetil-2-[N’(morfolin-4-il-trifluorometil-pirimidin-2-il}-hidrazinocarbonil]-
pentil}-N-bidroxi-formamida,

MH+ = 449.

Ejemplo 194
N-(R)-2-{N’-[etil-(metil-piridin-2-il-amino)-[1,3,5] triazin-2-il]-hidrazinocarbonil}-heptil)-N-
hidroxi-formamida.

MH+=431.

Ejemplo 195
N-{(R)-2-[N’-(4-ciclopropilamino-6-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 380.

Ejemplo 196
96



10

15

20

25

30

N-hidroxi-N-[(R)-2-[N’-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-3-(1-metil-
ciclopentil)-propil]-formamida.
MH+ = 387.

Ejemplo 197
N-hidroxi-N-[(R)-2-[N’-(7-metoxi-benzo[1,2 4] triazin-3-il)-hidrazinocarbonil]-3-(1-metil-
ciclopentil)-propil]-formamida.

MH+ =403

Ejemplo 198
N-hidroxi-N-{(R)-3-(1-metil-ciclopentil)-2-[N’~(4-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-propil}-formamida.

MH+ = 390.

Ejemplo 199
N-hidroxi-N-{(R)-2-[N’-(4-isopropil-6-morfolin-4-11-[1,3,5] triazin-2-il)-hidrazinocarbonil]-
heptil}-formamida.

MH+ =424,

Ejemplo 200
N-hidroxi-N-{(2R)-2(R)-2—(ciclopentilmetil)-3-|N’(4-metil-2-pirimidinil)-hidrazino]-3-
oxopropil}-formamida.

MH+=1322.

Ejemplo 201
N-hidroxi-N-[(2R)-6,6,6-trifluoro-2-({N’-|4-(trifluorometil)-pirimidin-2-il}-hidrazino}-
carbonil)-hexil}]-formamida.

MH+=404.

Ejemplo 202

N-{(R)-2-|[N*(5,7-dimetil-benzo[1,2, 4] triazin-3-il)-hidrazinocarbonil]-heptil}-N-hidroxi-

formamida.
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MH+=375.

Ejemplo 203
N-{(R)-2-[N’(3,6-dimetil-pirazin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+=324.

Ejemplo 204
N-((R)-2-{N’-|4-(4-etil-piperazina-1-il)-6-isopropil-[1,3,5]triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ =451

Ejemplo 205
N-{(R)-2-{N’{(4-dimetilamino-6-isopropil-[1,3,S]triazin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ =382

Ejemplo 206
N-hidroxi-N-{(R)-2-[N’-[4-(metil-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil}-
formamida.

MH+=377

Ejemplo 207
2-(N-{(R)-2-](4-formil-hidroxi-amino)-metil)-heptanocil}-hidrazino)-6,N,N-trimetil-
isonicotinamida.

MH+ = 380

Ejemplo 208
N-hidroxi-N[(2R)-2-({N’-[3-amino-6-(trifluorometil)-piridin-2-il]-hidrazino}-carbonil)-
heptil]-formamida.

MH+=378
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Ejemplo 209
N-hidroxi-N-[(R)-2-(N"-{4-isopropil-6-[(2-metoxi-etil}-metil-amino]-[1,3,5] triazin-2-il}-
hidrazinocarbonil)-heptil]-formamida.

MH+ =426

Ejemplo 210
N-{(R)-3-ciclopentil-2-[N’-(4-etil-6-morfolin-4-il-[1,3,5] trinzin-2-iI)-hidrazinecarbonil]-
propil}-N-hidroxi-formamida.

MH+ =422

Ejemplo 211
N-hidroxi-N-{(R)-2-[N’~(4-morfolin-4-il-6-propil-[1,3,5] triazin-2-il)-hidrazinocarbonil]-
heptil}-formamida.
MH+ =424,

Ejemplo 212

N-((R)-2-{N’-[4-(4-etil-piperazin-1-il-6-propil-[1,3,5]triazin-2-il]-hidrazinocarbonil}-heptil)-
N-hidroxi-formamids.
MH+ =451.

Ejemplo 213
N-{(R)-5,5-dimetil-2-[N’(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil}-N-
hidroxi-formamida.

MH+=1378.

Ejemplo 214
N-{(R)-5,5-dimetil-2-[N’<(7-metil-benzo|[1,2 4] triazin-3-il)-hidrazinocarbonil]-hexil}-N-
hidroxi-formamida.

MH+=375.
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Ejemplo 215 C\/
N-{(R)-5,5-dimetil-2-[N’-(5-metil-benzo[1,2 4]triazin-3-il)-hidrazinocarbonil)-hexil}-N-
hidroxi-formamida,

MH+ = 375.

Ejemplo 216
N-{(R)-5,5-dimetil-2-[N’<(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-
hexil}-N-hidroxi-formamida.

MH+ = 463,

Ejemplo 217
N-{(R)-4-etil-2-|[N’(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil] -hexil}-N-hidroxi-
formamida.

MH+ = 378.

Ejemplo 218
N-{(R)-4-etil-2-[N’-(7-metil-benzo[1,2,4]trinzin-3-il)-hidrazinocarbonil]-hexil}-N-hidroxi-
formamida.

MH+ =375.

Ejemplo 219
N-{(R)-4-Etil-2-|N’-(morfolin-4-il-trifluorometil-pirimidin-2-il)hidrazinocarbonil]-hexil}-N-
hidroxi-formamida.

MH+ = 463,

Ejemplo 220
N-((R)-3-ciclopentil-2-{N’-[4-etil-6-(4-etil-piperazin-1-il)-[1,3,5] triazin-2-il]-
hidrazinocarbonil}-propil)-N-hidroxi-formamida.

MH+ =449,
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s o

N-{(R)-3-ciclopentil-2-[N’{(4-ciclopropilamino-6-etil-[1,3,5]triazin-2-il)}-hidrazinocarbonil]-
propil}-N-hidroxi-formamida,
MH+= 392,

Ejemplo 222
N-{(R)-4-etil-2-|N’-(5-metil-benzo[1,2,4] triazin-3-il)}-hidrazinocarbonil]-hexil}-N-hidroxi-
formamida.

MH+ =375

Ejemplo 223
N-hidroxi-N-|(R)-2-(N’-{[(2-metoxi-etil)}-metil-amino]-propil-{1,3,5] triazin-2-il}-
hidrazinocarbonil)-heptil]-formamida.

MH+ = 426.

Ejemplo 224
N-{(R)-2-|N’(dimetilamino-propil-[1,3,5]triazin-2-il)-hidrazinocarbonil|-heptil}-N-hidroxi-
formamida.

MH+ = 382.

Ejemplo 225
N-{(R)-2-|N’-(4-etil-pirimidin-2-il)-hidrazinocarbonil}-heptil}-N-hidroxi-formamida.
MH+ = 324,

Ejemplo 226
N-hidroxi-N-{(R)-2-[N’-(4-isopropil-pirimidin-2-il)-hidrazinocarbonil]-heptil}-formamida.
MH+=338.

Ejemplo 227
N-{(R)-2-[N’-(4-ciclopropil-6-morfolin-4-il-[1,3,5-]triazin-2-il)-hidrazinocarbonil]-heptil}-N-

hidroxi-formamida.
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MH+=422,

Ejemplo 228
N-hidroxi-N-[(2R)-2-({N’-[4-(piridin-2-il)-pirimidin-2-il]-hidrazino}-carbonil)-heptil]-
formamida.

MH+=1373.

Ejemplo 229
N-(R)-2-{N’-[4-ciclopropil-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-il]-
hidrazinocarbonil}heptil)-N-hidroxi-formamida.

MH+ = 449,

Ejemplo 230
N-{(R)-2-[N"(ciclopropil-dimetilamino-[1,3,5] triazin-2-il)-hidrazinocarbonil}-heptil}-N-
hidroxi-formamida.

MH+ = 380.

Ejemplo 231
N-{(R)-2-[N’-(ciclopropil-(etil-metil-amino)-[1,3,5]triazin-2-iI)-hidrazinocarbonil]-heptil}-
N-hidroxi-formamida.

MH+ = 380.

Ejemplo 232

N-{(R)-2-[N’<{ciclopropil-6-pirrolidin-1-il[1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.
MH+ = 406.

Ejemplo 233
N-{(R)-2-|N’~(4,6-diciclopropil-[1,3,5]triazin-2-i)-hidrazinocarbonil]-heptil}-N-hidroxi-

formamida.
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MH+ = 377.

Ejemplo 234
N-hidroxi-N-[(R)-2[N’-(5-metil-benzo[1,2 4] triazin-3-il)-hidrazinocarbonil]-3-(2-metil-
ciclopentil)-propil]-formamida.

MH+ = 387,

Ejemplo 235
N-{(R)-2-|N’(dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-3-(2-metil-ciclopentil)-
propil]-N-hidroxi-formamida.

MH+ = 394,

Eiemplo 236
N-hidroxi-N-[(R)-2-|[N*~(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-3-(2-metil-
ciclopentil)-propil]-formamida.

MH+ = 390.

Ejemplo 237
N-{(R)-2-|N'~(5-etil-pirimidin-2-il)}-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+=324.

Ejemplo 238
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N’<(7-metil-1,2,4-benzotriazin-3-il}-hidrazino]-3-
oxopropil}-formamida.

MH+=373.

Ejemplo 239
N-hidroxi-N-[(2R)-2-(ciclopentilmetil)-3-(N’-{4-etil-6-[ etil(meti])amino]-1,3,5-triazin-2-il}-
hidrazino)-3-oxopropil]-formamida.

MH+ = 394.
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Ejemplo 240
N-hidroxi-N-((ZR)-2-(ciclopentilmetil)-3-(N’-[4-(dimetilamino)-6-etil-1,3,5-triazin-2-il]-
hidrazino}-3-oxopropil)-formamida.

MH+ = 380.

Ejemplo 241
N-((R)-2-{N’-[4-etil-6-(4-isopropil-piperazin-1-il)-[1,3,5] triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ =451,

Ejemplo 242
N-hbidroxi-N-[(ZR)-3-|N’-(6-cloro-1,2,4-benzotriazin-3-il)-hidrazino]-2-(ciclopentilmetil)-3-
oxopropil]-formamida.

MH+ = 393.

Ejemplo 243
N-{(R)-4,4-dimetil-2-|N’(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil}-N-
hidroxi-formamida.

MH+=1378.

Ejemplo 244
N-{(R)-4,4-dimetil-2-[N*-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil}-N-
hidroxi-formamida.

MH+ = 375.

Ejemplo 245
N-{(R)-4,4-dimetil-2[N’-(5-metil-benzo|1,2,4] triazin-3-il)-hidrazinocarbonil]-hexil}-N-
hidroxi-formamida.

MH+ = 375.
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N-{(R)-4,4-dimetil-2-|N’-(morfolin-4-il-triflnorometil-pirimidin-2-il}-hidrazinocarbenil)-
hexil}-N-hidroxi-formamida.

MH+ = 463.

Ejemplo 247
N-hidroxI-N-{(R)-2-|[N’<(5-fenil-[1,2,4] triazin-3-i)-hidrazinocarbonil]-heptil}-formamida,.
MH+ = 373.

Ejemplo 248
N-{(R)-2-|N’<{4-etil-6-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+ = 409.

Ejemplo 249
N-((R)-2-|N’-[4-etil-6-(4-metil-piperazin-1-il)-pirimidin-2-il|-hidrazinocarbonil} heptil)-N-
hidroxi-formamida.

MH+ =422,

Ejemplo 250
N-{(R)-2-|N’{(5-etil-4-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+ = 338.

Ejemplo 251
N=((R)-2-{N’-[4-etil-6-(4-propil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ =451.
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Ejemplo 252 /\50
N-hidroxi-N-((R)-2-{N’-[6(4-pirimidin-2-il-piperazin-1-il-metil)-piridin-2-il)-
hidrazinocarbonil}-heptil)}-formamida.

MH+=471.

Ejemplo 253
N-hidroxi-N-((R)-2- {N’-[6-(3-[1,2,4]triazol-1-il-metil-[1,2,4]-triazol-1-il)-piridin-2-il}-
hidrazinocarbonil}-heptil)-formamida.
MH+ =443,

Ejemplo 254
N-{(R)-3-biciclo|2.2.1)hept-7-il-2-|[N’-(4-trifluorometil-pirimidin-2-il)-hidrazinoearbonil)-
propil}-N-hidroxi-formamida.

MH+ =402,

Ejemplo 255
N-{(R)-3-biciclo{2.2.1] hept-7-il-2-[N’-(morfolin-4-il-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-propil}-N-hidroxi-formamida.
MH+ =487

Ejemplo 256
N-hidroxi-N-[(R)-2-(N’-piridin-3-il-hidrazinocarbonil)-heptil]-formamida.
MH+=295.

Ejemplo 257
Yoduro de 4-{4-etil-6-[2-((2R)-2-{[formil(hidroxi)amino]-metil}-heptanoil)-hidrazino]-1,3,5-
triazin-2-il}-1-metil-1-propilpiperazin-1-io.
MH+ = 465.

Ejemplo 258
N-{(R)-3-biciclo[2.2.1] hept-7-il-2-|N’(5-metil-benzo[1,2,4] triazin-3-il)-hidrazinocarbonil]-

propil}-N-hidroxi-formamida.
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Ejemplo 259
N-{(R)-Z-[N’-(4—azetidin-i-il—6—etil—[l,3,5]trinzin-z-il)-hidnzinoearbonil]-hepﬂl}-N—hldroxl—
formamida.

MH+ = 380.

Ejemplo 260
N-{(R)-z-cicloptil-2-[N’;-(4—t11ﬂnorometll—pirlmidin—2-il)-hidrazinocnrbonil]-eﬁl}-N-
hidroxi-formamida.

MH+ = 362.

Ejemplo 261
N-{(R)-2-ciclopentil-2-[N’<(morfolin-4-il-4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-
etil}-N-hidroxi-formamida.

MH+ =447,

Ejemplo 262
N-{(R)-2-ciclopentil-2-[N’-(4-metil-piridin-2-il)-hidrazinocarbonil]-etil}-N-hidroxi-
formamida.

MH+=307.

Eiemplo 263
N-{(R)-2-ciclopentil-2-[N’(dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 366.

Ejemplo 264
N-{(R)-2-ciclopentil-2-|]N’-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 359.
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Ejemplo 265
N-{(R)-2-ciclopentil-2-[N’(5-metil-benzo[1,2 4] triazin-3-il)}-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 359.

Ejemplo 266
N-hidroxi-N-{(R)-2-[N’-(5-metil-benzo[1,2,4](riazin-3-il}-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-etil}-formamida.

MH+=387.

Ejemplo 267
N-hidroxi-N-{(R)-2-[N’-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarboni]-2-(4-metil-
ciclohexil)-etil}-formamida.

MH+ = 387.

Ejemplo 268
N-hidroxi-N-{(R)-2(4-metil-ciclohexil)-2-[N’(4-frifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-etil}-formamida.

MH+ =390,

Ejemplo 269
N-hidroxi-N-{(R)-2-(4-metil-ciclohexil)-2-[N’-(morfolin-4-il-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-etil}-formamida.

Ejemplo 270
N-hidroxi-N-{(R)-2-(4-metil-ciclohexil)-2-[N’<(4-metil-piridin-2-il)-hidrazinocarbonil]-etil}-
formamida.

MH+ = 335.

Ejemplo 271
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N-{(R)-2-|[N’-(dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-2-(4-metil-ciclohexil)-
etil}-N-hidroxi-formamida.
MH+ = 394,

Ejemplo 272
N-{(R)-2-[N'«(6,7-dihidro-5-H-ciclopentapirimidin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 336.

Ejemplo 273
N~((R)-2-[N’-[4-etil-6-((S)-2-hidroximetil-pirrolidin-1-il)-[1,3,5] triazin-2-11]-
hidrazinocarbonil]-heptil)-N-hidroxi-formamida.

MH+ = 424,

Ejemplo 274
N-{(R)-2-|[N’«{(dimetilamino-piridin-3-il-pirimidin-2-il)}-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 416.

Ejemplo 275
N-{(R)-2-[N’<(dimetilamino-piridin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+=416.

Ejemplo 276
N-hidroxi-N-{(R)-2-N’~(5,6,7,8-tetrahidro-benzo[1,2,4]triazin-3-i)-hidrazinocarbonil]-
heptil}-formamida.

MH+ =351

Ejemplo 277
N-{(R)-2-[N’(5,6-dietil-[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
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Ejemplo 278
N-hidroxi-N-{(R)-2-[N’-[5-(4-hidroxi-fenil)-[1,2,4]triazin-3-il]-hidrazinocarbonil)}-heptil)-
formamida.

MH+ = 389,

Ejemplo 279
N-[(R)-2-(N’-{|2-dimetilamino-etil)-etil)}-metil-amino]-etil-[1,3,5] triazin-2-il}-
hidrazinocarbonil)-heptil]-N-hidroxi-formamida.

MH+ = 425.

Elemplo 280
N-{(R)-2-[N’-(2-dimetilamino-quinazolin-4-il}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

M+ = 389.

Ejemplo 281
N-hidroxi-N-{(R)-2-[N’-(3-metanosulfonil-4,6-dimetil-piridin-2-il}-hidrazinocarbonil]-
heptil}-formamida.

MH+ =401,

Ejemplo 282
N-((R)-2-{N’-[4-¢til-6-(3-hidroxi-piperidin-1-i)-[1,3,5]triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ =424,
Ejemplo 283

N[(R)-2-(N'-[4,5'|bipirimidinil-2-il-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
MH+ = 384.
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Ejemplo 284
N({((R)-2-{N’-[ciclopropil. metil-amino)-etil-[1,3,5]triazin-2-il]-hidrazinocarbonil}-heptil)-N-

hidroxi-formamida.

MH+ = 39%4,

Ejemplo 285
N-((R)-2-{(N’-[4-etil-6-((R)-3-hidroxi-pirrolidin-1-il)-[1,3,5] triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ =410.
Ejemplo 286

N-hidroxi-N-[(R)-2-(N’-[3,3’]bipiridinil-5-il-hidrazinocarbonil)-heptil]-formamida.
MH+= 372,

Ejemplo 287
N-hidroxi-N-[(R)-2(N’-(5-morfolin-4-il-piridin-3-il)-hidrazinocarbonil)-heptil]-formamida.
MH+ =380

Ejemplo 288
N-hidroxi-N-{(R)-2-[N’~(4-piridin-3-il-pirimidin-2-il)-hid razinocarbonil]-heptil}-
formamida.

MH+ =373,

Ejemplo 289
N-hidroxi-N-{(R)-2-[N’-(5,6,7,8-tetrahidro-quinazolin-2-il)-hidrazinocarbonil}-heptil}-
formamida.

MH+ =350,

Ejemplo 290
N-[(R)-2-(N'-{[ciclopropil-1-(1-meil-piperidin-4-il)}-amino]-etil-[1,3,5]triazin-2-il}-

hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
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MH+ =477

Ejemplo 291
N-((R)-2-[N’-[4«((R)-3-dimetilamino-pirrolidin-1-i[}-6-etil-[1,3,5] triazin-2-il]-
hidrazinocarbonil]-heptil)-N-hidroxi-formamida.

MH+ = 437,

Eijemplo 292
N-hidroxi-N-[(R)-2-(N’-[5-(1H-pirrol-2-il)-piridin-3-il]-hidrazinocarbonil)-heptil]-
formamida.

MH+ = 360.

Ejemplo 293
N-hidroxi-N-[(R)-2-(N’-[4-metil-piperazin-1-il-)-trifluorometil-pirimidin-4-il]-
hidrazinocarbonil)-heptil]-formamida.

MH+ =462,

Ejemplo 294
N-hidroxi-N-[(R)-2-(N’~(5-Furan-3-il-piridin-3-il}-hidrazinocarbonil)-heptil|[formamids.
MH+ = 361.

Ejemplo 295
N-{(R)-5,5-dimetil-2-[N'(4-triflucrometil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.

MH+=392.

Ejemplo 296
N-{(R)-5,5-dimetil-2-[N’~(7-,etil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 389,
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Ejemplo 297
N-{(R)-5,5-dimetil-2(4-metil-piridin-2-il}-hidrazinocarbonil)-heptil}-N-hid roxi-formamida.
MH+=1337.

Ejemplo 298
N-{(R)-2-cicloheptil-2-[N’<(4-trifluorometil-pirimidin-2-il)}-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 390,

Ejemplo 299
N-{(R)-2-cicloheptil-2-[N’~(4-metil-piridin-2-il)-hidrazinocarbonil]-etil}-N-hidroxi-
formamida.

MH+ = 335.

Ejemplo 300
N-{(R)-2-cicloheptil-2-[N’{dimetilamino-etil-[1,3,S]triazin-2-il)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.

MH+ = 394,

Ejemplo 301
N-{(R)-2-cicloheptil-2-[N’~(7-metil-benzo[1,2 4] triazin-3-il)-hidrazinocarbonil}-etil}-N-

hidroxi-formamida.

MH+ = 387.

Ejemplo 302
N-«((R)-2{N’-[4-etil-6-(4-hidroxi-piperidin-1-il}-[1,3,5]triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.

MH+ =424,
Ejemplo 303
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N-{(R)-5,5-dimetil-2-[N'-(5-metil-benzo[1,2 4]triazin-3-il)-hidrazinocarbonil] -heptil}-N-
hidroxi-formamida.
MH+ = 389.

Ejemplo 304
N-{(R)-2-[N’-(4-dimetilamino-quinazolin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+ = 389.

Ejemplo 305
N-hidroxi-N-{(R)-2-[N’-(4-piridin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil}-

formamida.

MH+=373.
Ejemplo 306
N-hidroxi-N-((R)-2- {N’-[4-(3-hidroximetil-fenil)-pirimidin-2-il]-hidrazinocarbonil}-heptil)-
formamida.
MH+ = 402.

Ejemplo 307

N-hidroxi-N~((R)-2-{N’-[4-(4-hidroximetil-fenil)-pirimidin-2-il]-hidrazinocarbonil}-heptil)-

formamida.
MH+ = 402.

Ejemplo 308
N-«((R)-2-{N '-[4—.etil-6-(3-metoxi-piperidin-l-ll)-[1.3.5|trinzin-2-il] -hidrazinocarbonil})-
heptil)-N-hidroxi-formamida,
MH+=438.

Ejemplo 309
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N-hidroxi-N-{(R)-2-[N’-(7-metil-benzo|[1,2 4]triazin-3-il)-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-etil}-formamida.
MH+ = 387.

Ejemplo 310
N-[(R)-2-{N’-[etil-(etil-metilamino)-|1,3,5]triazin-2-il] -hidrazinocarbonil}-2-(4-metil-
ciclohexil)-etil}-N-hidroxi-formamida.

MH+ =408,

Ejemplo 311
N-[(R)-2-{N’-[etil-(etil-metilamino)-[1,3,5]triazin-2-1l]-hidrazinocarbonil}-2-(4-metil-
ciclohexil)-etil}-N-hidroxi-formamida.

MH+=408.

Ejemplo 312
N-hidroxi-N-{(R)-2-[N’-(7-metil-benzo[1,2,4]triazin-3-il)}-hidrazinocarbonil}-2-(4-metil-
ciclohexil)-etil}-formamida.

MH+ = 387.

Ejemplo 313
N-((R)-2-{N’-[4-(2,6-dimetoxi-fenil)-pirimidin-2-il]-hidrazinocarbonil}-heptil)-N-hidrox}-
formamida.

MH+=432.

Ejemplo 314

N-((R)-2-{N’-[4-til-6-((R)-3-metoxi-pirrolidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil}-

heptil)-N-hidroxi-formamida.
MH+ =424,

Ejemplo 318
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N-((R)-2-{N’-|4-etil-6-(4-metoxi-piperidin-1-il)-[1,3,5] triazin-2-il]-hidrazinocarbonil}-
heptil)-N-hidroxi-formamida.
MH+ =438,

Ejemplo 316
N-hidroxi-N-[(R)-2-(N’-(6-pirrolidin-1-il-pirimidin-4-il)-hidrazinocarbonil)-heptil]-
formamida.

MH+ = 365.

Ejemplo 317
N-hidroxi-N-[(R)-2-(N’-[6-(4-metil-piperazin-1-il)-pirimidin-4-il])-hidrazinocarbonil)-
heptil]-formamids.

MH+= 394,

Ejemplo 318
N-{(R)-2-[N’-(6-dimetilamino-pirimidin-4-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+ =339,

Ejemplo 319
N-{(R)-2-[N’-(piridin4-il-trifluorometil-pirimidin-4-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 441.

Ejemplo 320
N-{(R)-2-[N'(piridin-3-il-triflnorometil-pirimidin-4-il)-hidrazinocarbonil]-heptil}N-
hidroxi-formamida.

MH+=44].

Ejemplo 321
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N-{(R)-2-|N’{(2-etilamino-6-trifluorometil-pirimidin-4-il)-hidrazinocarbenil]-heptil}-N- C\j
bidroxi-formamida.
MH+=407.

Ejemplo 322
N-hidroxi-N-((R)-2-{N’-[5-(4-metoxi-fenil)-[1,2,4]triazin-3-il] -hidrazinocarbonil}-heptil)-
formamida.

MH+ = 403.

Ejemplo 323
N-hidroxi-N-((R)-2-{N’-[4«(2,3,4-trimetoxi-fenil)-pirimidin-2-il]-hidrazinocarbonil}-heptil)-
formamida.

MH+ = 462.

Ejemplo 324
N-{(R)-4,4-dimetil-2-[N’-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ =392,

Ejemplo 325
N-{(R)-4,4-dimetil-2-[N’-(7-metil-benzo[1,2,4] triaxin-3-jl)}-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 389.

Ejemplo 326
N-{(R)-4,4-dimetil-2-[N’-(5-metil-benzo[1,2,4] triazin-3-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ = 389.

Ejemplo 327
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N-{(R)-4,4-dimetil-2-[N’(4-metil-piridin-2-il}-hidrazinocarbonil]-heptil}-N-hidroxi- [\/

formamida.
MH+ = 337.

Ejemplo 328
N-hidroxi-N-{(R)-2-|[N'<(6.morfolin-4-il-pirimidin-4-il)-hidrazinocarbonil] -
heptil}formamida.

MH+ = 381.

Ejemplo 329
N-hidroxij-N-[(R)-2-(N’-{5-[4-(2-hidroxi-etoxi)-fenil]-[1,2,4] triazin-3-il}-hidrazinocarbonil)-
heptil)-formamida.

MH+ = 433.

Ejemplo 330
N-{(R)-2-[N’<(4-furan-2-il-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+ = 362.

Ejemplo 331
N-((R)-2-{N’-[4-(3,5-dimetil-isoxazol-4-il)-pirimidin-2-il]-hidrazinocarbonil}-hepfil)-N-
hidroxi-formamida.

MH+=391.

Ejemplo 332
N-hidroxi-N-{(R)-2-[N'-(4-metil-1-oxi-piridin-2-il)}-hidrazinocarbonil]-heptil}-formamida.
MH+ = 325.

Ejemplo 333
Acido 2-(N’-{(R)-2-[(formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-6-metil-nicotinico.
MH+ = 353, )
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Ejemplo 334
N-hidroxi-N-{(R)-2-[N’-(3-metoxi-piridin-2-il)-hidrazinocarbonil]-heptil}-formamida.
MH+=325.

i

Ejemplo 33§
N-hidroxi-N-{(2R)-2-[(N’-{4-[4-(metilsulfonil)fenil]-pirimidin-2-il}-hid razino)-carbonil]-
heptil}-formamida.

MH+ = 450.
Ejemplo 336

N-hidroxi-N-[(2R)-2-({N’-[4-(furan-3-il)-pirimidin-2-il]-hidrazino}-carbonil)-heptil]-
formamida.
MH+ = 362.

Ejemplo 337
N[(2R)-2-({N'-[4-(2-aminofenil)-pirimidin-2-il]-hidrazino}-carbonil)-heptil]-N-hidroxi-
formamida.

MH+ = 387.

Ejemplo 338
N-hidroxi-N-[(2R)-({N'-[5-(5-metil-1,3,4-0xadiazol-2-il)-4-(trifluorometil)-pirimidin-2-il]-

hidrazino}-carbonil)-heptil]-formamida.

MH+ = 446.

Ejemplo 339
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N’-[5-(5-metil-1,3,4-0xadiazol-2-il)}-4-
(trifluorometil)-pirimidin-2-il]-hidrazino}-3-oxopropil)-formamida.

MH+ = 458.

Ejemplo 340
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N-[(2R)-2-({N’-[6-(dimetilamino)-2-metil-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-N- C\)
hidroxi-formamida.
MH+=353.

Ejemplo 341
N-[(2ZR)-2-({N*-[2-ciclopropil-6-(dimetilamino)-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-
N-hidroxi-formamida.

MH+ =379,

Ejemplo 342
N-hidroxi-N-[(2R)-4-(2-tienil)-2({N"-[4-(trifluorometil)-pirimidin-2-il]-hidrazino}-
carbonil)-butil]-formamida.

MH+ = 404.

Ejemplo 343
N-hidroxi-N-[(2R)-2-{|[N’~(4-metil-pirimidin-2-il)hidrazino]carbonil}-4-(2-tienil)-butil]-
formamida.

MH+ = 350.

Ejemplo 344
N-|(2R)-2-[(N’-{4-etil-6-[etil(meti)amino]-1,3,5-trinzin-2-il}-hidrazino)-carbonil]4-(2-
tienil)butil]-N-hidroxi-formamida.

MH+=422.

Ejemplo 345
N-hidroxi-N-((2R)-3-0x0-2-(2-tienilmetil)-3-{N’-[4-(trifluorometil)-pirimidin-2-il]-
bidrazino}-propil)-formamida.

Mh+ = 390.
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N-hidroxi-N-[(ZR)-3-|N*-(4-metil-pirimidin-2-il)hidrazino]-3-oxo0-2-(2-tienilmetil)-propil]- 6\]

formamida.
MH+ = 336.

Ejemplo 347
N-[(2R)-3-(N’-{4-etil-6-[ etil(meti[)amino]-1,3,5-triazin-2-il} hidrazino)-3-oxo-2-(2-
tienilmetil)-propil]-N-hidroxi-formamida.

MH+ = 408.

Ejemplo 348
N-Hidroxi-N-[(2R)-2-({N’-[2-metil-6-(piridin-2-il)-pirimidin-4-il]-hidrazino}-carbonil)-
heptil)-formamida.

MH+ =387,
Ejemplo 349

N-hidroxi-N-[(2R)-2-({N’~[6-(piridin-2-il-metil)-piridazin-3-il]-hidrazino}-carbonil)-heptil|-

formamida.

MH+ = 387.

Ejemplo 350
N-hidroxi-N-[(2R)-2-({N’-[2-metil-6-(morfolin-4-il)-pirimidin-4-il]-hidrazino}-carbonil)-
heptil)-formamida.

MH+ = 395,
Elemplo 351

N-hidroxi-N-[(2R)-2-({N’-[6-(morfolin-4-il)-2-(trifluorometil)-pirimidin-4-il]-hid razino}-
carbonil)-heptil]-formamida.
MH+ = 449,

Ejemplo 352
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N-hidroxi-N-{(ZR)-2-[(N’-{4-| metil-(piridin-2-il)-amino]-pirimidin-2-il}-hid razino)-
carbonil]-heptil}-formamida.
MH+ = 402.

~

Ejemplo 353
N-hidroxi-N-((ZR)-2-{(ciclopentilmetil)-3-{N’-[4-ciclopropil-6-(dimetilamino)-1,3,5-triazin-2-
il]-hidrazino}-3-oxopropil)-formamida.

MH+=392,

Preparacién 19
Ester tert-butflico del dcido (1,3-dioxo-1,3-dihidro-isoindol-2-i)carbimico.
A una mezcla de carbazato tert-butflico (5.15 g, 38.97 mmol) y anhidrido ftdlico (5.77 g, 38.97
mmol) se agregé CHCI3 (70 mL). La mezcla de reaccién fue sometida a reflujo durante 18 h. La
remocién del solvente bajo presién reducida proporcioné 8.20 g (80%) del compuesto del titulo
como un sélido blanco. MG+ 263.

Preparacién 20
Ester dimetil-etilico del &cido benzo[1,3]dioxol-5-il-metil-(1,3-dioxo-1,3-dihidro-isoindo}-2-
il)-carbémico.
A una solucion de éster tert-butilico del 4cido (1,3-dioxo-1,3-dihidro-isoindol-2-il)-carbimico
(0.31 g, 1.18 mmol), alcohol piperonilico (0.18 g, 1.18 mmol) y trifenilfosfina (0.40 g, 1.54
mmol) en THF (12 mL) a 0°C se agregé por goteo azodicarboxilato de diisopropilo (0.30 mL,
1.54 mmol). La mezcla de reaccién se agitd y se dejo calentar hasta temperatura ambiente durante
la noche. La remocién del solvente bajo presién reducida, seguido por purificacién mediante hplc
proporciond 0.28 g (60%) del compuesto del titulo. MH+ 397.

Preparacién 21
Ester tert-butilico del 4cido N-benzo[1,3]dioxol)-5-il-metil-hidrazinacarboxilico.
A éster dimetil-etilico del 4cido N-benzo[1,3]dioxol-5-il-metil-(1,3-dioxo-1,3-dihidro-isoindol-2-
il)-carbamico (0.28 g, 0.71 mmol) en EtOH (3.6 mL) se agregé monohidrato de hidrazina (0.14

mL, 2.84 mmol) en una porcion a temperatura ambiente. La mezcla de reaccién se agitd durante
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21 horas. Se agrego tolueno a la mezcla, y el sélido blanco fue recolectado mediante filtracién. El
filtrado fue evaporado a/ vacio. Un reposamiento adicional al vacio proporcioné 0.17 g (89%) del
compuesto del titulo. MH+ 267.

Preparacién 22
Ester tert-butflico del dcido N-benzo[1,3]dioxol-4-il-metil-N’- {(R)-2-[(benziloxi-formil-
amino)-metil]heptanocil}hidrazinacarboxilico.
A una mezcla de éster tert-butilico del 4cido N-benzo[1,3]dioxol-5-il-metil-hidrazinacarbox{lico
(168 mg, 0.632 mmol), dcido (R)-2-[(benciloxi-formil-amino)-metil]-heptanoico (185 mg, 0.632
mmol), 4-dimetilaminopiridina (100 mg, 0.822 mmol) en cloruro de metileno (7 mL) se agregé
hidrocloruro de 1-(3-dimetilaminopropil)-3-etilcarbodiimida (158 mg, 0.822 mmol9) a
temperatura ambiente. La mezcla de reaccién se agité durante 19 h a temperatura ambiente y
luego se tratd con solucién HCI acuosa 1N. La separacién de la capa orgénica, secado sobre
MgSO4 anhidro y remocién del solvente proporcioné el compuesto del titulo. No se requiri6
purificacién adicional- MH+ 542.

Preparacién 23
N-[(R)-2(N’-benzo[1,3] dioxol-5-il-metil-hidrazinocarbonil)-heptil]-N-benciloxi-formamida.
Al éster tert-butilico del dcido N-benzo[1,3]dioxil-4-ilmetil-N’-{R-[benziloxi-formil-amino)-
metil]-heptanoil }-hidrazinacarboxilico obtenido en la preparacién 12 se agregb TFA al 5% en
dicloruro de metileno (20 mL.) a temperatura ambiente. La solucién resultante fue agitada durante
6 horas, y luego se lavé con solucién de NaHCO; acuoso seturado (20 mL x 3). La capa orgdnica
fue separada y secada (MgSQy). La filtracién y evaporacién proporcioné el compuesto del titulo
(0.221 g, 79% en dos pasos). MH+ 442,

Ejemplo 354
N-[(R)-2-(N’-benzo|1,3]dioxol-5-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
A una solucién de N-[(R)-2-(N’-benzo[1,3]dioxol-5-il-metil-hidrazinocarbonil)}-heptil]-N-
benciloxi-formamida. (0.221 g, 0.501 mmol) en EtOH (10 mL) se agregé Pd/C al 10% (50 mg).
La mezcla se sometié a hidrogenacién durante 5 h a temperatura ambiente. La mezcla fue filtrada
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a través de Celite. El filtrado fue evaporado y purificado mediante HPLC para proporcionar el [\/
compuesto del titulo (0.10 g, 57%) en un sélido blanco. MH+ 352.

Ejemplo 355
N-{(R)-2-[N’-(2,3-dihidro-[1,4]dioxino[2,3-b]piridin-7-il-metil}-hidrazinocarbonil]-heptil}-
N-hidroxi-formamida.

MH+ 366.

Ejemplo 356
N-{(R)-2-|N’-(4-dimetilamino-bencil)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+ = 351.

Ejemplo 357
N-hidroxi-N<{(R)-2-{N’-[2-(5,6,7,8,-tetrahidro-[1 8] naftiridin-2-il)-etil]-hidrazinocarbonil]-
heptil}-N-hidroxi-formamida.

MH+ 378.

Ejemplo 358
N-hidroxi-N-[(R)-2-(N’-quinolin-2-il-metil-hidrazinocarbonil)-heptil]-formamida.
MH+ = 359.

Ejemplo 359
N-hidroxi-N-{(R)-2-[N’<(1,2,3,4-tetrahidro-quinolin-2-il-metil)-hidrazinocarbonil]-heptil}-
formamida.

MH+ 363.

Ejemplo 360
N-hidroxi-N-|(R)-2-(N’-quinolin-6-il-metil-hidrazinocarbonil)-heptil]-formamida.
MH+ 359,

Ejemplo 361
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N-[(R)-2-(N’-benzofuran-2-il-metil-hidrazinocarbonil)-heptil)-N-hidroxi-formamida.
MRB+ 348,

Ejemplo 362
N-[(R)-2«(N'-ciclopropilmetil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
MH+ 272.

Ejemplo 363
N-{(R)-2-|N’~(6-fluoro-4H-benzo[1,3]dioxin-8-il-metil)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.

MH+ 384.

Ejemplo 364
N-hidroxi-N-{(R)-2-|N’-(4-metoxi-bencil)-hidrazinocarbonil]-heptil}-formamida.
MH+ = 338.

Ejemplo 365
N-hidroxi-N-{(R)-2-[N’-(2-metoxi-bencil)}-hidrazinocarbonil]-heptil}-formamida.
MH+ = 338.

Ejemplo 366

N-hidroxi-N-{(R)-2-[N’-(tetrahidro-furan-3-il-metil)-hidrazinocarbonil]-heptil}-formamida.

MH+ = 302.

Ejemplo 367
N-[(R)-2-(N’-furan-3-il-metil-hidrazinocarbonil)-heptil]-N-hid roxi-formamida.
MH+ =298.

Ejemplo 368

N-{(R)-2-[N’~2,3-dibidro-benzo[1,4]dioxin-6-il-metil)-hidrazinocarbonil]-heptil}-N-hidroxi-

formamida.
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MH+ = 366.

Ejemplo 369
N-{(R)-2-|N’-(2,3-dihidro-benzo[1,4]dioxin-2-il-metil)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

MH+=366.

Ejemplo 370
N-hidroxi-N-{(R)-2-|N’-(2-fenoxi-etil)-hidrazinocarbonil]-heptil}-formamida.
MH+= 1338,

Ejemplo 371
N-{(R)-2-|[N’-((S)-2,3-dihidroxi-propil)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+m =292,

Ejemplo 372
N-hidroxi-N-{(R)-2-[N’-(-metil-isoxazol-3-il-metil)-hidrazinocarbonil]-heptil} formamida.
MH+ =313,

Ejemplo 373
N-((R)-2-{N’-[1<(1-benzo[1,3]dioxol-5-il-metanoil)-piperidin-4-il]-hidrazinocarbonil}-
heptil)-N-bidroxi-formamida.

Ejemplo 374
N-((R)-2-{N’-[1<(1-benzofuran-2-il-metanoil)-piperidin-4-il]-hidrazinocarbonil}-heptil}-N-
hidroxi-formamida.

MH+ = 445,

Ejemplo 375
N-hidroxi-N-|(R)-2-(N’-{1-[1-(7-metoxi-benzofuran-2-iI}-metanoil]-piperidin-4-il}-

hidrazinocarbonil)-heptil]-formamida.
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MH+=475.

Ejemplo 376
N-{(R)-2-|[N’~(1-bencil-piperidin-4-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
MH+=391.

Ejemplo 377
N-[(R)-2-(N’-{1-[1-(3,4-dicloro-fenil)}-metanoil]-piperidin-4-il}-hidrazinocarbonil)-heptil)-N-
hidroxi-formamida.

MH+=474,

Ejemplo 378
N-[(R)-2<(N’-{1-[1-(2,3-dIcloro-enil)}-metanoil)-piperidin-4-il}hidrazinocarbonil)-heptil}-N-
hidroxi-formamida.

MH+ =474,

Ejemplo 379
N-hidroxi-N-[(R)-2-(N'-{1-[1(4-metil-piperazin-1-il}- metanoil]|-pentil}-hidrazinocarbonil)-
heptil]-formamida.

MH+=414.

Preparacién 24
N-[(R)-2-(hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
A una solucién de éster bencilico del dcido N'-{(R)-2-[(benciloxiformilamino)metil]heptanoil]-
hidrazinacarboxilico { 1 mmol) en EtOH (10 mL) se agregd Pd/C al 10% (50 mg). La mezcla fue
sometida a hidrogenacién durante 5 horas a temperatura ambiente y luego se filtré a través de
Celite. El filtrado se evaporé y purificé mediante hplc para proporcionar N-[(R)-2-
(hidrazinocarbonil)-heptil]-N-hidroxi-formamida como un vidrio. MH+ 218.

Ejemplo 380
N-[(R)-2-(N’-bencil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
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N-[(R)~2-(hidrazinocarbonil)-heptil]-N-hidroxi-formamida (50 mg, 0.23 mmoles) y benzddehi&
(24 mg, 0.23 mmoles) fueron disueltos en metanol (2 mL) bajo argon en presencia de tamices

molecular de 4A (50 mg), se agité durante 1 hora y se enfrié a 0°C. A la mezcla se agregé un
cristal de un indicador de naranja de metilo y suficiente HC] metanélico para mantener la
solucién écida (color rojo). Se agregd cianoborohidruro sédico (17 mg, 0.28 mmoles), junto con
suficiente HC] metanélico para mantener la solucién dcida (indicador rojo). El sistema fue
calentado a temperatura ambiente, agitado durante 2 dfas, neutralizado con solucién de
bicarbonato de sodio, y extraido con acetato de etilo (3x). La capa organica fue secada sobre
sulfato sédico anhidro, concentrada hasta sequedad y purificada mediante hplc preparativa para
proporcionar el compuesto del titulo. MH+ 308.

COMPOSICIONES, ADMINISTRACION YANALISIS BIOLOGICOS
Los compuestos de férmula (1) y sus sales farmacéuticamente aceptables se pueden

administrar de la manera estindar para antibiéticos, por ejemplo oralmente, parenteralmente,
sublingualmente, dérmicamente, transdérmicamente, rectalmente, via inhalacién o via
administracién bucal.

Las composiciones de férmula (1) y sus sales farmacéuticamente aceptables que son
activas cuando se suministran oralmente se pueden formular como jarabes, comprimidos, cépsulas,
cremas y pastillas. Una formulacién de jarabe consistird generalmente en una suspensién o
solucién del compuesto o una sal en un vehiculo liquido por ejemplo, etanol, aceite de cacahuete,
aceite de oliva, glicerina o agua con un agente saborizante o colorante. Cuando la composicién
estd en forma de comprimido, se puede emplear cualquier vehiculo farmacéutico empleado
habitualmente pare preparar formulaciones sélidas. Ejemplos de tales vehiculos incluyen estearato
magnésico, terra alba, talco, gelatina, goma ardbiga, dcido estedrico, almidén, lactosa y sacarosa.
Cuando la composicién estd en forma de cdpsula, es adecuada cualquier encapsulacién habitual,
por ejemplo, empleando los vehiculos antes mencionados dentro de una cubierta para cépsula
rigida de gelatina. Cuando la composicién estd en forma de cépsula de cubierta de gelatina blanda,
se puede considerar cualquier vehiculo farmacéutico empleado habitualmente para preparar
dispersiones o suspensiones, por ejemplo, gomas acuosas, celulosas, silicatos o aceites, y se puede
incorporar en una cubierta para cépsula de gelatina blanda.
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Composiciones parenterales tipicas consisten en una solucién o suspensién de un
compuesto o su sal en un vehiculo estéril acuoso o no acuoso que opcionalmente contiene un
aceite parenteralmente aceptable, por ejemplo, polietilenglicol, polivinilpirrolidona, lecitina, aceite
de cacahuete 0 aceite de sésamo.

Composiciones tipicas para inhalacién estén en forma de solucién, suspensién o emulsién
que se puede administrar como un polvo seco o en forma de aerosol empleando un propelente
convencional tal como diclorodifluorometano o triclorofluocrometano.

Una composicién para supositorio tipica comprende un compuesto de férmula (1) o una de
sus sales farmacéuticamente aceptables que es activa cuando se administra por esta via, con un
agente aglutinante y/o un agente lubricante, por ejemplo, glicoles poliméricos, gelatinas, manteca
de cacao u otras ceras o grasas vegetales de bajo punto de fusién o sus andlogas sintéticas.

Formulaciones dérmicas y transdémmicas tipicas comprenden un vehiculo convencional
ACU0S0 0 NO 8CU0SO, por ejemplo, una crema, unglento, locién o pasta o estén en forma de un
apdsito, parche 0 membrana que contiene una medicina.

Preferiblemente la composicién esti en forma de dosis unitaria, por ejemplo un
comprimido, cdpsula o dosis de aerosol medida, de manera que el paciente se puede administrar
una Gnica dosis.

Cada unidad de dosificacién para administracién oral contiene convenientemente de 0,1
mg a 500 mg/kg, y preferiblemente de 1 mg a 100 mg/kg, y cada unidad de dosificacién para
administracién parenteral contiene convenientemente de 0,1 mg a 100 mg/kg, de un compuesto de
férmula (1) o una de sus sales farmacéuticamente aceptables calculada como el 4cido libre. Cada
unidad de dosificacion para la administracién intranasal contiene convenientemente 1-400 mg y
preferiblemente 10 a 200 mg por persona. Una formulacién tdpica contiene convenientemente 0,01
& 5,0% de un compuesto de férmula (1).

El régimen de dosificacién diario para la administracién oral es convenientemente
alrededor de 0,01 mg/kg 8 40 mg/kg de un compuesto de férmula (1) o una de sus sales
farmacéuticamente aceptables calculada como el 4cido libre. El régimen de dosificacién diario
para la administracién parenteral es convenientemente alrededor de 0,001 mg/kg a 40 mg/kg de un
compuesto de férmula (1) o una de sus sales farmacéuticamente aceptable calculada como el dcido
libre. El régimen de dosificacién diario para la administracién intranasal y la inhalacién oral es
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convenientemente alrededor de 10 a alrededor de 500 mg/persona. El ingrediente activo se puede
administrar de 1 a 6 veces al dfa, lo que es suficiente para mostrar la actividad deseada.
No se esperan efectos toxicol6gicos inaceptables al administrar los compuestos de la

presente invencidn de acuerdo con la presente invencién.

La actividad biolégica de los compuestos de formule (1) se demuestra mediante el
siguiente ensayo:
Anilisis bioldgico

Se mide la actividad de PDF de S. aureus o E. coli a 25°C, empleando un andlisis continuo
de enzima unida desarrollado por Lazennec&Meinnel ("Formate dehydrogenase-coupled
spectrophotometric assay of peptide deformylase”, Anal. Biochem. 1997, 244, pag.180-182), con
modificaciones menores. La mezcla de reaccion estd contenida en 50 pul con tampén de fosfato
potdsico 50 mM (pH 7,6), NAD 15 mM, 0,25 U de formiato deshidrogenasa. El péptido sustrato, -

Met-Ala-Ser, se incluye en la concentracion Kpj. Se da comienzo a la reaccién con la adicién de

10 nM de la enzima Def1 y la absorbancia se vigila durante 20 minutos a 340 nm.

Andlisis de la actividad antimicrobiana

La actividad antimicrobiana de toda la célula se determiné mediante microdilucién del
caldo empleando el procedimiento recomendado por el National Committee for Clinical
Laboratory Standards (NCCLS), Documento M7-A4, "Methods for Dilution Susceptibility Tests
for Bacteria that Grow Aerobically" (incorporado en este documento por referencia). El compuesto
se sometié a ensayo en diluciones al doble en serie en el intervalo de 0,06 a 64 pg/ml. En el
anilisis se evalud un panel de 12 cepas. Este panel consistia en las cepas de laboratorio:
Staphylococcus aureus Oxford, Staphylococcus aureus WCUH29, Enterococcus faecalis I,
Enterococcus faecalis 7, Heemophilus influenzae Q1, Haemophilus influenzae NEMC1, Moraxella
catarrhalis 1502, Streptococcus pneumoniae 1629, Streptococcus pneumoniac N1387,
Streptococcus pneumoniaec N1387, E. coli 7623 (AcrABEFD+) y E. coli 120 (AcrAB-). La
concentracion inhibidora minima (MIC) se determiné como la menor concentracién de compuesto
que inhibia el crecimiento visible. Se empleé un lector de espejo para ayudar en la determinacién
del punto final de MIC.
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Todas las publicaciones, incluyendo, pero no limitindose a las patentes y solicitudes de
patentes, citadas en esta memoria descriptiva se incorporan a ella por referencia como si se hubiera
indicado especifica e individualmente para cada publicacién individual que la misma se incorpora
por referencia en este documento como si se hubiera expuesto por completo.

La descripcion anterior describe totalmente la invencién incluyendo sus realizaciones
preferidas. Modificaciones y mejoras de las realizaciones descritas especificamente en este
documento estén dentro del alcance de las siguientes reivindicaciones. Se cree que, sin elaboracién
adicional, un experto en la técnica puede, empleando la descripcién precedente, emplear la
presente invencién en toda su extensién. Por tanto los ejemplos de este docurnento han de
interpretarse como meramente ilustrativos y de ninguna manera una limitacién del alcance de la
presente invencion. Las realizaciones de la invencién en las que se reivindica una propiedad o

privilegio exclusivo se definen como sigue.
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REIVINDICACIONES

L. Un compuesto segiin la férmula (1):
En un aspecto de la presente invencidn, se proporciona un compuesto de férmula (1):

en donde:

R se selecciona del grupo que consiste en:
elquilo Cg_g (opcionalmente sustituido con alcoxi, halégeno, o alquilsulfanilo Cj_3);
alquenilo Cy_g (opcionalmente sustituido con alcoxi, halégeno, o Cj_3 alquilsulfanilo);
alquinilo Cy.g (opcionalmente sustituido con alcoxi, halégeno, o alquilsulfanilo Cy_3);
carbociclo (CH)n—C3.¢ (opcionalmente sustituido con alcoxi, halégeno, o alq.u.ilsulfanilo
C1-3); Y (CH2)y—R4, en donde R4 se selecciona del grupo que consiste en fenilo, furano,
benzofurano, tiofeno, benzotiofeno, tetrahidrofurano, tetrshidropirano, dioxano, 1,4-
benzodioxano o benzo[l,3]dioxol; R4 esta opcionalmente sustituido con uno o mas
sustituyentes seleccionados entre Cl, Br, I, alquilo Cj.3 (opcionalmente sustituido con uno

a tres F) y alcoxi C1.2 (opcionalmente sustituido con uno a tres F)};

R1 y R2 se seleccionan independientemente del grupo que consiste en:
hidrégeno, alquilo sustituido con C1.3, alquenilo sustituido con C5.3, alquinilo sustituido
con C3.3, carbociclo sustituido con (CH2)—C3.6, arilo, heteroarilo, y heterociclo;

Y representa O, CH7 o un enlace covalente; y

n es un nimero entero de 0 a 2;
o una sal, solvato, o uno de sus derivados funcionales fisiol6gicalmente funcionales.

2. Un compuesto segiin la reivindicacién 1, en el que R; representa hidrégeno;
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3. Un compuesto segtn la reivindicacién 2, con la siguiente configuracién absoluta: C\}
H
.'. L
R1” \ril N TH
H Y\ OH
R

0 una sal, solvato o uno de sus derivados fisiolfgicamente funcionales.

4, Un compuesto segiin la reivindicacién 3, seleccionado del grupo que consiste en:
N-hidroxi-N-[(R)-2-(N-piridin-2-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-{(R)-2-[N-(3-metoxi-fenil)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonii]-heptil }-formamida.
N-{(R)-2-[N-(4-ciano-fenil)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-{(R)-2-[N-(2,6-dimetil-pirimidin-4-il)- hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-quinoxalin-2-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-((2R)-2-{N-(3,4-dihidro-quinoxalin-2-il)- hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-{(R)-2-[N-(1,3,4-trimetil-1H-pirazolo[3,4-b]piridin-6-il)- hidrazinocarbonil)-heptil]-
formamida.
4-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil } -hidrazino)-benzenosulfonamida.
N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3-0x0-3- {N-[4-(trifluorometil)-pirimidin-2-il}-hidrazino}-
propil]-formamida.

N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-0xo-3- {N-[4-(trifluorometil}-pirimidin-2-il}-
hidrazino}-propil]-formamida.

N-{(R)-2-[N-(Dimetil-trifluorometil-pirimidin-4-il}-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(6-trifluorometil-piridazin-3-il)-hidrazinocarbonil] -heptil }-formamida.
N-hidroxi-N-{(R)-2-[N-(6-triflucrometil-pirimidin-4-il)-

hidrazinocarbonil]-heptil }-formamida.
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N-hidroxi-N-{(R)-2-[N<(5-metil-[1,2,4]triazolo[1,5-a]pirimidin-7-il)-hidrazinocarbonil]-heptil} -
formamida.

N-hidroxi-N-{(R)-2-[N-(9H-purin-6-il)-hidrazinocarbonil]-heptil }-formamida.
N-{(R)-2-[N-(5-ciano-pirimidin-2-il)}-hidrazinocarbonil]-heptil} -N-hidroxi-formamida.
N-hidroxi-N-((2K)-2-{[N-(pirimidin-2-il)}-hidrazino]carbonil } -heptil)}-formamida.
N-hidroxi-N-((2R)-2-{(ciclobutilmetil}-3-0x0-3-{N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino}-
propil)-formamida.

N-hidroxi-N-{(R)-2-[N-(6-imidazol-1-il-pirimidin-4-il)- hidrazinocarbonil]-heptil }-formamida,
N-[(R)-2-(N-Benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(7-metoxi-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil} -
formamida.
N-hidroxi-N-{(R)-2-[N-(1-metil-1H-pirazolo{3,4-d]pirimidin-6-il)-hidrazinocarbonil]-heptil } -
formamida.
N-((R)-2-{N-[6-(5-Cloro-piridin-3-il-oxi)-piridazin-3-il]-hidrazinocarbonil } heptil)}-N-hidroxi-
formamida.

N-hidroxi-N-[(2R)-2-({N-[6-(1 H-pirrol-1-il)-3-piridazinil]-hidrazino} -carbonil)-heptil]-
formamide.

N-hidroxi-N-[(2R)-2-({N-(9-metil-9 H-purin-6-il)-hidrazino]-carbonil }-heptil)}-formamida.
N-hidroxi-N-{(R)-2-[N-({6-morfolin-4-il}-9H-purin-2-il}-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(6-Fluoro-piridin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-((2R)-2-{ [N-(1-metil-1 H-pirazolo[3,4-d]pirimidin-4-il)-hidrazino]-carbonil } -
heptil)-formamida.
N-{(R)-2-[N<(4-Amino-6-isopropil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N<(2,5-Dimetil-4-nitro-2H-pirazol-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N-(3-Cloro-1-metil-1H-pirazolo[3,4-d]pirimidin-6-il)-hidrazinocarbonil]-heptil }-n-
hidroxi-formamida.
N-{(R)-2-[N-(6-Dimetilamino-9H-purin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
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N-hidroxi-N-[(2R)-4-cicloropropil-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} ~carbonil)-
butil]-formamida.
N-hidroxi-N<((2R)-2-(ciclopropilmetil)-3-0xo0-3-{N-[4-(trifluorometil)-pirimidin-2-il}-
hidrazino}-propil)-formamida.
N-hidroxi-N-{(R)-2-[N-metil-N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil} -
formamida.
éster metllico del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-4-
triflusrometil-pirimidina-5-carboxilico.
acido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-trifluorometil-
pirimidina-S-carboxflico.
N-{(R)-2-[N-(5-fluoro-4-metoxi-pirimidin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi-formamida.
N-{(R)-2-[N<(4-Dimetilamino-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N- hidroxi-formamida.
N-hidroxi-N-{(2R)-2-[(N-{6-[(2-hidroxietil)Jamino]-1,3-dihidro-2H-purin-2-ilideno }-hidrazino)-
carbonil]-heptil}-formamida.
N-{(R)-2-[N-(5-Fluoro-4-morfolin-4-il-pirimidin-2-il}-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N-(5-Fluoro-4-metilamino-pirimidin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi-
formamida.
dimetilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
N-hidroxi-N-{(R)-2-[N-(3-oxo-3,4-dihidro-quinoxalin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-{(R)-2-Butoxi-2-[N~(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
(2-fluoro-fenil)-amida del 4cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-
hidrazino)-4-trifluorometil-pirimidina-5-carboxflico.
ter-butilamida del &cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
N-hidroxi-N-((R)-2-{N-[(1-piperidin-1-il-metanoil)-trifluorometil-pirimidin-2-il}-
hidrazinocarbonil }-heptil)-formamida.
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N-{(R)-2-[N-(5-ciano-4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi- [%
formamida.
N-hidroxi-N-[(2R)-2-({N-[9-(4,4,4-trifluorobutil)-1,9-dihidro-2 H-purin-2-ilideno]-hidrazino}-
carbonil)-heptil]-formamida.
N-hidroxi-N-((R)-2-{N-[(1-morfolin-4-il-metanoil)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
benzilamida del 4cido 2<(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
N-hidroxi-N-[(2R)-3-[N-(1,2,4-benzotriazin-3-il)-hidrazino}-2-(ciclohexilmetil)-3-oxopropil -
formamida.
N-hidroxi-N-((2R)-2-(ciclohexilmetil)-3- {N-[7-(metiloxi)- 1,2,4-benzotriazin-3-il)-hidrazino} -3-
oxopropil)-formamida.
2-[2-((2R)-2-{[Formil (hidroxi)amino]metil } heptanoil)hidrazino]-N-metil-N-2-piridinil-4-
(trifluorometil)-S-piriridinecarboxamida.
2-[2-((2R)-2-{[Formil(hidroxi)amino]metil} heptanoil)hidrazino]-N-metil-N-fenil -4-
(trifluorometil)-5-pirimidinecarboxamida.
morfolin4-ilamida del dcido 2-[2-((2R)-2-{[Formil(hidroxi)amino]metil} heptanoil)hidrazino)-4-
trifluorometil-pirimidina-5-carboxilico.
N-hidroxi-N-((R)-2-{N-[(N-fenil-hidrazinocarbonil)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
piperidin-1-ilamida del 4cido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil } -hidrazino)-
4-triflucrometil-pirimidina-5-carboxilico.
pirrol-1-ilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil }-hidrazino)-4-
trifluorometil-pirimidina-5-carboxdlico.
N-{(R)-2-[N-(Dimetilamino-fluoro-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-((R)-2-{N-[(Etil-metil-amino)-fluoro-pirimidin-2-il]-hidrazinocarbonil } -heptil}-N-hidroxi-
formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3- {N-[7-(metiloxi)-1,2,4-benzotriazin-3-il)-hidrazino} -3-
oxopropil)-formamida.
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N-hidroxi-N-{(R)-2-[N-(1-metil-1H-benzoimidazol-2-il)-hidrazinocarbonil]-heptil }-formamida. C\j

N-{(R)-2-[N-(4-Azetidin-1-il-5-fluoro-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N-(4-Ciclopropilamino-5-fluoro-pirimidin-2-il)}-hidrazinocarbonil]-heptil} -N-hidroxi-
formamida.

N-[(R)-2(N-Benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-3-ciclopentil-propil]-N- hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N<(morfolin-4-il-triflucrometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-[(R)-2-(N-{[2-hidroxi-etil)-metil-amino]-trifluorometil-pirimidin-2-il}-
hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-((R)-2-(N-[(4-metil-piperazin- 1 -il)-trifluorometil-pirimidin-2-ii]-
hidrazinocarbonil)-heptil]-formamida.

N-hidroxi-N<((2R)-2-(ciclohexilmetil)-3- {N-[4-(ciclopropilamino)-5-fluoro-pirimidin-2-
ilJhidrazino}-3-oxopropil)-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N-[4-(ciclopropilamino)-5-fluoro-pirimidin-2-
ilJhidrazino}-3-oxopropil)-formamida.
N-hidroxi-N-[(2R)-3-{N-[4-(azetidin-1-il)-5-fluoro-pirimidin-2-il]-hidrazino}-2-
(ciclopentilmetil)-3-oxopropil]-formamida.
N-hidroxi-N-[(2R)-5-metil-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} <carbonil)-hexil]-
formamida.
N-[(R)-2<(N-Benzo[1,2,4]triazin-3-il-hidrazinocarbonil)-5-metil-hexil]-N-hidroxi-formamida.
N-hidroxi-N-[(2R)-5-metil-2-({N-[7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino } -carbonil)-
hexil]-formamida.

N-{(R)-2-[N«7-Cloro-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N-[4-(morfolin-4-il)-6-(trifluorometil)-pirimidin-2-iI]-
hidrazino}-3-oxopropil)-formamida.
N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3-{N-[4-[(2-hidroxietil)-(metil}-amino]-6-
(trifluorometil)-pirimidin-2-il]-hidrazino } -3-oxopropil)}-formamida.
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N-hidroxi-N-[(2R)-6-metil-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-heptil]-
formamida.
N-hidroxi-N-((2R)-2-{[N<1,2,4-benzotriazin-3-il)-hidrazino]-carbonil-6-metilheptil-formamida.
N-hidroxi-N- {(R)-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil}-heptil } -formamida.
N-((R)-2-{N-[(4-Etil-piperazin-1-il}-trifluorometil-pirimidin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(piperazin-1-il-trifluorometil-pirimidin-2-il)- hidrazinocarbonil]-heptil}-
formamida.
N-{(R)-2-[N-(7-Fluoro-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-hidroxi-N-[(2R)-2-({N-[4-(4-etil-1-piperazinil)-6-(trifluorometil)-pirimidin-2-il]-hidrazino}-
carbonil)-6-metilheptil]-formamida.
N-hidroxi-N-[(2R)-6-metil-2-( {N-[4-(piperazin-1-il}-6-(trifiucrometil)-pirimidin-2-il]-
hidrazino}-carbonil)-heptil]-formamida.
N-hidroxi-N-[(2R)-6-metil-2-({N-[4-(4-metil-piperazin-1-il)-6-(trifluorometil)-pirimidin-2-il]-
hidrazino}-carbonil)-heptil]-formamida.
N-hidroxi-N-{(2R)-2-{[N-[7-cloro-1,2,4-benzotriazin-3-il)hidrazino]carbonil } -6-metilheptil)-
formamida.
N-hidroxi-N-((2R)-6-metil-2-{[N-(5-metil-1,2,4-benzotriazin-3-el)-hidrazino]-cerbonil } -heptil)-
formamida.
N-hidroxi-N-((2R)-6-{ [N-(7-fluoro-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil } -6-metilheptil-
formamida.
N-hidroxi-N-((R)-2-{N-[(2-metoxi-etilamino)-trifluorometil-pirimidin-2-il]-hidrazinocarbonil } -
heptil)-formamida.
N-hidroxi-N-[(2R)-6-metil-2-({N-[7-(metiloxi)-1,2,4-benzotriazin-3-il]-hidrazino}-carbonil)-
heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-{[4-(2-hidroxi-etil}-piperazin-1-il]-trifluorometil-pirimidin-2-il}-
hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-((R)-2-(N-[(4-pirimidin-2-il-piperazin-1-il)-trifluorometil-pirimidin-2-
ilJhidmzinocarbonil }-heptil)-formamida.
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N-hidroxi-N-((R)-Z-(N-'[(Z-hidroxi-eﬁlamino)-u'iﬂuoromeﬁl-piﬁmidin—Z—il]-hidmzjnocarbonil}-ﬁ\}
heptil)-formamida.

N-hidroxi-N- {(R)-2-[N-(7-trifluorometil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-{(R)-2-[N-(6-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil}-formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N-(5-metil-1,2,4-benzotriazin-3-il)hidrazino]-3-
oxopropil }-formamida.
N-hidroxi-N-[(2R)-2-({N-[4~(trifluorometil)-pirimidin-2-il}-hidrazino}-carbonil)-octil]-
formamida.

N-hidroxi-N-((2R)-2-{ [N-(1,2,4-benzotriazin-3-il)hidrazino]-carbonil } -octil)-formamida.
N-hidroxi-N-[(2R)-2-({N-[7-(metiloxi)-1,2,4-benzotriazin-3-il)-hidrazino} carbonil]-octil }-
formamida.
N-hidroxi-N-{(R)-2-[N-(7-metil-benzo[,2,4]triazin-3-il)-hidrazinocarbonil]-heptil} -formamida.
N-{(R)-2-[N-(6-Cloro-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(5-metoxi-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -
formamida.
N-hidroxi-N-{(R)-2-[N<(1-metil-2-oxo-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil }-
formamida.

N-hidroxi-N-((R)-2-{N-[(N-piridin-2-il-hidrazino)-trifluorometil-pirimidin-2-il]-
hidrazinocarbonil}-heptil }-formamida.
N-hidroxi-N-{(R)-2-[N<(4-metil-6-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-((R)-2-{N-[4-(4-Etil-piperazin-1-il)-6-metil-pirimidin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.

N-{(R)-2-[N~(4,6-Dimetil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamide.
N-hidroxi-N-[(R)-2-(N-isoquinolin-1-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-quinolin-2-il-hidrazinocarbonil}-heptil]-formamida.
N-{(R)-2-[N-(1-Benzil-2-0xo-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil }-N-hidroxi-

formamida.
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N-hidroxi-N-{(R)-2-[N-(4-oxo-4H-pirido[1,2-a][1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-
formamida
N-hidroxi-N-{(R)-2-[N-(4-metil-pirimidin-2-il)-hidrezinocarbonil]-heptil } -formamida,
N-{(R)-2-[N-(1-Butil-2-0x0-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(9-metil-4-oxo-4H-pirido[1,2-a]{1,3,5]triazin-2-il)}-hidrazinocarbonil]-
heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(6-0x0-4-triflucrometil-1,6-dihidro-pirimidin-2-il)-hidrazinocarbonil]-
heptil}-formamida.
N-hidroxi-N-{(R)-2-[N-(metil-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil} -
formamida.
N-hidroxi-N-{(R)-2-[N-(5-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(6-Etoxi-piridin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-[N-pirido[2,3-¢]-[1,2,4]triazin-3-il-hidrazinocarbonil)-heptil]-formamida.
N-((R)-2-[N-[1<1-Etil-propil)-2-0xo0-1,2-dihidro-piridin-4-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-hidroxi-N-((R)-2-{N-[2-ox0-1-(3-triflucrometil-benzil)-1,2-dihidro-piridin-4-il]-
hidrazinocarbonil} -heptil-formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil])-heptil} -formamida.
N-hidroxi-N-{(R)-2-[N-(6-metoxi-piridin-2-il)-hidrazinocarbonil]-heptil }-formamida.

N-hidroxi-N-{(R)-2-[N-(2-oxo-1-quinolin-8-il-metil-1,2-dihidro-piridin-4-il)-hidrazinocarbonil]-

heptil}-formamida.
N-hidroxi-N-[(R)-2-(N-{2-ox0-1-[2-(5,6,7,8-tetrahidro-[ 1,8)naftiridin-2-il)-etil]-dihidro-piridin-
4-il}-hidrazinocarbonil)-heptil]-formamida_
N-{(R)-2-[N-(4,6-Bis-etilamino-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N-(Bis-dimetilamino-[1,3,5]triazin-2-il)-hidrazinocarbonil}-hepti!}-N-hidroxi-
formamida.
N-{(R)-2-[N-(4,6-Di-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
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N-hidroxi-N-{(R)-2- {N-[4-(4-metil-piperazin-1-il}-6-propilamino-[ 1,3,5]triazin-2-il]- (\)
hidrazinocarbonil]-heptil)-formamida.
N-{(R)-2-[N-(Dimetilamino-morfolin-4-il-[1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil } -N-
hidroxi-formamida.
N-hidroxi-N-{(R)~2-[N-(6-metil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-((R)-2-{N-[5«(5-fenil-[1,3,4]Joxadiazol-2-il}-piridin-2-il]-hidrazinocarbonil } -heptil)-
formamida.

N-{(R)-2-[N-(7-ter-Butil-1,4-dioxo-1,2,3,4-tetrahidro-pirido[3,4-d]piridazin-5-il)-
hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-((R)-2-{N-[4-Etilamino-6-(4-metil-[1,4]diazepan-1-il)}-[ 1,3,5]triazin-2-il]-hidrazinocarbonil }-
heptil)-N-hidroxi-formamida.
N-((R)-2-{N-[4-Etilamino-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-
N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(6-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-6-morfolin-4-il-metil-pirimidin-2-il)- hidrazinocarbonil]-
heptil}-formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-6-morfolin-4-il[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil} -
formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N-(4,6-dimetil-2-pirimidinil)-hidrazino}-3-oxopropil }-
formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-6-pirrolidin-1-il-metil-pirimidin-2-il}-hidrazinocarbonil -

heptil }-N-hidroxi-formamida.
N-{(R)-2-[N<(4-Dimetilaminometil-6-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.

N-hidroxi-N-((R)2-{N-[4-metil-6-(4-metil-piperazin-1-il-metil)-pirimidin-2-il]-
hidrazinocarbonil } -heptil)-formamida.
N-hidroxi-N-{(R)-2-[N-(5-metil-piridin-2-il}-hidrazinocarbonil]-heptil } -formamida.
N<{(R)-2-{N-[Dimetilamino-(4-metil-[1,4]diazepan-1-il)-[1,3,5]triazin-2-il}-hidrazinocarbonil } -
heptil)}-N-hidroxi-formamida.
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N-hidroxi-N- {(R)-2-[N<(4-metil-6-pirrolidin- 1-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-
formamida.
N-hidroxi-N-((R)-2-{N-[4-metil-6-)4-pirrolidin-1-il-piperidin-1-il)-[1,3,5]triazin-2-il]-
hidrazinocarbonil }-heptil)-formamida.
N-((R)-2-{N[(Etil-metil-amino)-metil-[1,3,5]triazin-2-il]-hidrazinocarbonil }-heptil)}-N-hidroxi-
formamida.

N-((R)-2- {N-[(4-(4-Etil-piperazin-1-il}-6-metil-[ 1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-({N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-
heptil]-formamida.

N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-( {N-(5-metil-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil } -
heptil)-formamida.
N-hidroxi-N-[(2R)-7,7,7-trifluoro-2-({N-(7-metil-1,2,4-benzotriazin-3-il)-hidrazino]-carbonil } -
heptil)-formamida.
N-hidroxi-N-{(R)-2-[N-(4-metilamino-6-morfolin-4-il-[1,3,5]-2-il)-hidrazinocarbonil]-heptil }-
formamida.
N~«((R)-2-{N-[4(4-Etil-piperazin-1-il}-6-metilamino-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N<(4-Etilamino-6-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4,6,7-trimetil-7,8-dihidro-pterin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4,6,7-trimetil-pteridin-2-il)-hidrazinocarbonil]-heptil }-formamida.
N-hidroxi-N-{(R)-2-[N-(metoximetoximetil-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-
heptil }-formamida.
N-hidroxi-N-((R)-2-{N-[4-metil-6-(1-piperidin-1-il-metanoil)-pirimidin-2-il]-hidrazinocarbonil]-
heptil)-formamida.

ciclopropilamida del dcido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-6-
metil-pirimidine-4-carboxflico.
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diisopropilamida del dcido 2-(N-{(R)-2~[(Formil-hidroxi-amino)-metil]-heptancil}-hidrazino)-6-
metil-pirimidine-4-carboxilico.
N-{(R)-2-[N-(5-ciano-piridin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-{(R)-2-[N-(4,6-Dietil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N-{(R)-4-Ciclopentil-2-[N-(4-trifluorometil-pirimidin-2-il}-hidrazinocarbonil]-butil }-N-hidroxi-
formamida.
N-{(R)-4-Ciclopentil-2-[N~(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-butil } -N-
hidroxi-formamida.
N-{(R)-4-Ciclopentil-2-[N~(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-butil }-N-
hidroxi-formamida.
N-hidroxi-N-((R)-2- {N[6-(4-metil-piperazin-1-ilmetil)-piridin-2-il]-hidrazinocarbonil } -heptil)-
formamida.
N-((R)-2-{N-[544,6-Dimetoxi-pirimidin-2-il)-piridin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-
formamida.
N-{(R)-2-[N-(Dietilamino-metil-[1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil } - N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-(N-{[(2-metoxi-etil)-metil-amino]-metil-[1,3,5]triazin-2-il}-
hidrazinocarbonil)-heptil}-formamida.
N-((R)-2-{N-[4-(2,6-Dimetil-morfolin-4-il)-6-metil-[1,3,5)triazin-2-il]-hidrazinocarbonil }-
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N~(5-Fluoro-4-metil-6-morfolin-4-il-pirimidin-2-il}-hidrazinocarbonil]-heptil } -N-
hidroxi-formamida.
N-{(R)-2-[N-(4-Etil-6-morfolin-4-il-[1,3,5]triazin-2-il)}-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.
N-{(R)-2-[N-(Etil-metil-amino)-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N<((R)-2-{N-[4-Etil-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-((R)-2- {N-[5-Fluoro-4-metil-6-(4-metil-piperazin-1-il}-pinimidin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
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N-{(R)-2-[N-(Dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi- (\/
formamida.
N~«((R)-2-{N-[5-Fluoro-4-metil-6-(4-metil-[1,4]diazepan-1 -il)-pirimidin-2-il]-
hidrazinocarbonil } -heptil)-N-hidroxi-formamida.
N-{(R)-4-Ciclopentil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-butil } -
N-hidroxi-formamida.
N-[(R)-2-(N-{Etil-[(2-metoxi-etil)-metil-amino]-[1,3,4]triazin-2-il }-hidrazinocarbonil)-heptil]-N-
hidroxi-formamida.
N-{(R)-2-[N-(Dimetilamino-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N«(Ciclopropilamino-6-metil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-Ciclohexil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-etil } -N-hidroxi-
formamida.
N-{(R)-2-Ciclohexil-2-[N-(7-metoxi-benzo[1,2,4]triazin-3-il}-hidrazinocarbonil]-etil } -N-hidroxi-
formamida.
N-{(R)-2-Ciclohexil-2-[N~(5-metil-benzo[ 1 ,2,4]triazin-3-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-pentil } -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(7-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-pentil } -N-hidroxi-
formamida.
N-{(R)4,4-Dimetil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-pentil }-N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-pentil } -
N-hidroxi-formamida.
N-((R)-2-{N-[Etil-(metil-piridin-2-il-amino)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-{(R)-2-[N-(4-Ciclopropilamino-6-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
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N-hidroxi-N-[(R)-2-[N~(5-metil-benzo[ 1,2,4}triazin-3-il)-hidrazinocarbonil}-3-(1-metil- [)P)
ciclopentil)-propil}-formamida. ‘
N-hidroxi-N-[(R)-2-[N-(7-metoxi-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-3-(1-metil-
ciclopentil)-propil]-formamida.
N-hidroxi-N-{(R)-3-(1-metil-ciclopentil)-2-[N-(4-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-propil }-formamida.

N-hidroxi-N- {(R)-2-[N<{4-isopropil-6-morfolin-4-il-[1,3,5]triazin-2-il)-hidrazinocarbonil]-
heptil}-formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil)-3-[N-(4-metil-2-pirimidinil)-hidrazino]-3-oxopropil } -
formamida. '

N-hidroxi-N-[(2R)-6,6,6-trifluoro-2~ {N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -carbonil)-
hexil]-formamida.

N-{(R)-2-[N~(5,7-Dimetil-benzo[1,2,4]triazin-3-il)- hidrazinocarbanil]-heptil } -
N-hidroxi-formamida. '
N-{(R)-2-[N-(3,6-Dimetil-pirazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formemida.
N~((R)-2-{N-[4-(4-Etil-piperazine-1-il)-6-isopropil-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N-(4-Dimetilamino-6-isopropil-[1,3,5)triazin-2-il)-hidrazinocarbonil]-heptil}-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N<(metil-trifluorometil-piridin-2-il)-hidrazinocarbonil]-heptil } -formamida.
2N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptancil } -hidrazino)-6,N,N-trimetil-isonicotinamida.
N-hidroxi-N[(2R)-2-({N-[3-amino-6-(trifluorometil}-piridin-2-il]-hidrazino} -carbonil)-heptil]-
formamida.
N-hidroxi-N-[(R)-2-(N-{4-isopropil-6-[(2-metoxi-etil)}-metil-amino]-[1,2,4]triazin-2-il}-
hidrazinocarbonil)-heptil]-formamida.
N-{(R)-3-Ciclopentil-2-[N-(4-etil-6-morfolin-4-il-6-propil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-
propil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N~(4-morfolin-4-il-6-propil-[1,3,S]triazin-2-il)}-hidrazinocarbonil]-heptil }-
formamida.
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N-((R)-2-{N-[4-(4-Etil-piperazin-1-il)-6-propil-[1,3,5]triazin-2-il]-hidrazinocarbonil }-heptil)-N-
hidroxi-formamida,
N-{(R)-5,5-Dimetil-2-[N(4-trifluorometil-pirimidin-2-il)- hidrazinocarbonil]-hexil} -N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(7-metil-benzo[ 1,2 4]triazin-3-il)- hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)- hidrazinocarbonil]-hexil}-N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil} -
N-hidroxi-formamida.
N-{(R)4-Etil-2-[N-(4-trifluorometil-pirimidin-2-il)- hidrazinocarbonil]-hexil}-N-hidroxi-
formamida.
N-{(R)4-Efil-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)- hidrazinocarbonil]-hexil}-N-hidroxi-
formamida,
N-{(R)4-Efil-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il-hidrazinocarbonil}-hexil}-N-
hidroxi-formamida.
N-((R)-3-Ciclopentil-2-{N-[4-¢til-6-(4-til-piperazin-1-il)-[1,3,5)triazin-2-i1} hidrazinocarbonil}-
propil)-N-hidroxi-formamida.
N-((R)-3-Ciclopentil-2-{N-[4-ciclopropilamino-6-etil-[1,3,5]triazin-2-il}-hidrazinocarbonil]-
propil}-N-hidroxi-formamida.
N-{(R)-4-Etil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil}-N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-(N-{[(2-metoxi-etil)-metil-amino]-propil-[1,3, 5]triazin-2-il}-
hidrazinocarbonil-heptil]-formamida.,
N-{(R)-2-[N-(Dimetilamino-propil-{[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi-
formamida.
N-{(R)-2-[N-(4-Etil-pirimidin-2-il)-hidrazinocarbonil]-heptil} -N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-isopropil-pirimidin-2-il)-hidrazinocarbonil]-heptil }formamida.
N-{(R)-2-[N-(4-Ciclopropil-6-morfolin-4-il[1,3,5]triazin-2-il)-hidrazinocarbonil}-heptil}-N-
hidroxi-formamida.
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N-hidroxi-N-[(2R)-2~({N-[4-(piridin-2-il)-pirimidin-2-il]-hidrazino } -carbonil)-heptil -
formamida.
N-((R)-2-{N-[4-Ciclopropil-6-(4-etil-piperazin-1-il)-[1,3,5]triazin-2-i!]-hidrazinocarbonil } -
heptil)-N-hidroxi-formamida.
N-{(R)-2-[N~(Ciclopropil-dimetilamino-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N<{(R)-2-{N-[Ciclopropil-{etil-metil-amino)-[1,3,5]triazin-2-il]-hidrazinocarbonil} -heptil)-N-
hidroxi-formamida.
N-{(R)-2-[N-(4-Ciclopropil-6-pirrolidin-1-il[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-
hidroxi-formamida.
N-{(R)-2-[N-(4,6-Diciclopropil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-hidroxi-N-[(R)-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-3-(2-metil-
ciclopentil)-propil]-formamida.
N-[(R)-2-[N~«(Dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbnil]-3-(2-metil-ciclopentil)}-
propil]-formamida.
N-hidroxi-N-[(R)-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-3-(2-metil-
ciclopentil)-propil]-formamida.
N-{(R)-2-[N-(5-Etil-pirimidin-2-il)-hidrazinocarbonil)-heptil } -N-hidroxi-formamida.
N-hidroxi-N-{(2R)-2-(ciclopentilmetil}-3-[N-(7-metil-1,2,4-benzotriazin-3-il)-hidrazino}-3-
oxopropil }-formamida.

N-hidroxi-N-[(2R)-2-(ciclopentilmetil)-3-(N- {4-etil-6-[etil(metil)amino]-1,3,5-triazin-2-il} -
hidrazino)-3-oxopropil]-formamida.

N-hidroxi-N~{(2R)-2-(ciclopentilmetil)-3- {N[4-(dimetilamino)-6-etil-1,3,5-triazin-2-il]-
hidrazino}-3-oxapropil)-formamida.

N-((R)-2-{N-[4-Etil-6-(4-isopropil-piperazin-1-il)-[1,3,5] triazin-2.il]-hidrazinocarbonil } -heptil)-
N-hidroxi-formamida.
N-hidroxi-N-[(2R)-3-[N-(6-cloro-1,2,4-benzotriazin-3-il)-hidrazino}-2-(ciclopentilmetil)-3-
oxopropil]-formamida.
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N-{(R)-4,4-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil } -N-hidroxi- /}l
formamida.
N-{(R)-4,4-Dimetil-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil } -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-hexil }-N-hidroxi-
formamida.
N-{(R)4,4-Dimetil-2-[N-(morfolin-4~il-triftuorometil-pirimidin-2-il)-hidrazinocarbonil]-hexil } -
N-hidroxi-formamida.

N-hidroxi-N- {(R)-2-[N-(5-fenil-[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -formamida.
N-{(R)-2-[N-(4-Etil-6-morfolin-4-il-pirimidin-2-il)-hidrazinocarbonil]-hexil } -N-hidroxi-
formamida.
N<((R)-2-{N-[4-Etil-6(4-metil-piperazin-1-il)-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-{(R)-2-[N-(5-Etil-4-metil-pirimidin-2-il)-hidrazinocarbonil]-hexil } -N-hidroxi-formamida.
N-((R)-2-{N-[4-Etil-6~(4-propil-piperazin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida. '
N-hidroxi-N-((R)-2-{N-[6~(4-pirimidin-2-il-piperazin-1-il-metil)-piridin-2-il]-
hidrazinocarbonil {-heptil)-formamida.

N-hidroxi-N-((R)-2-{N-[6-(3-[1,2,4]triazo]- 1 -il-metil-[1,2,4]triazo)-1-il)-piridin-2-il]-
hidrazinocarbonil {-heptil)-formamida.
N-{(R)-3-Biciclo[2.2.1]Pet-7-il-2-[N~(4-triflucrometil-pirimidin-2-il)-hidrazinocarbonil]-hexil }-
N-hidroxi-formamida.
N-{(R)-3-Biciclo[2.2.1]Pet-7-il-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-hexil }-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-piridin-3-il-hidrazinocarbonil)-heptil]-formamida.

Yoduro de 4-{4-Etil-6-[2((2R)-2-{[formil (hidroxi)amino[-metil }-heptanoil)-hidrazino]-1,3,5-
triazin-2-il}-1-metil-1-propilpiperazin-1-io.
N-{(R)-3-Biciclo[2.2.1]hept-7-il-2-[N-(5-metil-benzo[ 1 ,2,4]triazin-3-il)-hidrazinocarbonil}-
hexil}-N-hidroxi-formamida.
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N-{(R)-2-[N-(4-Azetidin-1-il-6-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-Ciclopentil-2-[N-(4-triflucrometil-pirimidin-2-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
N-{(R)-2-Ciclopentil-2-[N-(morfolin-4-il-4-triflucrometil-pirimidin-2-il}-hidrazinocarbonil}-
etil}-N-hidroxi-formamida.
N-{(R)-2-Ciclopentil-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil]-etil }-N-hidroxi-formamida.
N-{(R)-2-Ciclopentil-2-[N-(dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.
N-{(R)-2-Ciclopentil-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-etil }-N-hidroxi-
formamida.
N-{(R)-2-Ciclopentil-2-[N-(5-metil-benzo[1,2,4]triazin-3-il}-hidrazinocarbonil]-etil } -N-hidroxi-
formamida.

N-hidroxi-N-{(R)-2-[N-(5-metil-benzo[ 1 ,2,4]triazin-3-il)-hidrazinocarbonil]-2~(4-metil-
ciclohexil)-etil}-formamida. )
N-hidroxi-N-{(R)-2-[N-(7-metil-benzo[1,2,4]triazin-3-il}-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-etil}-formamida.
N-hidroxi-N-{(R)-2-(4-metil-ciclohexil)-2-[N-(4-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-etil}-formamida.

N-hidroxi- -{(R)-2-(4-metil-ciclohexil)-2-[N-(morfolin-4-il-trifluorometil-pirimidin-2-il)-
hidrazinocarbonil]-etil} -formamida.
N-hidroxi-N-{(R)-2-(4-metil-ciclohexil)-2-[N-(4-metil-piridin-2-il)-hidrazinocarbonil}-etil }-
formamida.
N-{(R)-2-[N-(Dimetilamino-etil-[1,3,5]triazin-2-il)-hidrazinocarbonil]-2~(4-metil-ciclohexil)-
etil}-N-hidroxi-formamida.
N-{(R)-2-[N-(6,7-Dihidro-SH-ciclopentapirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

N-((R)-2-[N-[4-Etil-6-((S)-2-hidroximetil-pirrolidin-1-il)-[ 1,3,5]triazin-2-il]-hidrazinocarbonil]-
hetil)-N-hidroxi-formamida.
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N-{(R)-2-[N-(Dimetilamino-piridin-3-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-2-[N-(Dimetilamino-piridin-4-il-pirimidin-2-il)-hidrezinocarbonil]-heptil }-N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-N-(5,6,7,8-tetrahidro-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -
formamida.
N-{(R)-Z-[N-'(S,G—Dietil—[l,2,4]1riazin-3-il)-hidrazinocarboni1]-heptil}-N-hidroxi-fox:nmnida.
N-hidroxi-N-{(R)-2-[N-[5-(4-hidroxi-fenil)-[1,2,4]triazin-3-il]-hidrazinocarbonil } -heptil)-
formamida.
N-[(R)-2-(N-{[(2-Dimetilamino-etil)-metil-amino]-etil-[1,3,5]triazin-2-il } -hidrazinocarbonil)-
heptil]-N-hidroxi-formamida.
N-{(R)-2-[N<{2-Dimetilamino-quinazolin-4-il)}-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-[5-(3-metanosulfonil-4,6-dimetil-piridin-2-il)-hidrazinocarbonil]-heptil} -
formamida.
N-((R)-2-{N-[4-Etil-6-(3-hidroxi-piperidin-1-il}-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
N-[(R)-2~(N-[4,5]Bipirimidinil-2-il-hidrazinocarbonil)}-heptil]-N-hidroxi-formamida.
N-((R)-2-{N-[(Ciclopropil-metil-amino)-etil-[1,3,5]triazin-2-il]-hidrazinocarbonil }-heptil}-N-
hidroxi-formamida.
N~((R)-2-{N-[4-Etil-6-((R)-3-hidroxi-pirrolidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -
heptil)}-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-[3,3]Bipiridinil-5-il-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-[5-morfolin-4-il-piridin-3-il)-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-{(R)-2-[N-(4-piridin-3-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-{(R)-2-[N-(5,6,7,8-tetrahidro-quinazolin-2-il)-hidrazinocarbonil]-heptil } -
formamida.
N-[(R)-2-(N-{[Ciclopropil-1-(1-metil-piperidin-4-il)-amino]-etil-]1,3,5]triazin-2-il}-
hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N~«(R)-2-{N-[4-((R)-3-Dimetilamino-pirrolidin-1-il)-6-etil-[1,3,5]triazin-2-il]-
hidrazinocarbonil} -heptil}-N-hidroxi-formamida.
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N-hidroxi-N-[(R)-2-(N-[5-(1H-pirrol-2-il)-piridin-3-il}-hidrazinocarbonil)-heptil]-formamida. {\'\
N-hidroxi-N-[(R)-2-(N-[(4-metil-piperazin-1-il)-trifluorometil-pirimidin-4-il]-hidrazinocarbonil)-
heptil]-formamida.
N-hidroxi-N-[(R)-2-(N~(5-Furan-3-il-piridin-3-il)-hidrazinocarbonil)-heptil]-formamida.
N-{(R)-5,5-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N-(7-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-5,5-Dimetil-2-[N~(4-metil-piridin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-{(R)-2-Cicloheptil-2-[N-(4-triflucrometil-pirimidin-2-il}-hidrazinocarbonil]-etil } -N-hidroxi-
formamida.
N-{(R)-2-Cicloheptil-2-[N-(4-metil-piridin-2-il}-hidrazinocarbonil]-etil}-N-hidroxi-formamida.
N-{(R)-2-Cicloheptil-2-[N-(dimetilamino-etil-[ 1,3,5]triazin-2-il)-hidrazinocarbonil]-etil}-N-
hidroxi-formamida.
N-{(R)-2-Cicloheptil-2-[N~(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-etil}-N-hidroxi-
formamida.
N-((R)-2-{N-[4-Etil-6-(4-hidroxi-piperidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-{(R)-5,5-Dimetil-2-[N~(5-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-[N~(4-Dimetilamino-quinazolin-2-il)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(4-piridin-4-il-pirimidin-2-il)-hidrazinocarbonil]-heptil } -formamida.
N-hidroxi-N-((R)-2-{N-[4-(3-hidroximetil-fenil)-pirimidin-2-il]-hidrazinocarbonil } -heptil)-
formamida.
N-hidroxi-N-((R)-2- {N-[4~(4-hidroximetil-fenil)-pirimidin-2-il]-hidrazinocarbonil } -heptil)-
formamida. .
N<((R)-2-{N-[4-Etil-6-(3-metoxi-piperidin-1-il}-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil}-N-
hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N<(7-metil-benzo[ 1 ,2,4]triazin-3-il)-hidrazinocarbonil ]-2~(4-metil-
ciclohexil)-etil}-formamida.
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N-[(R)-2-{N-[Etil-(etil-metilamino)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -2-)-metil-ciclohexil)- q\
etil}-N-hidroxi-formamida.
N-[(R)-2-{N-[Etil-(etil-metilamino)-[1,3,5]triazin-2-il]-hidrazinocarbonil} -2-}-metil-ciclohexil)-
etil}-N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(7-metil-benzo[ 1,2,4]triazin-3-il)-hidrazinocarbonil]-2-(4-metil-
ciclohexil)-etil}-formamida.
N-((R)-2- {N-[4-(2,6-Dimetoxi-fenil)-pirimidin-2-il]-hidrazinocarbonil } -heptil)-N-hidroxi-
formamida.
N~((R)-2-{N-[4-Etil-6((R)-3-metoxi-pirrolidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil} -
heptil)-N-hidroxi-formamida.
N-((R)-2- {N-[4-Etil-6-(4-metoxi-piperidin-1-il)-[1,3,5]triazin-2-il]-hidrazinocarbonil } -heptil)}-N-
hidroxi-formamida. )
N-hidroxi-N-[(R)-2-(N-(6-pirrolidin-1-il-pirimidin-4-il)-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-[(R)-2-(N-[6-(4-metil-piperazin-1-il)-pirimidin-4-il])-hidrazinocarbonil)-heptil]-
formamida.
N-{(R)-2-[N-(6-Dimetilamino-pirimidin-4-il}-hidrazinocarbonil}-heptil } -N-hidroxi-formamida.
N-{(R)-2-[N-(Piridin-4-il-triflucrometil-pirimidin-4-il)-hidrazinocarbonil]-heptil }-N-hidroxi-
formamida.
N-{(R)-2-IN-(Piridin-3-il-trifluorometil-pirimidin-4-il)-hidrazinocarbonil]-heptil} -N-hidroxi-
formamida.
PI-{(R)-2-[N-'(2-Eti1amino-6-u'iﬂuorometil-piﬁmidin—4—il)-hidmzinocarbonil]-heptil}-N-hidroxi-
formamida.
N-hidroxi-N-((R)-2-{N-[5-(4-metoxi-fenil)-[1,2,4]triazin-3-i1]-hidrazinocarbonil } -heptil)-
formamida.
N-hidroxi-N-((R)-2-{N-[4~(2,3,4-trimetoxi-fenil)-pirimidin-2-il]-hidrazinocarbonil }-heptil)-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(4-trifluorometil-pirimidin-2-il)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.
N-{(R)-4,4-Dimetil-2-[N-(7-metil-benzo[1,2,4]triazin-3-il)-hidrazinocarbonil]-heptil}-N-hidroxi-
formamida.
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N-{(R)4,4-Dimetil-2-[N~(5-metil-benzo[1,2,4triazin-3-il)-hidrazinocarbonil]-heptil }-N-hidroxi- q%
formamida.
N-{(R)4,4-Dimetil-2-[N-(4-metil-piridin-2-if)-hidrazinocarbonil}-heptil}-N-hidroxi-formamida.
N-hidroxi-N- {(R)-2-[N~(6-morfolin-4-il-pirimidin-4-il)-hidrazinocarbonil]-heptil} -formamida.
N-hidroxi-N-[(R)-2-(N-{5-[4-(2-hidroxi-etoxi)-fenil]-[1,2,4]triazin-3-il }-hidrazinocarbonil)-
heptil]-formamida.

N-{(R)-2-[N-(4-Furan-2-il-pirimidin-2-il)-hidrazinocarbonil]-heptil }-N-hidroxi-formamida.
N((R)-2-{N-[4-(3,5-Dimetil-isoxazol-4-il)-pirimidin-2-il}-hidrazinocarbonil}-heptil)-N-hidroxi-
formamida.
N-hidroxi-N-{(R)-2-[N-(4-metil-1-oxi-piridin-2-il)-hidrazinocarbonil]-heptil} -formamida.
Acido 2-(N-{(R)-2-[(Formil-hidroxi-amino)-metil]-heptanoil}-hidrazino)-6-metil-nicotinico.
N-hidroxi-N-{(R)-2-[N~(3-metoxi-piridin-2-il)-hidrazinocarbonil]-beptil }-formamida.
N-hidroxi-N-{(2R)-2-[(N-{4-[4-(metilsulfonil)fenil]-pirimidin-2-il }-hidrazino)-carbonil]-heptil} -
formamida.

N-hidroxi-N-[(2R)-2-({N-[4-(furan-3-il)-pirimidin-2-il]-hidrazino} -carbonil)-heptil]-formamida.
N-[(2R)-2-({N-[4(2-aminofenil)-pirimidin-2-il]-hidrazino}-carbonil)-heptil]-N-hidroxi-
formamida.
N-hidroxi-N-[(ZR)-2-({N-[5-(5-metil-1,3,4-oxediazol-2-il)-4-(trifluorometil)-pirimidin-2-il]-
hidrazino}-carbonil)-heptil]-formamida.

N-hidroxi-N-[(2R)-2-(ciclopentilmetil)-3- {N-[5-(5-metil-1,3,4-oxadiazol-2-il)4-(trifluorometil(-
pirimidin-2-il]-hidrazino}-3-oxopropil)-formamida.
N-[(2R)-2({N-[6-(dimetilamino)-2-metil-pirimidin-4-il}-hidrazino}-carbonil)-heptil]-N-hidroxi-
formamida.
N-[(2R)-2-({N-[2-Ciclopropil-6-(dimetilamino)-pirimidin-4-il]-hidrazino} ~carbonil)-heptil}-N-
hidroxi-formamida.

N-hidroxi-N-[(2R)-4-(2-tienil)-2~ {N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} ~carbonil)-
butil]-formamida.
N-hidroxi-N-[(2R)-2-{[N-(4-metil-pirimidin-2-il)hidrazino}carbonil }4-(2-tienil)-butil]-
formamida.
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N-[(2R)-2-[(N-{4-Etil-6-[etil(metil)amino]-1,3,5-triazin-2-il } -hidrazino)-carbonil]-4-(2-
tienil)butil]-N-hidroxi-formamida.

N-hidroxi-N-((2ZR)-3-0x0-2-(2-tienilmetil)-3- {N-[4-(trifluorometil)-pirimidin-2-il]-hidrazino} -
propil)-formamida.
N-hidroxi-N-[(2R)-3-[N-(4-metil-pirimidin-2-il)hidrazino]-3-oxo-2-(2-tienilmetil)-propil]-
formamida.
N-[(2R)-3-(N-{4-Etil-6-[etil(metil}amino]-1,3,5-triazin-2-il } hidrazino)-3-0x0-2-(2-tienilmetil)-
propil]-N-hidroxi-formamida.
N-hidroxi-N-[(2R)-2-({N-[2-metil-6-(piridin-2-il)-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-
formamida.
N-hidroxi-N-{(2R)-2-({N-[6~(piridin-2-il-metil)-piridazin-3-il]-hidrazino}-carbonil)-heptil]-
formamida.
N-hidroxi-N-[(2R)-2-({N-[2-metil-6-(motfolin-4-il}-pirimidin-4-il]-hidrazino}-carbonil)-heptil]-
formamida.
N-hidroxi-N-[(2R)-2({N-[6-(morfolin-4-il)-2~(trifluorometil)-pirimidin-4-il]-hidrazino} -
carbonil)-heptil]-formamida.
N-hidroxi-N-{(2R)-2-[(N-{4-[metil-(piridin-2-il)-amino}-pirimidin-2-il} -hidrazino)-carbonil]-
heptil }-formamida.

N-hidroxi-N-((2R)-2-(ciclopentilmetil)-3- {N-[4-ciclopropil-6-(dimetilamino)-1,3,5-triazin-2-il]-
hidrazino}-3-oxopropil)-formamida.

éster ter-butilico del 4cido N-Benzo[1,3]dioxol-5-il-metil-hidrazinacarboxilico.

N-[(2R)-2-(N-Benzo[ 1 ,3]dioxol-5-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-{(2R)-2-[N-(2,3-Dihidro-[1,4]dioxino[1,2-b]piridin-7-il-metil)-hidrazinocarbonil}-heptil }-N-
hidroxi-formamida.
N-{(2R)-2-[N-(4-Dimetilamino-benzil)-hidrazinocarbonil]-heptil}-N-hidroxi-formamida.
N-hidroxi-N-((R)-2-{N-[2<5,6,7,8-tetrahidro-[ 1,8]naftiridin-2-il)-etil]-hidrazinocarbonil]-
heptil }-N-hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-quinolin-2-il-metil-hidrazinocarbonil)-heptil]-formamida.
N-hidroxi-N-{(R)-2-[N<(1,2,3,4-tetrahidro-quinolin-2-il-metil)-hidrazinocarbonil]-heptil }-
formamida.

\
&
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N-hidroxi-N-[(R)-2-(N-quinolin-6-il-metil-hidrazinocarbonil)-heptil}-formamida. (\§
N-[(2R)-2-(N-Benzofuran-2-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-[(2R)-2-(N-Ciclopropilmetil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-{(2R)-2-[N~(6-Fluoro-4H-benzo[1,3]dioxin-8-il-metil)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

N-hidroxi-N-{(R)-2-[N~(4-metoxi-benzil)-hidrazinocarbonil]-heptil} -formamida.
N-hidroxi-N-{(R)-2-[N<2-metoxi-benzil)-hidrazinocarbonil]-heptil}-formamida.
N-hidroxi-N-{(R)-2-[N-(tetrahidro-furan-3-il-metil)-hidrazinocarbonil]-heptil } -formamida.
N-[(2R)-2-(N-Furan-3-il-metil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida.
N-{(2R)-2-[N<(2,3-Dihidro-benzo[1,4]dioxin-6-il-metil)-hidrazinocarbonil}-heptil}-N-hidroxi-
formamida.
N-{(2R)-2-[N-(2,3-Dihidro-benzo[1,4]dioxin-2-il-metil)-hidrazinocarbonil]-heptil } -N-hidroxi-
formamida.

N-hidroxi-N-{(R)-2-[N-(2-fenoxi-etil)-hidrazinocarbonil]-heptil } -formamida.
N-{(2R)-2-[N-((S)-2,3-Dihidroxi-propil)-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-hidroxi-N-{(R)-2-[N-(5-metil-isoxazol-3-il-metil)-hidrazinocarbonil]-heptil } -formamida.
N-((R)-2-{N-[1«(1-Benzo[1,3]dioxol-5-il-metanoil)-piperidin-4-il]-hidrazinocarbonil } -heptil)-N-
hidroxi-formamida.
N-((R)-2-{N-[1-(1-Benzofuran-2-il-metanoil)-piperidin-4-il]-hidrazinocarbonil }-heptil)-N-
hidroxi-formamida.
N-hidroxi-N-[(R)-2-(N-{1-[1-(7-metoxi-benzofuran-2-il)-metanoil]-piperidin-4-il }-
hidrazinocarbonil)-heptil]-formamida.
N-{(R)-2-[N-(1-Benzil-piperidin-4-il}-hidrazinocarbonil]-heptil } -N-hidroxi-formamida.
N-[(R)-2«N-{1-[1-(3,4-Dicloro-fenil}-metanoil]-piperidin-4-il }-hidrazinocarbonil)-heptil]-N-
hidroxi-formamida.

N-[(R)-2-(N-{1-[1-(2,3-Dicloro-fenil)-metanoil]-piperidin-4-il }-hidrazinocarbonil )-heptil]-N-
hidroxi-formamida.

N-hidroxi-N-[(R)-2-(N-{1-[1-(4-metil-piperazin-1-il}-metanoil]-pentil} -hidrazinocarbonil)-
heptil]-formamida.

N-[(R)-2-(N-Benzil-hidrazinocarbonil)-heptil]-N-hidroxi-formamida
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Un método para tratar una infeccién bacteriana administrando a un sujeto que necesita
tratamiento un compuesto segiin la reivindicacién 1.
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RESUMEN DE LA DESCRIPCION

Se proporcionan nuevos inhibidores de PDF y nuevos métodos para su empleo.

157

W\\‘)\)



PATENT COORERATION TREATY ‘Q:) 0"\/

From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY
To:
SOMA G. SIMON
SMITHKLINE BEECHAM CORPORATION PCT
%Nmmwl% r:g,r‘nlm.uw:m NOTIFICATION OF TRANSMITTAL OF
SWED , P.O. 339 INTERN. PRELIMIN.
KING OF PRUSSIA, PA 154060939 EX. AmM]gfllA'llaN REmRTARY
(PCT Rule 71.1)
[ Date of Mailing
: wamminery (] SEP 2004
App"lﬁnt'l or agent's file reference
pstass IMPORTANT NOTIFICATION
Inteenational application No. International filing date glay/month/year) | Priority dats (day/monsh/vear)
PCT/USOY 17054 3) May 2003 g_n.os.zmn 31 May 2002 (31.05.2002)
Applicant

SMITHKLINE BEECHAM CORPORATION

The applicant is hereby notified that this Intemations] Preliminary Examining Authority tranamits herewith the
intermational preliminary examination report and its annexey, if any, establishod on the international spplication.

A copy of the report and its annexes, if any, is being transmitted to the International Bumeau for commumication
to all the clected Officea,

Where required by any of the elecizd Offices, the International Bureau will prepars an English tranalation of the
report (but oot of any snnexes) and will tranamit such tranlation to thoes Offices.

The applicant must entsr the national phaso before each elected Office by perfarming certain acts (filing
tranlations arxl paying national fees) within 30 montha from the priority date (or lator in sons Offices)(Article
39(1))(ses also the reminder seat by the Internationsl Bureau with Form PCT/IR/301).

Where a translation of the intarnational application must be famished to an elected Office, that transiation must
contain a translation of any anncxes to the intsmational peeltminary examination report. [t is the applicant’s
responsibility 10 propars and furaich such transiation directly to each slacted Office concerned.

Ror further dotails on the spplicable time limits and requirements of the elected Offices, see Volume I of the

Faczimile No. {7023} 303- 3230

PCT Applicant’s Guide. ~
c o
g r
I -] <
' « .
W 1
s —————— . pr - L™ 4 [
Name and omiling sddress of the IPEA/US Authorzed offlcer
i . : IPEA/US
e o Pt BERNARD DENTZ
P.0. Box 1450
Alexaadvia, Virginis ZI313-1450 Telephone No. (703) 1233

Form PCT/IPEA/416 (July 1992)



PATENT COOPERATION TREATY :

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

(PCT Article 36 and Rule 70)
Applicant’s or ageat's lie refevence See Notification of Tramaminal of Intemericnsd
— FOR FURTHERACTION  poy;riryry Fixamiration Report (Form PCT/PEA/416)
[mermatonal spplication No. Internationsl filing tate (day/mandh/year Pricrity date {ay/month/yedr)
PCT/USO3/17084 30 May 2003 (30.05.2003) 31 May 2002 (31.05.2002)

Internationa] Patert Clgsaification (IPC) or natiomal chussification and IPC

IPC(7): AGLK 31/16, 31718, 31/44, 3/50, 317508, 31/49S; CUIC 243/22, 311/16; COTD 213/T7, 237/22, W42, 2 :d US C1.:
$14/247, 249, 275, 303, 353, 04, 614; 5447224, 297, 356; S4G/119, 306; S64/81, 151

Applicant
SMITHKLINE BEECHAM CORPORATION —
r — —————— e ——— ——— ey

1. This internations] prelbminary examination report has besn prepared by this Intermational Prelimainary
Examining Atthority and is tranemitsd to the spplicant acconding to Article 36.

2. THIREPORTMMIWM&M.M&WM.

[] This report is also accompanied by ANNEXES, 1.c.., shests of the deacription, claima sad/or drawings
which have been amended and ars the bazis for thir report sad/or sheets contalning rectificationg made
befors this Autharity (ses Rule 70,16 and Section 607 of the Administrativs Instractions under the PCT).

These mnexes consist of a total of = shests,

3. This report containg indications relating to the following items:

1 X Basis of e report
u (] Priorty
i1 [ ] Non-establishnent of raport with regard to novelty, inventive step and Intustrial applicability
v [ Lack of unity of invention
v Reasoned statement under Articlo 15¢2) with rogard tb novelty, inventive step or industrial
spplicability; citations and explanationy supporting such statement
vi [] cortain documents cited
vil ] Certain defocts in the intamational application
vil [ ] Cernin cbsarvations on the tutemational spplicstion

e R e e——

Date of submission of the demand Dazs of camplation of this report
18 November 2003 (18.11.200%) 11 Pebruary 2004 (11.02.2004)
Neme and mailing address of the [PEA/US .

Mall Sicp PCT, Atta: [PBA/US Authrrized officer

Commiesioner for Patmia

P.O.Bax %0 1650 Boroxd  Dencz

L 9

mmwm d “‘""m Telephone No. 708 §08-1235

Form vcrnpéamo (cover sheet){Rly 199%) U



. Internaticnal hpplication No.
INTERNATIONAL PRELIMINARY EXAMINATION REPORT PCTrUsay/17054

1. Baxis of the report

1. 'With rogerd i the elements of the fnternational spplication:*
X the interrational spphication as ovigtually filed.
X the description:

pages 1-114 = originally filed
pages NONB , filed with the demand
pages NONE , ftiad with the latier of
E the tlalroa:

muges 115-137 » ¥ originally filed
pages NONE » & amanded (together with sny statepoent) xnder Article 19
pages NONE » filad with the demsnd
pagea NONB , filed with fhe letter of

7] the drawings.
pugts NONBR ; M originally filed
pages NONE |, filed with the desoam]
pagas NONE ., flied with the letter of

D the sequence listing part of the description:
pages NONB ; A8 originally filed
puges NONE =~ , filed with tho demmand
pages NONE , filad with the letter of .

2. With regard to the language, all the slements marked sbove wers aveilahls or fomished io this Anthority in the
Imnguage ia which the internatioral spplication was fled, tnlesss ofherwise indicated under this Hem.
Thesa alemeants were available or fumnished to this Autharity in the following langnage which is:
D the lsnguage of a tranalation furnished for the porposes of nternational search (mader Bule?3.1(b)).
] the tanguags of pubication of the inceruational apgiication (under Rule 48.3(4)).
the language of the transkhation firrnighed for e parposes of international preliminary examinstion{ondar Roles
55.2 anxl/or 55.3).
3. With regand to any macleotide and/or muning acid sequence discinsed in the intarnations) spolicsiion, the
international prelimipary examipation was carried out on the basis of the sequence listing:
[ ] contained in the intermational application fn printed form.
[ fi1ed together with the intamational application in computer readsbls form.
[ ] furnished aubsaquendy to this Anthority in writtes form.
furnished subsequantly to this Anthority in computer readabls form.
Ths statemient that ths subsequently furnished written sequencs Hsting doss not go boyond the disclosre in the
international application as flled has been fomished.
Dmmmummmmmﬁmhwwnmmmﬂ
has been fornighed.
4. [_] The amentments have resuited in the cancelation of

D the description, pages NONE
the claims, Nos. NONE
the drawings, sheois/fig NONE
5. E] ‘This report bas been established as if {aams of) e smndments bed not been made, since thyy have bem considered to go
beyond the disclosure as filed, er indicated In the Supplemental Bax (Rule 70.2(c)).**
* Replacernsns theets which have been furnizhad 10 the receiving Office in rasponss 1o an imisation undar Article 14 are referrad 1o in

this repors ax “originally filed ™ and ars not arnaxed to 1kis report since they do not contain amendments (Rules 70.16 and 70.17).
*3 Any replacement sheet contgining such amendmaniz mant be referred 1o under itemn | and annexed tg this repor.

Fonn PCT/IPEA/409 (Box 1) (faly 1998)



INTERNATIONAL PRELIMINARY EXAMINATION REPORT

IxterneHonal application No,
FCT/US0Y/ 17054
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cltations and explanations supporting such statement

1. STATEMENT
Nowelty (N)

Inventive Step (IS)

Inchastrial Applicahility (IA)

Claims 1-5

Claims

Claips 1-5

Claims

Claims 1-3

Claims

33 53 38

2. CITATIONS AND EXPLANATIONS
hydroxyfornmmides

can be made or used in industry.

——e——— NEW CITATIONS —

Clakna 1-5 meet the criteria set out in PCT Article 33(2)-(3), becmss the prior art does not teach or faizly suggest thn instart N-

Claima 1-S muet the criteris set out in PCT Article 33(4), and thus have Industrial spplicabllity becanss the subject muttar cleimed

Form PCT/IPEAJA0S (Box V) (uly 1998)
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From the INTERNATIONAL SEARCHING AUTHORITY

To:

SOMA G. SIMON

SMITHKLINE BEECHAM CORPORATION
CORPORATE INTELLECUTAL PROPERTY . UW2220
709 SWEDELAND ROAD, P.O. BOX 1539

KING OF PRUSSIA, PA 19406-0939

PCT

NOTIFICATION OF TRANSMITTAL OF
THE INTERNATIONAL SEARCH REPORT

OR THE DECLARATION
(PCT Rule 44.1)
Date of Maili
U;I:mn;tv::ﬂ 0 2 OCT m

Applicant's or agent's file reference

FOR FURTHER ACTION  See paragraphs | and 4 below

30 May 2003 {30.05.2003)

SMITHKLINE BEECHAM CORPORATION

P51358

Imcrmational application No. International fling date
PCT/US03/17054 (day/month/year)
Applicant

1 X

Flling of amendments and statemnent under Article 19:

imemational search report.

2. [
. [

Aricle 17(2)X(a) 1o that effect is rransmitted herewith.

4. Reminders

preparations for international publicstion.

Gulde. Volume 11, Natiomal Chapters and the WIPO Interner site.

The spplicant is hereby naxified that the imermational search report has been established and is transmitted herewith.

The applicant is entitled. If he 50 wishes, to amend the claims of the international application (see Rule 46):
When? The time limit for filing such amemimenty is normally 1wo months from the date of transmicad of the

Where? Directly to,the Intervational Bureau of WIFO, M4, chemin des Colombetres
12t1 Genevl 20. Switzeriand, Facsimile No.: (41-22) 740.14.15

For more detalled Instroctions, see the notes on the accompanying sheet.

The applicam is hereby notified that no international search report will be established and that the declaration under

With regard to the protest againu paymen of (en) additional fee(s) under Rule 40.2. the applicant Is notifled thar:
[C]  the procest mogether with the decision therean has been transmitied 10 the International Bureau topecher with the
applicant™s request to forwurd the texts of both the protest and the decision thereon 10 the designated Offices.
no decision has been made yet on the protext: rhe spplicant will be ntified as s00n as a decision Is made,

Shortly after 18 months from the priority date. the international application will be published by the Internstlonal Buresw. 1f the
applicant wishes (0 avoid or postpone publication. 2 notice of withdmwal of the international application. or of the priority clsim.
must resch the Imemnational Bureau as provided in Rules 90 bis.1 and 90 bix.3. respectively. before the completion of the wechnical

Within 19 months from the priority date. but oaly in respect of some designared Orfices. 8 demand fo- Intermational prelimimary
examingtion mus he filed if the appllcam wishes v postpone the entry into the nutional phase sntil 30 months from the priority
date (in some Offices even later); otherwise the applicant must. within 20 mouths from the priority date, perform the prescribed
acts for ery Inio the narional phase before those designated Offices.

In respect of other designared Offices, the time limir of 30 months (or later) will apply even if no demand is filed within 19 months.
Sec the Annex to Form PCT/IB/301 and. for dewils about the applicable time limiis. Offiec by Office. sce the Pﬂ'dppﬂm:

Name and mailing address of the ISA/US
Mail Scop PCT. Ann: ISA/US
Commissioner for Patems
P.O. Box 1430
Alerandria. Virginla 12313-1450

Facsimile No. (703)305-3230

) )MQ_ ,.

Telephone No. 703 30§-123% d

Furm PCT/ISA7220 (April 2002)

(See notes an arcompanying shyet)

&



PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT
{PCT Article 18 und Rules 43 and -4)

Applicant’s or agent’s file reference : ser Notification of Transmital of Luermational Search

P.'I:IP;SI oo I FOR FURTHER Report (Form PCT/ISA/220) as well as, where applicahie,
ACTION item 3 below

International application No. Intermational fifing date (dav/month/venr) (Earlicst) Priority Date (day/month/year}

PCT/USOV 1 7054 30 May 2003 (30.05.2003) 31 May 2002 (31.05.2002)

Applicaat

SMITHKLINE BEECHAM CORPORATION

This international search repon has been prepared by this Iternational Searching Authority and is transmiteed to the applicant
sccording to Anticle 18. A copy is being tarsmited 10 the [nternational Buresu.

This international search report consists of a total of *\—theets,
It Is also accompanied by a copy of cach prior art documem cited in this repon,
1, Basia of the Report

a.  With regard to the language, the internationsl senrch was carried out on the basis of the international appiication in the
|anguage in which it was filed. unless otherwise indicated under this item.

the internatiomal search was carried out on the basis of a transiation of the internazional application furnished 1o this

Authority (Rule 23.1(b)).
b. With regard (o any nucleotide and/or amino acld sequence disclased in the intermational application, the international
search was carried out on the basis of the sequence listing:

contained in the intemational application in writien form.,

D flied mgether with the intermartional application in compuer readable form.

D furnished subsequemly to this Authority in wrilten form.

EI furnished subsequently to this Autharity in computer readable form,

[:l the statement that the subsequertly furnished written sequence listing does not go beyond the disclosure in the
0

]

o

intermational applicution as filed has been furnished.

the statement that the informatkon recorded in computer readable form is idemical ta the wrilten sequence listing has
hevn Kurnished.

Certaln cluims were found unsearchable (Sev Box I).

Unity of invention is lacking (See Bux 1),
regand wo the title,

the 1ext is approved ax submitted hy the applican.
D the text has heen esiablished hy this Authority to read as follows:

w1

3. With regand to the abstract,
the et isapproved as submitted by the applicant.
D the text has been extablished. aceonding w Rule 38.2(b). by this Authoricy as it appears in Box UL, The applicant may.
within one month from the date of mailing of this international search report, submit comments (o this Authority.
6.  The figure of the drawings to be published with tuw abwtract is Fipure No.
a% suggested hy the applican. D None af the figures
hecause the applicant failed ny sugges a figure.

hecause this figure hetter characterizes the invemion.

Furm PCTISA: 210 elirst sheen tuls 1998



International application No.

INTERNATIONAL SEARCH REPORT

PCT/USO¥/ 17054
A.  CLASSIFICATION OF SUBJECT MATTER
IPC() t ABIK 31716, 31718, 31444, 31780, 317505, 317495, COTC 243722, 311/16; COTD 2177, 237712, 139142, 2
us CL 1 5147247, 249, 275, 303. 353, 604, 614; 544/224, 297, 156: 546/119, J06: 564781, 151

Accoading to Internations! Patert Classificarion (IPC) or to huch aationul clussiticacdon and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
U.S. : 3141247, 249, 275, 303, 151, GD4, 614; 5447224, 297, 3156; 546/119, J06; 564/81, 151

Documentation searched other than minimum documentation 10 the extem that such dotuments are included in the fleids scarched

Elecironic data hase consulied during the international search (mame of data base and. where practicable, search terms used)
CAS ONLINE-Structure search

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

Category * Citation of document, with indleation, where appropriate, of the relevant passages Relevam 10 claim No,
AP WO 02/07054) AZ (XIANG ET AL) 12 SEPTEMBER 2002. 1-5

D Further documens are listed in the continuation of Box C. D Sce patent family annex.

. Spreial citrgories of clied documents: “T- fater dorumens published after dwe imematiansl flilng dace of priority
dave uxd oo In condlict with the application ol chey o understand the
"A" docummem defining the geverral state of the art which (s nat consldered to be principle or theory uderlying dw (mvemsion
of panicular refevance
X" dotument of particular relevance: dx claloed lovention cann be
"E" eartler application ar pasend published on or aficr the internutional Mling dae congkiered novel nr cuesdl he carsidered a rvalve an inventhve @p
when the docwme s is Mieu shone
"L* document which may throw doubns an priority claimis) or which b ciced w
esiablish the publication date of another climtion or other special reason (as -y" docwmen of panticular relevance: the cleined venton canox be
specified) consldered 1o nvoive an Inventive siep when the documens s
comnbined with one or more other such documents. uch combiusiini
0" Jdocumen referriag to an aral disclasure. vse. exhibition or odwer rans being obvicin ko & person skilled hn the ary
=P" documend publishes prior to e intemational Aling dase e kxier Dwn the &~ dorumen memnber of the same paient family
priority date cinlmed
Daie of the actuat completion of the international search Date of mailing of the imemational sesrch report
15 August 2003 (15.08.2003) 02 OCT 2003 -
Name and mailing address of the ISA/US Authorized officer s rd
Mall Swp PCT, Antn: ISA/US ! w
Commissioner for Patena Bermard  Demiz L AL
P.O. Box 1450
Alexandria, Virginia 22313-1450 Telcphone No. 703 308-1235
LFi'ﬁimile No. (703)305-3230 !

Form PCT/ISA/210 (second sheet) (July 1998) [ ’
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USUARIO  RADICADOR

PATENTE DE INVENCION

MODELO DE UTILIDAD (7} {

. que se soliclta (a concesion de una patente. (/7 ( %
- Dahs de identificacion del solicitante o de la persona que se prasenta la solicitud. (/) (
= Deseripeidn de la Invencién. (
(

= Dibujos de sar eatos petinentes. ( /Y
= Comprobante de Pago da las tasgs-astablecidas.
COMPLETA ( / INCOMPLETA { ) ()

DISERO INDUSTRIAL ( )

- Indicacién de que se solicia el registro de Diseflo Industrial { ) { )
- Datos de identificacion del solicitanie o de la persona que presenta (] { )
- lasolicitud.
- Representacién gréfica o fotografica del Disefio Industrial o muestra del
Materlal que incorpora el disefio. ( ) ()
Comprobante de pago de 1as tasas establecidas {( ) {)
COMPLETA { ) INCOMPLETA () ( )

ESQUEMA DE TRAZADO { )

- Indicacion de que solicita el registro de un Esquema de trazado. { ) ()
- Datos de identificacion del soicitante o de Ia persona que presenta
La sollciud. . { ()

Representacion gréfica del esquema de trazado
Comprobante de pago de las tasas establecidas.

— —
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—
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COMPLETA () INCOMPLETA () ()

Firma Responeable:
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1

Industria y Comercio
SUPERINTENDENC!A

2020
Bogota DC
Doctor(a) Oficio N° 11333
CARLOS R. OLARTE
Apoderado(a)
SMITHKLINE BEECHAM CORPORATION
ASUNTO:
Radicacién N° 04-1200865
Solicitud internacional PCT/US03/17054
Fecha inicio fase nacional 3112/2004
Tramite 011
Evento 379
Actuacion 430
Folios 001

Como resultado del examen de forma, realizado con fundamento en el articulo 38
de la Decisién 486 de la Comisién de la Comunidad Andina, articulo 27 del
Tratado de Cooperacién en Materia de Patentes (PCT), regla 51 bis del
Reglamento y Circular Unica de la Superintendencia de Industria y Comercio, se le
comunica que:

s La solicitud no contiene copia del documento en que consta la cesion del
derecho de patente del inventor al solicitante 0 a su causante (Art. 26-k)
Decision 486).

e EIl solicitante debe presentar un nuevo titulo, que permita identificar la
materia de la cual trata la solicitud, ya que el relacionado no se encuentra
con la precision necesaria para identificar claramente el objeto de la
solicitud de patente (Regla 4.3 PCT, Art. 27, 27 Decisién 486, Circular
Unica 5.2.9).

En cumplimiento de lo dispuesto por el articulo 39 de la Decisién 486, se le
requiere para que dentro del término de dos meses siguientes a la fecha de
notificacion del presente oficio, complete los requisitos anteriormente enunciados.
En caso de no dar cumplimiento al presente requerimiento, la solicitud se
considerara abandonada y perdera su prelacion.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capitulo quinto del titulo primerp. Circular Unica N° 10 de 2001.

SPEDES DE VEI}GEL
Jefe de la Divisigh de Nuevas Creaciones.

uerimiento fue notificado por fijacion en lista de fecha,

I
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