~ i LrErrrrrrrrerered, 111 20 SEPTEMBER 2006 WO
03/ 040096 PCT/ US02/ 36072 *166166* 19 JULY;2006 sodi um chl oride, dried
(sodiumsul fate), fil Mm trated under reduced pressure to

provi de thgoc;jgmfﬁ?gl\l :[sﬁlrfegn mmmn ich was used wi eHPERTEMBER Paoe

purlflcatlon MR ((300 MHz, ~€DE43) S 7.74 (d, J = 4 Hz, LY 9 620 (d

gol ution g‘%d%ﬁ‘w suﬁgégeépfepare & 89%s(torg "%H% 2%%1§a7té) ’ Lee %gp in

- di oxane /-pehbamotatedt eeundéai‘ Gredgcawspraddedel itdhi pmohydeoxuldae deamhydr ate

(53 ng, 1_14_mmol ) eactlon e rred for 24.h _at room
{omperat uPB e NR e 7B hiOn e PEb o Bl By Rk r S B ho i cure
and the saj i esdsvamas driLht soneds begyegn=eyhyl, agas ate z@n@dwayeL The
aqueous phase was acidified with 1 N hydrochloric acid and extract ed
severd@ t&nBs, wih ot etthy(s 138t hér 89THE, cdhbi redBet for 3Kt-racts were
washed with water, and saturated sodiumchloride, dried (sodiumsulfate),
filtered, and concentrated under reduced pressure to provide

5-[ (et h-yiBSabf 6my ITpret hyd Juthiooplrenesls caubing ipramined 1Ib sigpp 4cvhi(2618 was
used wi t hout rther r|f|ct|o H NVR 3 7. d, J
Ca ke 188 Y0 a‘PlU’J 1h, 2 71 ﬁ% oquﬁg“%%ga%wggi%%(% %%1‘ aé-ESI
M5 (negat iadéecm)ﬁbi)himim li.’;i&rc[:&\ﬂde IlonohydStep (63 mgTolalsotnmbiLDnamﬂ aloé d

5 el s b ide nonaaRes WaY o T iEred o aridd LB S e e aE O S 0. 55

.Emol )daPFIThbe rﬁheafi;;>hom[1?am&uL &llatlf!asc@rwér[tﬂ.da’d‘e!gl Whdeh. lréaﬁ?cé:’@) p3e8SuHO- . 4-
3, 5-di fl uoropheny 1-1(3-¢et enzyl ) ani nol but an- 2 0 211 ,. 0.52
mol ) was2Bad&ds SOt pE??’r%‘h al@st téé&P!“S S&afe %%Y]s?gi:%ﬂt%t
room t enpghat UygeéPr 18 tne ThendbuLagiHaeR Mypalsur @cwas rdehut @demi th N

met hyl ene_chl oride and washed wth saturated sodi um bi carbonate, and

sat ur at edh¥SEPEROBHE oPicdE, W4 e@XtEBEEEM sIAYRHRD) , LENPEerdih afddethyl
concefd r abedo, Undefnd eduyssd, & eSEHLE- eﬁte&aatgawe% Bya dH e N, £ OfpRE Q@r aphy
-701IIIIIIIIIIIIIIIIIIIIIIIIIIII~IIII I'TI ~ *®00002* 20 SEPTEMBER 2006
WO 03/ 040696 PERtUse2rd60ERdigm) ULGJ'ﬂZU%ie (S|<F1r¥,%¢,l 1{s9slemhagolfahe) .

chl orof or g} ; gaves t hgnﬁ' téo%c%ﬂ'&?%@é unfRrMPeauBeal 28-dsthre £ EShrMpi g z 537
[M+ H + EXAWPLE SP-2 _ .

N-{ (1S, 2Rp= 11w%t®rbﬁu1im>dbé\¢zml ghipgheney? temdavdningicid (115 mg)

hydroxypr gpyLs - a0Blikl- ithode! BL228bs 2p¥k) PEBZAMAEE ' nvr (300 Mz,

20 €DCl3) & 7.73 (4, J = 4 Hz, 1H), 7.20 (4, J = 4 Hz, 1H), 4.52

(s, 2H), 2.90 (s, 3H); ESI MS (negative mode) m/z 219 [M - H] .

‘Step 6: To a :é_olution of acid from step 5 (115 mg, 0.52 mmol)
.-and N,N_—diisopropylethylamine (540 pL, 3.12 mmol) in methy_l_ene
2_5.' -chloi:iéfie (6.5 mL) was added HBTU (200 mg, 0.52 mmol) and ‘the
' -i’eaétion mixture was stirred for 0.5 h. (2R, 3S)-3-amino-4-
' (3,5-difluorophenyl)-1-[ (3-ethylbenzyl)aminolbutan-2-ol (211
.mg, . 0.5_2 mmol) was added in one portion and the reaction
mixture was stirred at room temperature for 18 h. 'The
30 .reaction mixture was diluted with methylene chloride and

washed with saturated sodium bicarbonate, and saturated sodium

chloride, dried (sodium sulfate), filtered, and concentrated
under reduced pressure. Purification by flash chromatography
//’/4_!
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hydrochloride 10 Step 1: To a -70 C stirred solution of thiazole (214 ny,
2.5 mmol) in tetrahydrofuran (5 nL) was added n-butyllithium (1.7 nL of a
1.6 Msolution in hexanes, 2.8 nmol) . After 30 min, zinc chloride(75m_
of alM J)H&/MR in diethyl ether, 7.5 mml) was adde@p £®action
m Xture was war ne toOCfor 151h To this mxture was U@Qé&glodlde

descri bed above (695 , LS_)I I oge <‘g)al I g}clh uggg%e o

t et r aki s(fﬂb?f“eﬁ*vylbh% pﬁ?%‘}n‘(:'mijnnﬁ Brex° Veh FofHPREETe was
heat ed at wfm HX £or1 k6 11 Ple ;r eget Monm/ & wvrmwasu ¢ool ed and diluted
wth et hy acetate (50 ni). 20 The organi c | ayer was washed with water, and
saturated sodium chloride, dried (magnesiumsulfate), filtered, and

concentr af, fﬁﬁlyﬂ? rgafuced pressure. Purification by flash colum
ap S|]1D

chr omat ogr ica, 1:1 ethyl acetate/hexanes) provided a thiazole

(208rEg):"HNNR(300M—|z CDC13) S 8.38 25 (s, 1H), 8.02 (d, J =1 Hz,
( % 88 (d, 182 3— 7 (#ottfhipehzg13 abinolth, 3.95

( 215 gél H‘)R) I—%) & S:’ddljf%uoig a st %Wedhso eut |ygLn szy:[ he e?’?er from

step 1 (Zﬁﬁdrmypﬂvmgl)mmn)eunylzﬂ(l Fethaaodlt2tyaiaizemmiden/ wat er (4 ml)
30 was a de Iltinu hydroxide (75 ng, 1.8 mmol). The reaction m xture was
stirred atYyoamt Sfature for 3 h and concentrated under reduced
pressure. The resi due vvas diluted wth water and washed with ethyl

acetate. The aqueous acidifi to pH.5 N rochlgric

aci d dhd €kePatfed® a?G OZOCSE%‘FEWE RS2 BE10W63F3Ah66©%ePé$¥%S’8§I 3%052 19
JULY 2006mmye § hi ﬁh|t@i:9faﬁ?ﬂ’k65ui<ar10@5nh)_. ) Tha sc edldiede th-bugenile tRxtmadls7 wer e
dried (sodiumsulfate iltered,, and concentrated LT)der educsg Rr essure

to give amlaeifdy 146 %)5011%% ¥ oRefanes s 1321%°% b

8.28 (s, %tplC’ cﬁlgﬂ-lég (9. 5 ﬂiL"l%f a iHm ,soiugﬁofld,an dTedhblz, ethr, 7 85 (d '
J = 3 Hz, 3H) . ep 3:, Asolution of the acid frgqmstep 2
(140 ng, mmeh) W?@I ‘?ddeﬂi\mq 36145 rﬁ?aoGlg’@ FATEY ANl YOO €t h§l SRF ne
(170 £ i) 96g g % or 6k d Nt hyhese gbapaédaeearﬂbga) abetel15
]Aso ution o ydroc Iorlde(ZRSS -3-am no-4-(3,5

d|fluorophéﬁ'§ll) 1m( 3- et By Bbenz yimedm no] ldewedo| (b8 ngpaléaGlAuWrBP) and
di i soprop ETTD t hyhe c hde (2. )
was added%ﬁ%gﬁg%%g%}t(%glﬂrgoxs%&q% wals‘iggtllrr@ed I(()ngrgnl gﬁw)The reggtg:_on
m xture wasadtioteniwtthe weshpbehedcatorpftuxwashedowhth ThR Hgacséhtoric

acid (20- Ma“%lte:ag?twuarsatggof&gi %g\giaie '?ﬂ.r\#jc%@tﬁié OS% 1 apdsatur pd@dygedi um

chl ori de, nagnesi um su tered, concentrated under
reducedl praesureankur ilhiveat wais bashledsiwith water, and saturated sodium
chloride, dried (magnesium sulfate), filtered, and
concentrated under reduced pressure. Purification by £flash

column chromatography (silica, 1:1 ethyl acetate/hexanes)l

provided a thiazole (208 mg): 'H NMR (300 MHz, CDCls) & 8.38
25 (s, ‘1H), 8.02 (4, J = 1 Hz, 1H), 7.92 (s, 1H), 7.88 (4, J = 3

Hz, 1H), 7.37 (d, J = 3 Hz, 1H), 3.95 (s, 3H), 2.48 (s, 3H).

Step 2: To a stirred solution of the ester from step 1 (208
mg, 0.89 mmol) in 2:1:1 methanol/tetrahydrofuran/water (4 mL)
30 was added lithium hydroxide (75 mg, 1.8 mmol). The reaction
mixture was stirred at room temperature for 3 h and
concentrated under reduced pressure. The residue was diluted
with water and washed with ethyl acetate. The aqueous layer

was acidified to pH 5 with 1 N hydrochloric acid and extracted
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20 col utm chromat ography (silica, 1:9 methanol/chloroform) provided a
clear solid. The solid was dissolved in nethanol (1 nlL), and treated with
hydrochloric acid (0.5 nL of a 1.0 M solution in diethyl ether, 0.5 muol).
The result precipitate was..collected by filtration 2 2Q0ﬁet|tle
25 corrpoun‘ga?i%@ﬁﬁ . 17.8-180 C. APC |v5 m{z 536 [M?Eﬁ i

SP-293 N--{(1S,2R)- 3 5 di fl (? obe zyI (03 eth Ibenz Lam noj - 2- 30
hydr oxypr 8By} CJ‘lPﬁ‘?éP Vl s\l f’bn# é hyI] Syc eCAl oxam FET2CTE3 20
SEPTEMBER w2046 g MRa03(HIRA6 RAHAIR0Z/ F6AT2rEa, Jlalln\i AHfrenSraped: uilidean
ice-cold, stirred solution of cycl ohexane-I|, 4- dicarbpxylic ,
17 nmol) |rﬁdalcl‘?iixt3ﬂeésb‘\“ez tP 9EYS aRYdPSHGr arAfetMBnol X ?gb\g &gaded

trimethyl siod. g fll g2oseinang, (9, mupl 8.2 04 i exgn@ﬁ (48 pmol ) Fhe 5
reaction mxtur was stirre room tenperature for . Acetic acid (5
-mL) waS added andét He,sol weldt Hzas WBnovedSurider J r—‘edudi?d ptessar.d> (s,
Purificati by flash columm chromatography (silica, 10:1:0.01

hexanes/ eéﬁ{}l' acetate/acetic acid) provided

4- (met hoxycar bonyl ) cycl ohexanecar boxyl ic acid (1.00 g) 1H NVR 10 (300 MHz,
CDC13) S 3.68 (s, 3H) 2.53-2.4 1.97-1.89 741 6(m
4H). StepSEEPTES and cRRIHHP 5P rr'fg](.’fE s%%’(ﬁl $RoBr SRy g]roéllz)sotelbg’l (‘93 Ny,
3.8 mml ) gd1tet ﬁ@hmdr(gkura@ (8098l ymvas addediidSphasanecidilaetihgl (subfi de
complex (2 nmL, 4.1 nmol). The reaction mixture was warmed to room

t enpe @t upé.,f or. 98 mmedd avasl: @Mnrﬁdurl@ ofe thydene mléﬁfaé?eﬁZ(QOmht) fans
added. Th resultln t.ure undegr Qssyre

Purifi catlel nnby flas%‘onf )%l}r?ﬁl C rorra 0 r%ghfigg%ge (91% 3%}:91 5ﬂhexan§s/et hyl
acet ate) @Ericdiudedphenhhy) - 24-[(Wmd;bmizmll))amynbd)helzmeicmboxw3at8e (860 ng):
1HNIVR(500 MHz, -CDC13) 3.68 (s, -346§ 2.59-2.57 (m
1H) . 2. 050 6400mqh) 21151d Fl&@OPrsgylF Y%@Blnel 5179 #p (nq -HmoE) siag 3
To an i cepfQhd, fbi Eh@éﬁ&éuwoﬁ' ﬁe%&@hﬁdéc{ oSt 2ad3QR aﬁxt&ré
mol ) and triethylamne (37 in mnethylene chloride (5 nL)
was a@ilBed wass\dtigtredy |qu@r(fllth Zhe nﬁmt)lonmwt@é@twgﬁ Hiduged wash
stirred fof.¢2071,0 éﬂ%&bgg Qégﬂéa'w@d Pe&vx@{l&cr@gml@edcqﬁl Qbbdgr.gand

wat er. The organic | ayer was washed hydrochioric acid, and
sat ur at ed sagodiagedbi %%iijémabécaﬁbpéat? ma@r@esmh?n sfTcht 8ptungeed c6REAHEr at ed

under r ed%%%r&fagssur St AT f Ol gL DI flesi E@ﬁf%{%ﬁyl at ¢;190l&h, was ,parried

on w thout puri ¢ation or characterization

concentrated under .reduced pressure. Purification by £flash
20 column chromatography (silica, 1:9 methanol/chloroform)
- provided a clear solid. The solid was dissolved in methanol

(1 mL), and treated with hydrochloric acid (0.5 mL of a 1.0 M
solution in diethyl ether, 0.5 mmol). The resui'ting
' precipitate was collected by filtration to provide . the title

25 compound (100 mg): mp 178-180 °C; APCI MS m/z 536 [M + H]".
- EXAMPLE SP-293
-N—_'{ (1S,2R)-1-(3,5-difluorocbenzyl)-3~[ (3-ethylbenzyl)amino] ~2~-

30 hydroxypropyl}-4-

[ (methylsulfonyl)methyl]cyclohexanecarboxamide

-703-



WD 03/ 040096 20 PCT/ US02/ 36072006 19 JULY 2006 St ep 4. To a stirred
solution of the nesylate fromstep 3 (1.8 mmol) in tetrahydrofuran (5 nl)
was added sodiumiodide (530 ng, 3.5 mml). The reaction m xture was

heat ed at \980501699% 5 5 h, cooled to roomtenperature, aﬁ%ﬁr%gm%%ﬁoér ed.
The...react-ron" m Xture was concentrated under reduced pressurg,, ah carried

i ifi [ - i 6, .
on without purification or characterization.. Step 5:.Tg tirred.sqgl ution
of the i diege ¥ ofvsPBp H £ 1GTHIBFT i

N, N- di met {uyl.f.9r gg?qg-ge £dDam )3 and g,t et yahyels Of urian @l mliktwhs asfded :dodi um
t hi orretho(%(?e (03 5 nmg, 5.3 mol

. The reaction m xture was ated.at 70 C
for 15 h.tethedvdsaéuran/nekbarel was24 heRt koot t%d‘%%‘f&m *E’é%%ﬁ&ﬁﬁlel,yﬁt he
sol vents I d, . @ngyt hes rgsidye partd thonededbet weenmdi et herrrand
wat er . Th%\{eaézg]%&{ee%t%}é ay(eg;j‘ was acidified tolpH 1 with 1 N hydrochloric acid,

ext r a6t edraddticet hylxbece: aves deiixred safi WiRdul CEFEPrafiFeerfed, and

concentrat ed .under. redu r.e Agatfardo: £ emoved under
4- . [ (et ?P‘y‘fet 'co)arﬁaltdhf/(%] %@J I gr%esxgﬁigc%gr oxyﬁlc Cajlc‘in(ajn(5‘/(%asr:rgr © 1H NMR (300

MHz, CD30fduzed Tre2smte(m PlMifiz@t20n3bg. f1lagh cgHumnpc Iqast-;og;:].q)ghy

2.05-1.95 (m, 2H), 1.71-1.5 m . 36- Sherrfigky a
stirred sbPti%n drd 'Hﬁgohé)ll zﬁ"%‘fﬁ(g??%%%}s%g%éa‘?%é%%t%?a%. g I[r?1p"rroll )l In

sodi um hygdr gad1de§ehibobanl ( ¢yvblthexdhddbcdylial wdigh (I Glatdr) WasMidded
sodi um bi car bonate (360 4.3 mmol ) and acetaone (1 nmL)_foll by. t he
addi titon 6700 aMizol G oF 3s&Snel 43y, 2 B3l ) (n %%ooftyﬁd'éoﬁi’ (2
m.) The ypeaction  mxtyr S Shkifred at roomtenperature for 2 h and then
guenched \E/\ﬁn't hé}is)ddillr?%)&b#sﬁls}l\?té. The reaction mxture 30 was acidified with
1 N hydrochloric acid and extracted with ethyl acetate (3 x 100 nL). The

comoned SLEAS ¢ Bk VELE ISR HAL ke S s i)

filtered, cton uced pressure to provi
[ (et hyl sytd®nylg,meshyl | ayel phetanéearbbysite tusat d (UD0 MY) : was addsl 20

SEPTEMBER 2006 WO 03/ Q40096 PCT/ US02/ 36072,19 JULY 2006 (300 Mz,
CD30B)y° S Roraney Ha 2%1)5}35.1% (§BHy* 2.‘%3-‘%]{ 512(% ITW,S 2.18-2.16 (m

1H), 1.99-d:83i driNmidturel . wil wadmed Mo Gddonb tSimgprAtufe ot i2r redarsblaut i on
of acid fromstep 6 (10 , 0.5 m
(2R 3S) - 3t ahi AIRES, et %%S&%Sphae‘?r%g)))“zﬁt-e[r( 3109 W bek2s 2 KeSiop  The
but an- 2- oke 409, mdxBuladl Yas antbridaftratgd wmden. Tedugle) | prestung ene
chloride (5 nL) was added N- _diisqpropyl ethylamne {280 L, .6 1) . The
reaction ér?&%iﬂ*%atf(?nwaé’yst :\%']raesd‘ at®9 téﬁﬁ@%ﬁ?ﬁ ]éa?l(é}’ 1és"7hl.lclah'emr1i[e)'e%cti on
m Xt e WasxHddd iddned bet veesrami)hyl ene widwardede and wadtdryl 4-
(hydroxymethyl)cyclohexanecarboxylate (560 mg): ﬁi NMR (500
MHz,-cnc13) 5 3.68 (s, 3H), 3.51-3.46 (m, 2H), 2.59-2.57 {(m,
1H), 2.05—2;00 (m, 2H), 1.65-1.55 (m, 5H), 1.31-1.27 {(m, 2H).

25 Step 3: To an ice-cold, stirred solution of alcohol from step

2 (300 mg, 1.8 mmol) and triethylamine (370 uL, 2.7 mmol) in

méthylene chloride (5 mL) was added mesyl chloride (170%uL[ 2.1
.mmol). The reaction mixture was stirred for 20 min and then
partitioned between methylene chloride and water. The organic

30 1ayer was washed with 1 N hydrochloric acid, and saturated
sodium bicarbonate, dried (magnesium sulfate), and
concentrated under reduced pressure to afford a the desired
mesylate, which was carried on without purification or
characterization.
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The organic | ayer was washed with water, dried (sodium sulfate), filtered,
and concentrated under reduced pressure to afford a crude oil.
Purification by flash colum 15 chromatography (silica, gradient 95:5 to

92:8 net h%ﬁgﬁ%@%} ori de/ met hanol) provided the title c%@%ﬁ@%’oﬁg) ©onp

45- 50 G z 537 [M+ H +. EXAMPLE SP-293 20 JULY 2006

.N-{ (1S, 2R)-1- (3, 5-di fl uorobenzyl)-3-[(3-ethyl benzyl)am no] 12g

hydr oxypr opyl } - 5- pi peri di n-3-yl - N, N-di propyl i sopht hal am de hydrochl ori de
25dSt ephlsl'tegp 4asd$£td e @ld;i&cﬂel@at isamgeﬁola- bEoBBepyesdiaee (208 ngterd . B (Iufol )
and net - i pro am no) car bo -5-(3,3,,4, 4- . s

t et r anet %WOGC)E (()’rralr[])t%g%/flﬂ)‘%’fﬁ%ﬁa@ (g%O’]"Hb #53 ar#?ﬁé) SO 9% ol HY  was
added sodjdimLay hepahe (2o Mesohidn2miksakut ivdB heatwat&t, 68. T nigy )5 The
reaction mxture was flushed with 30 argon, palladi um

0
tetrali s(hri peed@dohsSphirAET (BEWRE2HT52 aRtol FhREs ﬁIHEar%ﬂd t herhe
reaction ygxture vwas.heat efatcsedddbeaddt didh ddid RGBTt Wiy Was

cooled to room tenperature, filtered through diatonaceous earth, dried
( magnesi uramsulddaton) withbutr pdurifhee tior ait raeg@cisgézaEédiced -706 WO
03/ 040096 20 -PCT/USQ2//36072006 19 JULY 2006 pressure. Purification by
flash col um chronmat ography (3:2 hexanes/ethyl acetate) afforded a
pyridi ne §240 %) To' & NvRrre806oMizio€DCE3)hes ig@life frem o5 4 n{l.184),

8.31 (m 1H),. 8.07 ( .1 7.92 _r {, : , 67 ,

3. 98 (rﬁ““%, 1956 ( lx%? 3‘?%1 &‘rrn% %Eﬂ%thif%%r‘(“%*“%%, q‘?ofm%m ;,g% ,
0.78 (M BdhrahyBireFuzanA ok easohdded pydidnnehionatistripdd (IBD myy, 0. 37
nmol ) and_pl ati num oxi de (15 in ethanol (2.5 ) ek 0 ( m.),
and concent M)Wdrmll%rch:qg i @lﬁ%enﬂ’?smégaagéaég\g@)wq h% il tlgsog n for
15 mn, afgk Shaker dNdgixBire aldDSPhet ecodldy df@gesomt t&bpesatdms, lhd1. The
reaction mxture was filtered through _di atomagceous earth an concentrat ed

under redBREPHiesYAFE (FRAISHd ABEhyRe ¥§sidue partitioned between

[ (di preopylewdNo).carhany ] - srHi RRfuR- Iaybbenagahei §284edlto sRaNtUitEd i ve),
which was carried forward without further purification: ''H NVMR (300 Mz,
CDC13) 5916X (mydsmghlacisy emid. 3igxtracksd ifitiH) ethyde acetadgy 4rHd (m

5H), 2 04(£5Hi_1§1H) 3su_l¥a%é)(mf§i'ﬂer&i,91 and) EbhceROrMLRP Indke arsSdbde®d
solution of piperidine fromstep 2 (204 ng, 0.59 m*rnlz§l in nmethyl ene

P . ,
chl ori de puessyiy wRsahfeEd Bod (maRRyHERHR) Nadwy Iy Cd 065X AREFF Ay 11
triethylamn 122 .n, 1. 0. 88 ). Th utgo SoSthrr af.,y room
t enper at u?%l$og(go mg): H Nﬁﬁ W MHz, 8D3SCSB) 5 B Wgs, EEL (?rg iH) ,
20 2.43-2.41 (m, 3H), 2.05 (s, 3H), 2.05-1.95 (m, 2H), 1.71-1.53

{m, 4H), 1.36-1.30 (m, 2H).

Step 6: To a stirred solution of methyl sulfide from step5
(100 mg, 0.5 mmol) in sodium hydroxide solution (1.5 mL, 0.5 M
. 25 solution in water) was added sodium bicarbonate (360 mg, 4.3
mmol) and .acetone (1 mL) followed by the addition of a
solution of oxone (430 mg, 0.7 mmol) in 0.0004 M EDTA (2 mL).
‘The reaction mixture was stirred at room temperature for 2 h
and then quenched with sodium bisulfite. The reaction mi:ttﬁre

30 was acidified with 1 N hydrochloric acid and extracted with

ethyl acetate (3 x 100 mL). The combined organic layers were
washed with water, dried (sodium sulfate), filtered, and
concentrated under reduced pressure to provide 4-

[ (methylsulfonyl)methyl]cyclohexanecarboxylic acid (100 mg): 'y
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25 2 d. The reaction mxture was filtered and concentrated under .reduced

pressure. Purification by flash colum chronmatography afforded a

Boc- prot ect ed pi peridi ne (100 ng): 1H NMR (300 MHz, CDC13) S 7 93 (t, J =

3Hz t, = 3 Hz, 1H) , 7. 42 (t,J-3I—EOS @6 (M
‘3. 93"(";{3’@‘1?89(‘ 3.46 (m 2H). 30 3.13 (m 2H) , 2.78 FC %0%503 (d

J:10Hz 1H , 1.70 (m 7H), 1.48 (m 9H), 1.00 (m %

Step 4 TORa €00 ek soTRIODON dof3 -Pilpdr P8i & f Ré el 63 ‘(%OC?H)ng, @32‘2

03/ 040006 RCT) 802136075 15 0y Bbbe Tyl o de (2. 3 mi ot & 1 M Salut i on

in vvater,(n?,. Zamol ) and the reaction mxture was stirred at room
tenperature for 2 h. The reaction mxture was partitioned between ethyl
acetate (50 nL) and water (50 nmL). The aqueous |ayer was acidified to pH 5
4-5 wist h gy hydriechl ardierea éoandient bﬁcaeddvxfrcbm chtew of of A0 (& .x BG nl).

The conbi ned organic | ayers_we i ed, es uI fat Ite _, and
concent r %4 Junder reduced(zﬁri é@TW g(lr}'d ﬁam 8%8%2%“

(300 Mz, 1GRGEDN §§Za§§n6§bu&§hfzjoﬁ4(:(§o rﬂc_lri) 075 4itndB),, 14 HATID «Jms 2H) ,
3.47 10 (m 2H) ,

3 2.03 7
1.48 (s, WH), 00598qR) g}-ﬁl mg iyl @ﬁﬁ(g]i) l-%td@p 62 %‘g}a |_‘%$r|""éi§e§olrf%rrz\ron of

di f t I th
Ried N NG yR IR PRY (300 B (G kB0, Bt o rone (4 g,

0. 31 1m0lyas ardikHied (é.fL8 nmn,m Otatdpanat)ré olfloaweéifibyh( 2R 3‘393 3reaction
am no-4-(3, 5 di fluoro

(,3-.et h I be ) an ny,
0.21 mMmolHiXtHEE ekt %ﬁt Onset# k?eerd”% Zrﬁ,letne p%%)lﬁl%lgdr%pe%rna u"‘rra(et&)ta
reaction faxt ueyteise dilaytead walsh Bﬁslhietihybvénh chhverde @2bedr) | scvcashred
wth water, saturated sodium hicarbonate g H]{:@at ur at ed %Odl um chl qcrl de,
0

dried : (Tirds)umisiditeres)y, 3P corsartange Rt r BELEL TR ethiced

pressure.; Fuid i cati opr-iye f | @sh . col umpehirrarateghapiyy (9%1ash  column
. chlorof or i met hanol ) afforded a piperidine (10 25 carried

0 rT%_) whi ch was
forwdid vihiesataanasher c(rﬁdflal@taerl 2gddentst 9§ Aol Ut idDn BEEH RIS di ne
fromstep, 151:(%1 /ﬁgath%n%g) %Bbldaadtmédwehéoeb@p@m& (60 4ndil: aip 3L 0 M
|

solution In oxane, 1. ) was stirred for 30 min at room tenperature.
30 The rea®ti®n BAKMS @/\Ea§380tﬁ¥§ehtlflht -ed under reduced pressure and washed
with ether (50 nL). The precipitate that forned was collected by
filtration to give the title conpound (60 ng): np 145-145 C, ESI M5 m z
649 [M + B{AMPLE G¥P-2F 3SEPTEMBER 2006 WO 03/ 040096 PCT/ US02/ 36072

20
N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydro%ypropyl}—5—piperidin—3—yl—N,N—dipropylisophthalamide
hydrochloride

25 Step 1: To a stirred solution of_3—bromo—pyridine (205 mg, 1.3
mmol) and meﬁhyl 3-[ (dipropylamino)carbonyl]l-5-(3,3,4,4-
tetramethylborolan—l—yl)benzoate (500 mg, 1.3 mmol) in dioxane
(9 mL) was added sodium carbonate (2.0 mL of a 2 M solution in
water, 3.9 ﬁmol). The reaction mixture was flushed with"

30 argon, palladium(O0) tetrakis(triphenylphosphihe) (36 mg, 0.052

mmol) was added and the reaction mixture was heated at reflux

for 12 h. The reaction mixture was cooled to room
temperature, filtered through diatomaceous earth, dried
(magnesium sulfate), filtered, and concentrated under reduced
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19 JULY 2006 EXAMPLE SP-294

1-butyl -N-{ (1S, 2R)-1- (3, 5-di fl uorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 5- net hyl - 1H pyrrol e-2- 5 carboxam de
Step 1: T ed solution of ethanol (54 nlL) was ad Oget al
(1.29 ¢ 3288%61#%I) The reaction mxture was 10 stirre T?%r% nd then

di et hyI acet am domal gant S aghl.gn
m xture WESSHEECed a urf“gﬂ(:ﬁg%l? by hf ngéi‘émh|c§rg§ﬁ%t8-ﬁr?§%{é§(%319 ni,
11. 64 mMlekaneas cddded. ac'EhﬁtreeaCéffrFrdBd(talr eywasdinef | (p0dd ho} : 1 , NtBol ed

to roomtenperature, and concentrated under reduced}g esg %g 'rrltﬁe
resul ti ng308siNHR v@@cbér t4 81 hedmpetfiden Setny| (myc etk a The

organic I8a)697r S i/i@)shegi o t iy sai iy at edysodjumpghl qrsde mdrlleld ( sadisum
sulfate), treated wth activated charcoal, fiitered throu h di atomaceous
earths angh, c3iicens 30 edmundd) . r 8ddded Tr etiBur el £8P yKTéId‘lg?hyll 87mefhyl 20
1H-pyrro 2 %artémiél gﬁ (1 26 g) 1H NVR (300 WMHz, CDC13) S 8.82 (br s,
s’lH) S, 431(q,J:6H22H) 2.31 (s, 3H),
134 , 6 Hz, 3H). Step2 Amxture of pyrrole from:step 1 (240 ny,

1.71 rrrml 25 pot as i um car 30 1 yl rom de
(328 ny, %%9 fimoht) SP uﬁ%%?oﬂ t e %’ﬂ)gﬁfﬂ% fgo}%heg?gd toa%g ik For -3l23/ d.
The reactgnyy )m %ﬁ&lrﬁlwahﬁﬁob&ddéo (ﬂ&ormg)en:’perathaeol artd. Eheﬁa)pamatteimned
bet ween et hyl acetate and water. g or anklﬁl 15 d(l‘l %d I(ﬂ?pdlv}érg

sul f d0e), (43 t 8Fdd, 20 §@n€8ﬁ5§ﬁ{:? t S W5 Ofééuc%%ll pressure to give a
brown oilg é%géileﬁkmpnnaxrabaﬁh @@iunnscmﬁ@natagﬂapbyakemllundeﬁ Saril
hexanes/ et hyI acetate) gave an ester (232 ng). 1 (30 13) S
6.91 (d, Jtmosphere 1¢f %wsir@ge(ld a 203 ppt fﬁf ML\JN& %6‘@ 531 04b096
20 CT/US @1@09720 19 06 {1 Bidkoscedtls, le&btim aid),

1.37 (moﬁ% Q%m f{h}\:XrgQ (%S m%ﬁ%o [I\l/l +O|—|] Ee £ % A mxture of

t he estercdmmntsrtae:pedz (mmgregugfdm@ryssgrgndtg 1aﬁfor methyl = 3-
et h %Ol/ (%%Pahér/pg/ he r)'/c%rﬁoﬁ !luﬁn y?é%lqﬁﬁ( gllme)lzo%é St(ﬁ@@d mg,

over ght . on was no conpl ete after . The reaction m xture
was heat egudmo: 4atGfeor, 4 whichoolwed t@arrreeﬁq téﬁﬁ@@ﬁ@ur@lthﬁ‘ﬂtth@#ther

partitioned befween et et at Pﬂﬂﬁd § quepusydayed, O@as
aci di fi edPoL Y h I@%O @Og)ro ‘oric ém gxt 't act'ed W th
chl or of or ) The. 9 gani c 21l ayer 9was(sdr i3eq , (Sioﬁllun(msuIESfHat,e)Z 04 | trer ) .and
concentrated under reduced %ﬁyre to give 1-butyl-5-nethyl-IH pyrrole-2-
car boxyl i t-3¢i Hﬂ(l% ¢300 MHz, CDC13) S 7.04 (d, J = 3 Hz,
1H, &/ 93 (d, J 3 Hz, lH) 424 (m 2H), 2.28 (s, 15 3H), 1.67 (m 2H),
1.43 2H), 0. 99 3 . -
(m S-lt':ie)ep 3: To( a stl_J?rred solution of piperidine from step 2 (204
mg, 0.59 mmol) in methylene chloride (1.6 mL) was added Boc
'anhydride (162 mg, 0.65 mmol) and triethylamine (0.122 mL,
0.88 mmol). The solution was stirred at room temperature for
25 2 d. The reaction mixture was filtered and concentrated under
_reduced pressure. Purification by flash column chromatography
afforded a Boc-protected piperidine (100 mg): ¥y NMR (300 MHz,
CcDCls) 87.93 (t, J = 3 Hz, 1H), 7.88 (t, J = 3 Hz, 1H), 7.42
(¢, J = 3 Hz, 1H), 4.16 (m, 2H), 3.93 (s, 3H), 3.46 (m, 2H),
30 3.13 (m, 2H), 2.78 (m, 3H), 2.03 (d, J = 10 Hz, 1H), 1.70 (m,

7H), 1.48 (m, 9H), 1.00 (m, 3H), 0.75 (m, 3H).

Step 4: To a stirred solution of piperidine from step 3 (100

ng, 0.22 mmol) in methanol (2 mL) was added potassium
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Step 4: To a stirred solution of (2R, 3S)-3-am no-4-(3, 5-
di fl uorophenyl)-1-[(3-ethyl benzyl )am no] butan-2-ol (248 ng, 0.608 mol),
acid (110 ng, 0.608 mol), HOBt (82 ny, 0.608 20 nmol), and

N- et hyl ”Q{/Q%J)Joﬁb% (99 my, 2.43 mmol) in nethyl ene Ch|%%?%EM%E%%W6WaS

added EDC ng, 1.09 mmol). The reactlon m xture was Stifr ?rnl ght

and then artltlone between et byl L The, op %'i‘ c

was washetydrgrifer ¢ % Ry d¥ocht o |E:L aC| ; salt urgjgne\(lj\@sgél umabl car onate and
25 sat ur atrd x%édjtli@rﬁlﬁ{l@dtlud% wiisi etifsed am swloﬁatt@ﬁpe&altueeedor andn-
concentrat ed under, redyced pressure.

f |
chr omat o&@ptﬁ?a(cstlll"PcQlwufeﬂﬁﬁypéﬁ‘élg%ﬁ% (%:ano 3?1 rg}izf\c/eceé‘-"tléhrg1 E% e
S e 0, 35, o s
- i f1 ugrobenz ro rro
yl net Byl )%ﬁnwd]]rpr%)pw %ﬂyﬁrﬁgpﬁyrlﬂ Rpcafl)é ’gtofaﬁg?& &%%%
03/ 040096 %Q_a/ 3607&(?{;;6 cb3bd by 289§a§l@p Laydram xidee (Efrled

tert- butyﬁ (1S 2R) - 3-am no- 1- (3, 5- difluorobenzyl) -2
_ hydr oxy ptragplesdrbarmtlEateio gl iersds sl )ConCﬁIiLtﬁa?rtreéi emsleds EAURSY de

(51 ng, Q.5 %fg)@m% 2Pe A t Lk etRybanione {59 .My Qadd2(10w! dumascseiyred in

chl orofor contai ni ng magnesium sulfate for 4 h. The reaction

m xture vgg.99 | ter etipnd7 concent raed under (g.ediitled $prisssime 2H)The - 47
resulting resi due was di ssolved in 2 pr o (10 sodi

bor offdr i & (28 ng3- 64698 My Wad ‘ad 63(1}%”6 % OELAE‘ gﬁl mgt ﬁ?e

stirred oyxlgrnllgmg a(rg;d bhaen breat ed, Vi), owtrhaagl 3uThe reaction mxture was
concentrated under reduced pressure. Purification by flash col um

chr omat ography (silica, 9:1 chloroforn methanol) gave tert-butyl

(1S, 2R) - 14 ? dipf)| %or%%d)ser&eﬁdﬁpxaf 3plHdFt @i Okrdmlbtep 4 (90
yl net hyl)am no| propyl carbamate (132 ng): 1H NVR (300 MHz, CD30OD) 6. 82

(m 4H) x@g,zlo(gl 1) 6.0 pafFhyigne 4chhoride Ay miz) ewafmadéﬂ)i 1@% (m
:{’% #@ga/l%ft%?lg%ném(o 142 88, (my . éA‘DnunoJl) Bludse ) P Pep 2: To
a Stl rre

he pyrrolé fromstep 1 (13 ng, 0.334 mol) in
di oxane (Buneil)), wasdaddg® hydt®chboer i 3dci ®melD. gglﬂfgwe@ Mpyvdi B5RNES) B34

mrol ). The seaction 5md>itfgh8r)s@ﬁen§1; f efﬂ ?veecr lehzwamﬁmwmi at ed

under redUced | pr essur e -an ani ne nmg, quantitative) as a brown
solid, 250whieé mas 0s2d wnbhd)ut She fr@ﬁphepnchféﬁa@ttélﬂ-’rf,?ét ifely 6 h at

ol 1L S RTeplled, SUEC LIRS ShyiE-ari omeber pl3s

ny, @6334m§ﬂiﬁw1)enel403ﬂll(o&5dﬁg (0533dLmolyastetl Mith water, saturated

| sodium bicarbonate, and saturated sodium chloride, dried
{magnesium sulfate), filtered, and concentrated under xeduced
pressure. Purification by flash column chromatography (95:5
-_chloﬁroform/-methanol) afforded a piperidine (100 mg) which was

25 carried forward without further characterization.

Step 6: A solution of piperidine from step 5 (100 mg, 0.15
mmol) and hydrochloric acid (0.4 mL of a 4.0 M solution in
dioxane, 1.5 mmol) was stirred for 30 min at room tempera’fure.

30 The reaction mixture was concentrated under reduced pressure
and washed with ether (50 mbL). The precipitate that formed
was collected by filtration to give the title compound (60
mg): mp 145-145 °C; ESI MS m/z 649 [M + H]'.
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met hyl nor pholine (203 ng, 2.00 nmol) in nethylene chloride (5 nL) was
added EDC (115 ng, 0.601 mmol). After 24 h, the reaction mxture was
partitioned between ethyl. acetate and water. The organic |ayer was washed
with 1 N Rydraghlgric -711 WO 03/040096 2 PCT/ USO 83607HIBEMBER A0BY 2006
acid, saturated sodium bicarbonate, and saturated sodi um "Ch{,0(| ¢#&,edried
(sodiumsulfate), filtered, and concentrated under reduced pressure to

gi ve a wWHFHRME i°§-2PGrification by flash colum chromatography (silica,
9:1:1 nmethyl ene 5 chl ori de/ net hanol / ammoni um hydr oxi de) gave the title

compound (27 ng): 63-74_C;, ES| z 541 +,H.  [EXAMPLE SP-296 10

N-{ (1S, 2Fé)—§b1lt(kd®l-d{}£ﬁu8%5éﬁé§r ??gff%%%zg’gﬂﬁz‘;?r)[émo] - 2-

hydr oxypr@tgw])ﬁe@mg,ilg%ggb@-_Q;Myd%w@ﬂnyiSi—s@m;hyhallanrbgerohgdz00hI ori de
Step 1. In a sealed tube, a solution of dinethyl 5- 15 bronoi sophthal ate
(5.0 @ I1axdanssiice N-benzyl pi perazine (4.0 ni, 23.0 mvol), and cesium
carbonate (8.4 g, 25.7 mmol) in toluene (36 nL) was degassed with nitrogen

at roomtenperature for 20 mnutes. Palladium(ll) acetate (225 ny, 0.92
mmol) and BINAP (1.7 g, 2.74 mmol) were qui ckly added under nitrogen 20

and the splytion Bealedsto,BsCoaraeabaniod Geotidild 2 yel ke @l Waem i th

a white suspension. e reactron mxture was cooled to roomtenperature,
vacuum f i $odied, matal t he. 39| od 54i-A8edm@ilt h f rEsh FeAGerd MHEYLY tY3t e was

then concentrated_ under._reduc r ess to 'l%lrgd%% | JaQWe0i o 37 4,
Pur i f]iocatf’tb’rf"f)@;f?zgoﬂ cajLshh cﬁ?%rrgc c?%r adéhe;/gh 3i Iall%éa, G086 Kexanes/ ot hyl?

acetate) 1gave thelfesiasedadtdarkt hy|THe (dedmniod phperare nwas yeptedphnthal at e

(4.40 g): ESI Ms mz 369 + + .Ste ;. To. a solution.of.th from
step 1 (1¥SEHpxofem 13 ?ﬁ[’v%/:%’ﬂrldlf}%of%di spefes oot g.%gﬁ%) was
added |i{hi ugnhy@r oxirde FeRELYEH ahex(ifd way Pe@Uued| Joant hhecookatti on
m xture stirred for 24 h at roomterrgerature. The reacéi on n‘ixgusrﬂtlaré/vas
concent r aF@d*0ffle FSMBEHR EUT Br e88Gr EORAGLTRAECS of AT o5 PHUESHar T FET GHed

bet wveen eiphy! ,acehat BgantdiahR - was 7b3r20t SERIEMVBERW2A6 ciM)1034040096
PCT/ US02/ 36072 19 JUL% 2006 The organic |ayer was ,sg} asi de a&d t$e
aqueous phadewater di TRl FIIHC N-3KFTT 0BT afasbede g tan §2EXFREEE eBPHIRe
times W Ehistiyl, acetale. (Hwatanbinadeihyl asehaba exttact acwevetedashed
with water, and saturated sodiumchloride, dried 5 (sodiumsulfate),

filtered, chagceshcent FatEarafder HeQUEBd  pHESOIAEY Spr ovitderhe d&’tre
monoaci d (343 ABlatdd! WRe£3%Qauced pressure to yield ethyl S5-methyl-

20 1H-pyrrole-2-carboxylate (1.26 g): *H NMR (300 MHz, CDCl3) 3§
8.82 (br s, 1H), 6.81 (s, 1H), 5.95 (s, 1H), 4.31 (q, J = 6
Hz, 2H), 2.31 (s, 3H), 1.34 (t, J = 6 Hz, 3H).

‘Step 2: A mixture of pyrrole from step 1 (240 mg, 1.71 mmol),
25 potéssiunl carbonate (306 mg, 2.21 mmol), and butyl ‘bromide

(328 mg, 2.39 mmol) in acetonitrile (10 mL) was heated to 40 °C

for 2 d. The reaction mixture was cooled to room temperature
and then partitioned between ethyl acetate and water. The
organic layer was dried (sodium sulfate), filtered, and

30 concentrated under reduced pressure to give a brown oil.
Purification by flash column chromatography (silica, 5.5:1

hexanes/ethyl acetate) gave an ester (232 mg): ly NMR (300 MHz,
cpcl;) & 6.91 (d, J = 3 Hz, 1H), 5.88 (d, J = 3 Hz, 1lH), 4.24
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MHz, CDC13) S 10.50-10.30 (br s, 1H), 8.19-8.12 (m 1H), 7.80- 7.60 (m
2H), 7.35-7.26 (m 5H), 3.91 (s, 3H), 3.73 (s, 2H), 3.36-3.33 (m 4H),
2.77-2.71 (m 4H); ESI Ms mz 355 [M+ H+ 10 Step 3: To a solution of

t he nonoagj red in step 2 (1.2 g, 3.38 nmol) in MR gWbor i de
(22.5 M)%mgggg‘ﬁﬁ’gd triethyl amne (940 L, 6.76 mol), N.Ekl- ’g&?jzgm ne

Bl

(554 L, 4.0 nmmol), and 2-chl qro-J - et hyl pyri di ni i,0di (89% (D 3. 38
nmrol ). Thetr ed@t oA - AP xti§re Wgs s]tiél“fegx’at gff’lz)bmg'??nﬁglr‘ a’%ﬁlr)é ov'egﬁi(g it. The
resi due was) i hedy did wledowiot hm #etihyl ene chloride, washed with saturated
sodi um bi carbonate, water, and saturated sodium chloride. The organic

| ayer was then dried (sodiumsulfate), filtered, and concentrated under 20
reduced pEESSU € A Gyl & el PR Eiept bon2by hbash. 1T atmsmn
chromat ography (silica, 80:20 hexanes/ethyl. acetate) ave ,téw &seSi red

ami de 5 1. &ndy) 3 : 1+ . MAFLEIB00Y hagrahgprespran 2 ofy. S?@S‘sm(lﬁé?dﬂi%l, & a2 (m
~1H), 7.35-7.26 (n Q5:7. 0 on3wlS 65t abhp18tSbafser 24,

3. 50- 3. 35" ° r?e‘gfgz‘ée%?c@tz‘s ?rr%e(?l?l)a%%?gow%.g% (m 20, 2.62-2.58 (m
4H), 1.70n1l. 4Bhe (reacton hiGBuRe9wabnhedthd o 800 CC7@ofnd BH)cooBr@prdt: To
a solution of the am de prepared. in step .3.(1.Q00 2.28 mmol ) _1i ol ute
et hanol (I9@0ntprRasahdded 288 ﬁa‘l’ielnacﬁatf?ﬁﬁs%%“ﬁg‘dr%ﬁw S 1%%%)5‘%%%5\{)%
reaction ghakgn.spderrha Rejueshishydyegeraat 260 aCrowar Rbghtl 3The thedctN on
was then cooled to roomtenperature, filtered through diatgQnmaceous icearth,

and tie fhydeecklielq izetd and heXFeaFred nahidt . CHRYF O ¥ + at BNl 920

concentra n r d r 8PNt a) 718 PO P TEMBERC-3RBEN t M ked -
03/ 0400965%#Ug§%/ 3?%%7%?91 gi]%ﬁ%{JZ%(l)G ree)di ss%)I ved in_dry gcet onitr i? e (15

nl). To thhdemaseddded pdiessere- ket yaiv chriporak & 1EE Yy 1H2PEE hBT3~ and

N, N- diisopropyl et hyl am ne (450 ul, l) nd e [ 1 Xfure
stirred aFaF:B%thecfrpﬁ{i% ufjef%\}%q)m gﬁ’tz.l\&%hgoyrbgac i én @%&t%ﬁa %s(%ﬁhe‘%
concentrated uypderiedussess piessare, 3 mdi Sisnl,ved 240 chl o210 orn28vashed
wth saturated sodium bicarbonate, wa d, satyr.at ed sodi um chl ori de.

“The ¥BrgadHe: | hyef (s 4Hen lddPed™ 58H§ 3:19 siﬁ?f %{?’e)#{r)f'i | tered, and

concentrated under reduced pressure to yield a colorless oil. 10
Purification by flash columm chromat ogr aphy iljca,, 6§6:33 .hexanes/ethyl
acetate) Ptepded: t HEo deki rdd 866 pFOLEELEY a‘g\fnezz}?@é _r:?g_)am?anig'N‘ﬁ/% 300

- Mz, CDC13) ¢84695H M- AH)-ethy48ehzg?) atiifo lllcant-20&17. 07248 1, 3.92
(s, 3H, § 60-%.851% ?rni?l)gll—!) 3.e46-y%. 44 (m_ 2H), 3.22-3.16

) m 6
1.70- 1. 480(AP813Mp1)15 acid- 6158 mey FH)60%. b 74HPRT s‘ﬁ%; “@H)R/ss%z 448
[M+ 5+ nSi8P SnaTR-Aes Bl 4hbePnof iROCt P35 ohgct edsanminagl pr epamedhi Desé ep

chloride (5 mL) was added EDC (210 mg, 1.09 mmol). The

reaction mixture was stirred overnight and then partitioned
between ethyl acetate and water. The organic layer was washed

with 1 N hydrochloric acid, saturated sodium bicarbonate, and -

25 saturated sodium chloride, dried (sodium sulfate), £filtered,
and . concentrated under reduced pressure. Purification by
flash column chromatography (silica, 9:1 methylene

chloride/methanol) gave the title compound (100 mg): mp 116-
121 °C; ESI MS m/z 498 [M + H]".

30
EXAMPLE SP-295

N-{ (1S,2R)-1-(3,5-difluorobenzyl) -2-hydroxy-3-[ (1H-pyrrol-2-
ylmethyl)aminolpropyl}-5-methyl-N, N-dipropyli sophthalamide
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4 (953 ng, 2.13 mmol ) in 2:1:1 di oxane/ net hanol /water (14.2 nl) was added
l'ithium hydroxi de nonohydrate (268 ng, 6.39 20 mmol ), and the reaction
m xture stirred at roomtenperature overnight. The reaction m xture was

concentrat\ggowp g, reduced pressure and then partiti pnﬁl}%&ﬁ{@@@@@hyl

acetate er. The aqueous phase was acidified wt gchl oric
acid and extracted three tines with ethyl 25 acetate. The conbl ne et hyl
acetate extracts were washed with water and saturated sodi um chl ori de,

dried (S#éﬁ“ syl f ape) mixf:{ﬂcéef gd, aeetcpnegDt r algd2rpderamenucked pressur e
to . provi

the desired 3-[4-(tert-butoxycarbonyl| perazj n-1-vyl ] -.5-
[ (di propydlﬁlmqny)be@&bf%n?l‘h}’ﬁéwlﬁo Cdi%’??@ %@Slm%zqﬂr}’fja 55{'1 130 [M +
H + Ste Uty id fise@m st 5 (6293879, @médP, mMuind and
HBTU (279%3}6%%9 2 %Qrggllﬁgﬁyeﬁyl erge chl onf%lode (4.6 nL), con_t ai nlé‘l N, N- di

i sopr Gpyl etigihvrmas 70 . ng, 4.-892mfol) -was 561 SEPFENBER
03/ 040096gfoCTTm9?0%’oﬁQQZ§lﬁ§d gbgeg%g sHasashki fFoed Athr oomHempeiadiyre for

20 m nute hi's 'was a sol ution of

(2R, 3S) - Inxbiunee w3, Slﬂtéiﬁlbrmqumqeqtrqqeg,i QW%WS%WSW%n 5 ol
300 , nd N, di thvil 770,11
(300 0. il 38 TP Anch e did SR P AR BerdeREOL: (1h 43 Ml |

rrethylen “five reac 1 on m xture was stlrred at room
t enper at ug&d Der rbcg:hihyd'fhaer eapsi ang m xa L5 waeoilhenwagonad@ed at ed Thrler
reduced pressure, diluted with

lL.ene _chlori. she d ted
sodi U bi E2RBorRI M HEEET , YaRdS éﬁf%ﬁiapgﬁrgoaﬁémg% | of | % %%eéééfg“té#g
| ayer wasgdhemdlr i edrid f&astiion sihdcate) wabi kcberedtrahed candent redwttdinder
reduced pressure to yield a yellow up rification b
chr omat ogPEPPSUYSi | i ca Pue3fFcehigRof g’g' n%]tan'%holﬁ 8 ﬁ@oﬁ%gggr%pq{égn de
(443 mo): (ES ;i MB nbzl?QQﬂIMO‘EoEﬂn‘YmelﬁaﬁbEp GavEo emoimiidydn 01St2R) -aiv de

preparedln step6(220rrg e; in 1, 4-digxane (2.0 nmL) was added
' hydrochl 0|(305 @@ihlqmnml)ﬂrvm%?% BB P land the reaction nixture

ﬂaélﬁhy PAR IR Fhacerbaraeh. (T2 neacti on mwkur esogasuhen
concen er re uced pressure. The resi due was 20 taken up in

met hyl enecnmmrl&iesa&m (tmncem)r,atéealag@ﬂ.n lmder 6. p2dumed PesANE. i s was

r epeat ed a oI|d e wht hey jpurificgly om vas fequiged. The
recover edggg)l'i r?g dgLr9 |gh v&duﬁsm (%ve(lrIIT phosphor us p(ent omﬁe at

50 C for 248gh(&p g&)v,e Nigp: =8 t(lstIeH¢orrpound (120 nmg) which was 25
characterized as its dihydrochloride salt: np 135-136 C; ESI Ms mz 650 [M
+ Hl +. EXAMPLE SP-297 30

N-{ (155 2Rytdp (3. 57di & werebeazgbluBibf 3£t by bepzyd)antnod -Pep 1 (132
mg, 0.334 mmol) in dioxane (3 mL) was added hydrochloric acid

(0.33 mL, 4 N dioxane, 1.34 mmol). The reaction mixture was

stirred overnight and then concentrated under reduced pressure

to give an amine (134 mg, quantitative) as a brown solid,

25 which .-.was used without any further characterization or

purification.

Step 3: To a stirred mixture of the amine from step 2 (134 ‘mg,
0 ..334 mmol), 3-[(dipropylamino)carbonyl]-5-methylbenzoic acid
30 (88 mg, 0.334 mmol), HOBt (45 mg, 0.334 mmol), and N-
methylmorpholine (203 mg, 2.00 mmol) in methylene chloride (5
mL) was added EDC (115 mg, 0.601 mmol). After 24 h, the
reaction mixture was partitioned between ethyl acetate and

water. The organic layer was washed with 1 N hydrochloric
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hydr oxypr opyl ) - 2- ( 3- oxo- 4- propyl cycl ohexyl )acetam de Step 1: A solution of

2- propyl phenol (26.83 g, 197 mmol), potassium carbonate (30.64 g, 221

mrol ), nethyl iodide (50.0 -715 WO 03/040096 20 PCT/ US02/ 36072006 19 JULY

2006 M., %m‘l’% and 18-crown-6 (500 ng, 1.9 mmol) |20F%?%§542ﬁ3§<7((0300 m.)
v 8 . .

was refl ux h. The reacti on m xture was cool ed rR90 y 2006
tenperature, the solid renove itr t|o a th e

concent r sttt undRft LP%Qf(f’cdgd sp?‘gié‘gr[vj «;}9 % Bl tglgﬁg rggf‘gflh %Eééawass’oalum
partiti ongghdetyeenapetlyl @ddichl anildateand fnsktsrrediheand ganhcenay@tedvas
washed with 2 N sodium hydroxide, water, ?lé% sat at ed 59 {c}grgri') e
dried (sodnder XRAYGRD)PTIINNES & HYE Con Frgt Gnd&rt uce preSsure
to afford)ihe desiigsh netéydomheiydareiner (23146, g) aslam 0| fnethy)lm«'ach
was used w thout further purification: 1H NWR %300 CDlC E 7.1 7 11
(m ZH) ehla@rad@zne(trharm)/al@omu(ﬂs hyggpxids) sgapm Gi§ tigleoCprgonyd= 7,
5 Hz, 95 (t {-e sol ute et hanol (200 nl)
foll ovved 6§7t%?)r aidro uranéh%gﬁ%ﬁ%) %Sﬁe%dgégd aﬁ@- 78 Cto a solution of
met hyl phenyl ether fromstep 1 (10.0 g, 66.58 nmol) suspended in
anhydrous__amonia (700 nL). Lithiumnmetal (2.3 g, 330 nmol). was added at
-78" C in EXRYPLHGTRT0MS over 0.5 h to yield a deep blue 20 sol ution. The
reaction was stirred at -78 C untll a white solution resulted. The cooling

bath was taken away, the flask Bosed to tpg at her e )and tﬂe anmmoni a
was rEhovBd! (h8etR ) 1 std ecmﬁltffluﬁirf’ 65eK:) Thel 515N SfYe | PEHRP hT Ag was
di ssol vedp, jRoR/ 5 S APl 0 nwat o1 - aNd- abhrigy et doh tplH13mdieh 10% 25

- hydr ochl or| c acid, and then extracted several times with diethyl ether.
The conbi hEdr@@We@er#ase was washed .with saturated sodiumchloride, dried
(sodiumsulfate), filtered, and car ef ully concentrated under reduced

pressure at 0 Cto provi de an oil. The oil was dissolved in 10%

hydrochl obtep30laci an(zao sepleAd tebPuxed f 6PL3tRONThELr edeRebRYhi xPure
en cool e e at.uregand extnactee sevebabelifBse \AiH

d| et h%/f? ePhFC %%@néed@te% é eggrgcts wc)are Was(,a er bvmbteh sat ur at ed

sodi um chinng i dB Odrnuedl(sodndmcsadm eyarbdndtter 6.4 agd ondermmedtledi®nder

el US02) 58695790 ST 4EbOBRE Set2eRst i or (50 1 Pk ] Gicor crure

chr omat oglfaphwo(smlriu}ms 89Pallhéx1ame§lfét hy?lcea@éEat(@)% aye 0.92 mmol)
7 propy| oLeLODSHEROTE 443 5] o) NUSZOR Ny LS gy 0,8k
1H), 40 88and the solution heated to 80 °C overnlght to yield a yellow
'solution with a white suspension. The reaction mixture was
cooled to room temperature, vacuum filtered, and the solid
rinsed with fresh toluene. The filtrate was then cqncent:réted
under reduced pressure to yield a yellow oil. 'Pura'_.__fication by
25 flash chromatography <(silica, 80:20 hexanes/ethyl = acetate)
ga\}e the desired dimethyl 5-(4-benzylpiperazin-1-
yl)isophthalate (4.40 g): ESI MS m/z 369 [M + H] .

Step 2: To a solution of the ester from step 1 (1.0 g, 2.70
30 mmol) in 2:1:1 dioxane/methanol/water (18 mL) was added
lithium hydroxide monohydrate (100 mg, 2.44 mmol) and ‘the
reaction mixture stirred for 24 h at room temperature. The
reaction mixture was concentrated under reduced pressure and

the solid residue partitioned between ethyl acetate and water.
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51.63 (m 2H, 1.50-1.25 (m 4H), 0.93 (t, J =7 Hz, 3H). Step 3: A

solution of sodiumnetal (30 ng, 1.30 mmol) in absolute ethanol (4.0 nlL)

was stirred at -10 C for 0.5 h. Diethyl malonate (3.5 nL, 23 mml) was

added at - Qefol lowed by addition of a solution onOSEPTEMBERZOOG

2- propyl c;y}(lq %xenone (3.0 g, 21.7 mmol ) in absol ute et CT/UJSOZG?{QOOQL) The
The

reaction xture was stirred an additia h 2t om a

reaction ﬂg]‘?(t UPEIAES act W T ed'dD Py 3 rgt%hd “10% dhy&?%chla ggﬁém an% t hen
ext r act edaseyef bdd t wirels ]I\/I]Ifhh}?.dif(d:l:l&"ﬁd]:}a]c eidw anfhextoapbiteddtbrher témésact s
were washed with ter, and saturate iu | ori di um

sul fat e), W1¥H| BEP¥Y, ‘—"é‘lﬁtlfi“’lE‘t:)nce‘r’if%1 8 ﬂlﬁa E}lﬁgcgaeg?ggsure %ﬁ%e Fa%a

yel | ow oi {yasiedi ficehi ORabyrf | G@MCoémrmemnMKmphxthlbmﬂeca d83ed7
hexanes/ et hyl acetate) gave 3- ox ropyl 20 cycl ohexyl)-mal oni ¢ acid
ot iy GSPs. (T ie i AL { SB0E M AT OB RSEAn | qndrr - yefyEedl)
4.20 (9, grasduFi, tg ov1§e39hésde9155)m030381&3(9@55h%) 2%@7@&35530@]

8H), 1.43-1.11 (m 0.90 (t, J =7 Hz, 1.5H), 0.90 (t, J = 7.0 Hz,
1.5H). 25MStepCACLA s‘i)llljl |5@n-1@f 30hdbi sst &) f,r@letépl% ((IB, B?H@; ‘7 80~

mml ) in ptas y i (16 , 2,1 d for
2 h. The '}eg‘%t %#{it'u?eq\?/a? ggol Eq t?‘r’g}{)r’oo‘?'mjge\1 era dre % Hé\f
wat er, angd. exuam edhwi4th ,net.lyl-ené130me hiBy } desI 'MEEn&Cmé@ﬁs []slhasH]Was
aC|d|f|edto pH 1-2 with 6 N hydrochloric acid and then ref |uxed for 2 h.
The r¥4ction mixture was cooled to roomtenperature and extracted several

times wthrapt Byl eBeackbonkden dhe taemhbRedc 06 ganépapdhdsin wasep Washed2 wi t h
wat er, and saturated sodiumchloride, dried .,-717 20 SEPTI%IVBER 2003 WO
03/ 0400969PCTH U2/ 5072 15 JRENRSORE (derdfPsuffat?) M) | Mafedaddre

concentra u esgu el _ o]
Purificat %g%eW%nirﬁéj E&?@ ngﬂchk%o?rgt %)ng%lg)hy%(g }iingg&p% ﬂ)AATle§<éa5r1‘les Let hyl
acetate moh 6 19l ac iaald aEethbm+mm@ammldx01Mprxrp@dde:ydl865ex1y¢) 5
acetic ac 1.42 300 1 S 2.71- m
1.11- 82 9LSI I\/gr ’(1 lﬁ\ﬂn Iq]CD%ué% Pep8° T8 érg érre s5PUE i on

of the aCtdmﬁ%éﬁanhsfeep o4;e6:214éhﬂg I'h23 peasiduandal, Neden s ajirlopeld ethyh am ne
(214 }iL, 1,23

o, 1. 35 R -ahe Pacr Ot | Bronrdr oh ErserrPEatre, Bl BB RR IR O
- sol ution waseaddetlda saeurtied @sbdamnne:h(l?.‘:R,lHS) 3-7m nganic layer was
bl ) andERER P PR0FGR B R CRPLe. EADBOPT, 2508 E7HHBY}= (¥ HERRgH one
chl orage Egd@c@@)piﬁﬁkﬁféfEéﬁyﬂélﬁ1dﬂy@lﬂdw 0il. ©Purification by flash

column chromatography (silica, 80:20 hexanes/ethyl acetate)

gave the desired amide (1.0 g): 'H NMR (300 MHz, CDC13)'5 7.59-

7.58 (m, 1H), 7.44-7.42 (m, 1H), 7.35-7.26 (m, 5H), 7.05-7.04

(m, 1H), 3.89 (s, 3H), 3.56 (s, 2H), 3.50-3.35 {(m, 2H), 3.28-

25 3.25 (m, 4H), 3.20-3.05 (m, 2H), 2.62-2.58 (m, 4H), 1.70-1.40
{m, 4H), 1.00-0.95 (m, 3H), 0.80-0.70 (m, 3H).

‘Step 4: To a solution of the amide prepared in step 3 (1.00 g,
2.28 mmol) in absolute ethanol (120 mL) was added
30 palladium(II) hydroxide (100 mg) and the reaction shaken under
55 psi of hydrogen at 60 °C overnight. The reaction was then
cooled to room temperature, filtered through diatomaceous
earth, and the filter cake rinsed with fresh ethanol. The

filtrate was concentrated under reduced pressure and
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was stirred under nitrogen for 18 h. The reaction m xture was then diluted
with additional nethylene chloride and washed w th saturated sodi um
bi carbonate, 0.5 N hydrochloric acid, and saturated sodium chloride. The

organic | Wﬁﬁs/?{!@ﬁ%t hen 20 dried (sodiumsulfate), fil teZWTP[Tjgm E§722006
concentrated under reduced pressure to yield an oily resi & ‘U 9530 i cation

by flash colum chromatography (silica, 7:93 t hangl / net.hyl ene | ori de)
gave the tediesebigbuld 380 %@O%rgg%i%; “gél' I\/B%Omrgz%’lglé”a[si\/l ;13 i 25
EXAVPLE SgiZQ«Qrt—b%t}?l dicarbonate (650 mg, 2.96 mmol) and N,N-

[

N-{(1S, 2R)-1- (3, 5- | uor ob_enzyi/l- 3-[ £3- et hyl benzill ) am 80] - 2- .

hydr oxypr 8pisdproplestntiaatisrex {4 hcBbanide 0 3ty gnd 'the reaction

(13- Oxo-cy, BEY; | §raGigbai @ldper08LRr ARSnighepar ethe Nr888t yoel d
from cycl%%}ggﬁ%%n)é;tgg%tgﬁe%rtmt ﬁ)g)d del@cérl} bed abovenfl(l%g1 t he syntﬁesi s of

2- (3- dxo- hiptepy| - wa?l8 PeISEPTENBERCPADEA WONGSKF0400—BIISST/ UBHSF39HT2 19
JULY 2006__cycl ohexyl ) - mal aq id di stefin IHSNMR- {309 MsBa1wcDC13)
S 4. 44- 4. f‘i&%lsmsggﬁ(%l 2.153- %ﬂ%%r %H&'GFD%Q%I{I%&;; 2\6?'(%][-1 0(8- cycl ohexyl )-%aceti C
acid was ptepsbetate, 7084tdy yi elmfl f rrevhuz-at8dox sodjenoheRyPyiday oni cTRRI d

di ethyl ester b t he_nmet hod .descri.be o) o] nt L - OX0- 4-
prop'y%/-cyBF%ﬁ%k | Y288t ¥ Sa%hc?:n 1‘?—“@\% ?%%%ﬁw{—lzéu% ) S 2. %régl g%m?m
7H), 1.80cdnédnfratdd) undeb2rddd@ed nprddfureESio MBledd a 1681¢Messfoil, 10
Step 3: N-{(1S,2R)-1-(3, 5-difl uorohenzyl) - 3- - Cq .
et hy|Jo%nz§Pyaﬁ+%%%021 hyR¥r 02915? pyFGLuse 39h6§2{9%§8%%%%| ) SEEE SR ded Gnd’
prepared hax23% yéehd 408 {)Oxpre el aliexydasiaeet Bocapirdtéytédeamitdod
described for the 15 synthesis of N{(1S, 2R)-1- (73, 5-di fl uorobenz I%-S- [ (3-
et hyl benzyp5aninab] -2 AR dRPPr ¥Egl } CRCLY- dXo-- pr5§p¢%yéﬁbhe%y11§/a etani de
EXAMPLE SP-297. 39. 55149. 8 .C5,) ; n 73 4 +. (m 20 MPLE
(SP-299 3. an%—’z— ?}PI-O%J?y Bhgﬁ‘w )1-%{2’{€E§,22’\R§'1-%%ﬁ'5-%i[%uﬁo{ﬁuolbe(nr%'yl%w
3-[ (3- et hgl. benzydd anirmo] 283 hy d¥ B¢3r.apy| Jma- Gobut Anadi-Het8 25mGt ep3H) .

4-butb? - adet8pflettnbn 10 M 918 Fors ™ h “eekard (4% M M vater
(13.0 nmL) containing sodium hydroxide (1.39 g, 34.75 mmol). The reaction
185 (T2, O LTSI AR (e 083 ThE EPBSLIGE TUMLES S
4 (953 mg, 2.13 mmol) in 2:1:1 dioxane/methanol/water (14.2
mL) was added lithium hydroxide monohydrate (268 mg, 6.39 .
20 mmol), and the reaction mixture stirred at room temperature
overnight. The reaction mixture was concentrated wunder
reduced pressure and then partitioned between ethyl‘ acetate
- .and water. The aqueous phase was acidified with 1 N
hydrochloric .acid and extracted three times wi-th ethyl
25 acetate. The combinéd ethyl acetaEé extracts were washed with
water and saturated sodium chloride, dried (sodium sulfate),
-filtéred, and concentrated under reduced pressure to ..provi-de
the desired 3-[4- (tert-butoxycarbonyl) piperazih—l—yl] -5-
'[.(dipropyla.mino)carbonyl]benzoic acid (770 mg): ESI MS m/z 434
30. [M + HI'.

Step 6: A solution of the acid from step 5 (320 mg, 0.738
mmol) and HBTU (279 mg, 0.738 mmol) in methylene chloride (4.6

ml.) containing N,N-diisopropylethylamine (770 uL, 4.42 mmol)
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sodium chloride, dried (sodiumsulfate), filtered, and concentrated to
yield a light yellow syrup. Volatile inpurities were renoved under high
vacuum at 120 Cto yield the desired enone (6.3 g): ESI I\/B mz 265 [M +
H+. -719 0096 2 PCT/ US02/ 36072006 19 JULY 2008 RA080l ution
of . the. enc‘)’ynge)sg‘f‘/e%gredln step 1 (2.0 g, 7.56 mmol) in ah %EE-F’O thyI
ether (11 nmL) was added at -78 Cto a sqolutign aof lLithiu

16. 6 mmovgs| ﬁtarye@ REq@PaTaMeBRPEA YIS NPT ?ﬁen}lélé%ﬁf%n %5 %}%Jﬁ dS at -

C for 0,8304and {&1@&%& i bhi ysRWeS) quenghes wi (3 seuenabrdphpsyl pil-
pi peryl ene to yie | ow sol ution. Lithium bronpacet ai %2 75 g, 18.9
nmol ) wasﬁ(aad@wmem)@mnodhuéﬁa 2tk (208tTSn 8t7+5 emat) - 983 FiBr 0.5 h

then at -33 C for .The ct.ion h nd the
open regt‘:%?%r?ﬁ@éﬁeeq ggﬁog%t%mn%%r%ﬁﬁe%%%@r g&%&ecﬁnﬁ%é

partid i onedsbetwgpen et hytle acﬁaaitaoand miatterreandvashe gpirasesl separaced. The

organi ¢ phase was washed w th water saturatg sodllu chI ori dse gﬁé d
(sodi um SEFPEFRYUTS | | PEPERLENY 15 cdiCenthStBd ¥o i ’T 2 yelTow Syrup.

Purifi Cabbﬁeeﬁyrei&@éhun@@lrur%mémbeeé@@ha (:alllutad #i12b: hehbyaens/ et hyl
acetate/acetic acid) gave 3-benzyl - (4 butyI phenaﬁ%) oxobu anoi o gm d
(60 ny): cBSpride m vashed [ Wi th Hjatursres béé% PBRLGr Water,

3- benzyl y | uta 2fdrd 6y x@as185h@ﬂimli): aad HBTU
(70 ngy Béiégapgé Blﬁﬁﬂbﬂ )Chﬂﬁg)é(ﬁg chlrrlgirelcdoe (1.2 I\/L)ygé:ont aining N, N% di

i sopI(mpyI(ebﬁytuam sl {00 (L, f0168radvl )ankhs conrepegahed r gotieR eﬁﬁ@}lﬁ?‘ar e for

20 mnutes. To Lhis de |t | 25 3 -A€:icat by flash
(2R, 3S) - BIERFRGS %W%ﬁ‘éﬁgl u%r? qn;blt ggrfl%S eth Ibécr:liyll()agm r¥o)] bu?zn 2- ol

(75 no, Qolﬂﬁnm‘dbﬂr))mallIdgNahhydI(BsépCepy|9ét ﬁyl%%@fﬂ@ém@th@n% nfBV§ in
met hyl ene_ chl.ori de 1. R t},@n X e S i rred at room
g}ﬁ?ah%m %#f4243 ngﬁ SRGL MBNLIL XY 416 EaS 5

t enper at GhE 89 e' teacti’'on m xture” was™ t hen 30 concentrated under
reduced pressure, diluted with nethylene chloride, washed with saturated

di bi bonat t d t t ed. sod wrnd
Ul hbe) SERPI U6 0. 2 BRECEONGoRLr HHE Tl T LIRS By CESB € 10°0) SFd o

col orl esg . 28%I URnoBUr Khi cAf4-@11 dXankl ash. @olmim ey omiﬁegr apzhi,ropsﬂbma,
- 720 WO 03/ 040096 2 PCT/ US02/ 36072006 19 JUL(\%@O%&QQ
chl or of oagidet! ﬁéﬁol#)"-' gdvdl tHe¥IS e 3cd TERCk LBy BOHEPFE

m xt ure) 23Ca t ESb oMbt BhBe PédutdM fodl 2t h. EXMPLFe2130 i xture
N-{(1S, Z%agp#§ ?;L gl FI uor8benzy y - 2- hydroxy-3-[ (1H i ndal - 6-
was then concentrated under reduced pressure. The residue was

20 taken up in methylene chloride and concentrated again u_nder
reduced pressure. This was repeated until a solid remained.
No further purification was required. The recovered solid was
dried under high vacuum over phosphorus pentoxide at 50 °C for
48 h to give the title compound (120 mg) which was

25 characterized as its dihydrochloride salt: mp 135-136 °C; ESI
MS m/z 650 [M + H]".

EXAMPLE SP-297

30 N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-ethylbenzyl) amino]-2-
hydroxypropyl}-2- (3-oxo-4-propylcyclohexyl) acetamide

Step 1: A solution of 2-propylphenol (26.83 g, 197 mmol),
potassium carbonate (30.64 g, 221 mmol), methyl iodide (50.0
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yl met hyl ) am no] propyl}-5-nmethyl-N3, N3-di propylisophthal am de OH 1.
DI BAL, toluene, 24% BocHN . NH2 /O/ H 2. M02, DCM 100%HNF 00 1
ACOHF 2 3 OH 1. NaBH4, 2-PrOH, 17% HZN\ H HBTU, HCBt DI PEA 2. HO,

di oxane, 109 5, DCM 20%/ HC1 F 4 HOHH/ | ER200F 10 6
Step 1: To(g?/';g‘l’j& stirred solution of nethyl 1H—|ndol e(ﬁé @gappﬁ)gate

(500 ng, 2.85 nmmol) yl ene chl g 11.5 ad
dii sobut‘ﬂal éﬁpnﬁlﬂWdrl‘Hé{] 155 6r1 8&& %‘géol ut’i on I'n n%?h?lcgﬁgne
chl ori de)szgdhar/eagdd oretilnkeae f\éﬁs 48t hrr edTher r2dvtdon. 8L UZRMdWES ol

warnmed to room tenperature for 10 h. The r t Xt h
W Th echahol, LaasiRed i TIPROEHER o STl (Sat GPATEn Bhudsis o o3E v

03/040096,4 ng UgD2{ [ 36072006 entBadbh Y w226 ppéa@ssedimpgedsunet art E‘hée)
dried (rragneS| um sul fate), and concentrat ed under redgyi %) ?lure

Puri f3 careeulbyneﬁl ashidusl wRE CPRTHETIGISh NG LT T cBSC oride

acet at e/ hexan aff d
88.21 (bf g4 ‘“?a %g%e gi‘aaﬁ‘i@Oﬁ%&e&l%m)ﬂasiaadetﬂaoa I\IHZ,SOEDGHB)

7.10-7. 1Bydm>xi&&, ' Gaber . m(th%tem S’Pfil(lﬂn (Plorél%’z dréo " 22@%%‘ i
1H. st eg}é;% aeﬁf:#g]?g% %rga'%h@én&l luddem SR el bi»@@strge £30 0. 68

nmmol ) in h Ori was added magnesi um oxide (590 ng, 6.8
mol ) andfEbedr emet i desiried unetivds shénykdether 12R8.4Fh@)r ettt #Bn Ofilxt ure

br esbr evPSChp Y GE L THISLE: & 64 %”%U%’%l%%‘gégﬂ“aaiﬁ%“QS?PSr@%ﬁwﬂ
ich wa
15 carri egcligy war d \Mst—homtl f(uv,t I2er) ,pua i F0-catsi2on( rn)r 2Khar 3c8Eri(2at B, 1H )

7,74 (4, 2058 g SFhyy L-A04E% 7o (R 14977 20 (10-38 =18 110y %% 65
(s, 1H). 32Q Step 3: To a stirred solution of 1H-|ndole 6- car bal dehyde (99
my, 0.68 mml) and tert-butyl (1S, 2R)-3-anino-I-(3,5-
15 Step 2: Absolute ethanol (200 mL) followed by tetrahydrofuran
(50 mL.) was added at —-78 °C to a solution of methyl phenyl
'ether from step 1 (10.0 g, 66.58 mmol) suspended in anhydrous
ammonia (700 mL). Lithium metal (2.3 g, 330 mmol) was added
at -78 °C in small portions over 0.5 h to yield a deep blue
20 solution. The reaction was stirred at -78 °C until a white
solution resulted. The cooling bath was taken away, _the flask
exposed to the atmosphere, and the ammonia was removed under a
stream of nitrogen. The solid residue remaining was dissolved
in a minimum amount of water and acidified to pH 3 with 10%
25 hydrochloric acid, and then extracted several times with
diethyl ether. The combined ether phase was washed .with
saturated sodlum chloride, dried (sodium sulfate), filtered,
and carefully concentrated under reduced pressure at 0 °C to
provide an oil. The oil was dissolved in 10% hydrochloric
30 acid (200 mL) and refluxed for 3 h. The reaction mixture was
then cooled to room temperature and extracted several times
with diethyl ether. The combined ether extracts were washed
with saturated sodium chloride, dried (sodium sulfate),

filtered, and concentrated under reduced pressure to yield an
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di fl uorobenzyl) - 2- hydr oxypropyl carbanmate acetate 3 (256 ng, 0.68 mmol) in
2-propanol (3 nmL) was added sodi um borohydride (30 ng, 0.82 nmol). The
reaction mxture was stirred for 12 25 h., quenched with rret hanol and

concentraty%i HB‘H reduced pressure. Pur| fication by f2
Iq ? gl8IU (50

chr omat ograp Silica, 1:1 ethyl acetate/ hexanes) pr ov

1H NMR (300 MHz, CDCL3). 88. b
7 é8 (s, OB, (7 Pﬂrl(ﬁlcafwns Ry %(hr : Chfoma§ggfa§8y

?dnJ —7?;89( H;gl %%Xa&gjét@}y@ a(d’éta%dézl .. @%xﬁﬁllﬁfprd;bj)l_]écyc&og&x(elmo;@ @4)43) 4. 66
2.62-2. 7%)(:m H3MNIR 1388 Mz, Eﬁ?la) 75226\/%’5@%/%‘3406%? ’]z‘g’bc]ﬁ 575(9)2/51(9?66%2066
19 JULY 2006 1§ el 4iz,Tomg , st2| roed . sel Y, 0BT 20210#23 G4 omstiEp 3 Y. BBy,
0.11 mol) was added hydrochl oric acid (0.27 4 0OM %O|%J}&I0n in

t

di oxahe) .1 Bie (mea@H)onlaPRtir &5 was: stH r'ré)d9f3or B Jh= Gif With ethyl
et her, and concentrated under reduced 5 pressure to provide

(2R, 38) 3-am no-4- (3, 5-di fl uorophenyl ) - 1- 0 Lhed

g g éH[ :VI ng(ﬂteﬁ} yBrr;ate;Ahy|rs)>éucﬁ:mg:]1buvcfansg:ualgnh;;rt@rt@ééh):i b}éf? ([j?;‘ﬂ e kr@m ESI anE rrllz
u Inpr 0 qar on

- 10 5- n%t{tl%%%t %fharé%l d?€‘5§ E“%'S i é‘ﬁ& t| n r?gtﬁs?/eﬁg] lr)chl oride {3

m_) was aﬁli@cdqﬁBTkﬂaCLMaﬂg 03157 rml)23HOBmo(L23 WEFﬁg agided nabl ) T1&ndC

NN—dIISO ef hyl am m., 0.4 f

(2R P%f%@ % (%elftl 88r O%%eﬁylioﬁu%lon J)% 2 BEBB%gypi’ohexenone

[ (1:—|;| n'?‘ﬁb 60 V4 {m;lhyj )Iﬁtgnmo]nbutaaisozt uﬁtledb?:ﬂanoﬂll OB ngmlm §7OT116 Jn%ctOLOlﬂliL
mol ) . e reaction mxture was s re ilu ene
chl ori de, MHEEHR W% h SkafErd & Lﬁ"%ﬁ‘ijetcfo g’dl%ﬁl’n EI & bonat e, w&é %EIM
(magnesi uppsul fahediohi | hekegre andas coneeai faé@d twadepHr edsucestpr eslfr e.
Purification by flash columm chromat ograp(r];}éf:g88 ica, 89

chl or of orwmmy%m%m%rﬁe@e) S tﬁ%v?f‘?}e tJC %pou Mkt 6)

(BB eél%(% 137nG; . ESHM d8i 1528 -diMet Hixtradt¥AVRE SR:ERH with
. C(1S, 2 3, 5-di fi uorobenzyl)-3-[(3-ethyl benzyl)ani np

2-
hydroxyprwp’ydel} 1aBd benrvERrbRG| 8051 eAr BBXAR ¥R CIFLEs KFO ‘F\P“l‘m ’ﬁféﬁte)'l’o a
sol uti on g%lgép&rloné{ﬁ&c c@ﬁbgnégaég@gunaegl r@ﬁfﬁlc)ed Ebest0r86ty, vidid ml ),

HOBT (0.6 in anhydrous DMF_(10 nlL) was ad ed a sol ution of
TEA (1. 67yﬁLlow_2 YL ol )Purlflcatlon by £flash column romatography
(silica, 83:17 hexanes/ethyl acetate) gave 2—(3—ox_o—4_—pro_pyl—
' 20- cyclohexyl)-malonic acid diethyl ester (5.07g): 'H NMR (300
MHz, CDCls) & 4.21 (g, J = 7 Hz, 2H), 4.20 (g, J = 7 Hz, 2H),
3.30 (s, 0.5H), 3.28 (s, 0.5H), 2.67-1.55 (m, 8H), 1.'_4:3.—1.11
(m, 10H), 0.90 (t, J = 7 Hz, 1.5H), 0.90 (¢, J = 7.0 Hz,
1.5H).
25
étep 4: A solution of the diester from step 2 (2.37 g, 7.94
mmol) in 1 N potassium hydroxide (16.27 mL, 16.27 mmol) was
refluxed for 2 h. The reaction mixture was cooied to room
temperature, diluted with water, and extracted with methylene
30 chloride. The aqueous phase was acidified to pH 1-2 with 6 N
hydrochloric acid and then refluxed for 2 h. The reaction
mixture was cooled to room temperature and extracted several
times with methylene chloride. The combined organic phase was

washed with water, and saturated sodium chloride, dried
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30 3- Am no-4-(3,5-di fluoro-phenyl)-1-(3-ethyl-benzyl am no)-butan- -723 WO
03/ 040096 2 PCT/ USO 636072006 19 JULY 2006 2-ol (1. 693g, 3.01 mmol), and
anhydrous DMF (5 nmlL). Reaction mxture was stirred under nitrogen

over ni ght. d reaction mxture with 10% sodi um b#Q 2Q08q. )
then ext r‘ggtﬂg@d%\?\nﬁt h ethyl acetate. Washed organic | ayer%?\nﬁ'rt f 6%750(;5@1,

foll owed by a wash with 10% sodi um bi car honat e e DI or ayer
over magntXdimsusratate! | terefTend” on%%hcfer(ngiqfé"?&eldn 33@%]6, Vi el%dng t he
product . fESH,A83c2)yvi EAVELE: §R392116wt efill- butBdrification by flash

(1S, 2R) - 1-[ 3- (benzyl oxy) - 5-f | uor obenzyl | - 3- -

et hyl benzgddusm nSEMRFESRYBY op{F £t Fama 665[(3% HPPXEpedy iyt acetate

[2-(3- Berkﬁ&’éﬁxy% 551 A&0r0-phanyd )adiaxigaany| (3etdRd-k-pibpoar bpdicheaotld -
tert-butyl ester (3.33 g, 8.59 rgmll\%%and m et hyl benz Igm¥n (2.3% . 17.19
mol ) Sweracelissoraietl. |- 43 dpropy MR SR8 MEBo APFlahd® b oﬁg?&-lt f | ux
for 2h. ti m re wagyt he epts ated [N —v@guo to renove
isopropyﬁfﬁgﬁ 'cgg'ojll. dli()l%?ngeéHgél %%vql%i:qu}id in e[t hyl ﬁgcet ate (30 m), 20
then washed with i N HC1 (3x100 m ). Aqueous |ayers were conbined then

extracted_ with_ethyl acetate. (2x1 gapi r re yasheg with
10% sodi uRt®? car bﬁ%a‘l‘ & (4 S sféfggo% %)f F’(%I %\?\%g Eg&g %?%%e@wash. ‘gani ¢

| ayer wasiz3 eflmoDyeandodi Nrasitdmtany i ¢tlarledminehel? dorndent¥ &% duwdl vacuo,
25 yielding the product . (4.31 9) ESt:, 523.9 _ SP+3Q3

5.1 ( (4%, 213 - Refh! %?H?fFBgPSBéﬁzW)@s- ), 3k “ha VBRSO3  ng, 1,35

et hyl phenyhdcyclagpr opmd | 2ah80}or- hysteaxypreapiyickdn i - 8- 530 .oxoffent @i ¢
acid 724 20 SEPTEVBER 2000 YO 03] 040096, PCTL USQZ1 380721967 Y, 2005 M

3'A”ino'44£$355daiflﬁHﬁbﬂﬂéﬂyﬂh)il{k3=é8hyfbenzyl)amino]butan—zéol (500
et hyl - phenyl) - cycl oprogﬁl am no] - butan-2-ol (0.50.0g, 1. \?\F{Z 8 1) %n[l
chl or of or mg¢ 7 P35 wasohddendr '{‘TOf?BBs?ﬁjfoWl yﬂ'ﬁg'llfle B st rihgtUnder
nltrog n %ﬁéégoiﬂl ethO1LALSBObHI4ON (Wae mBAdeddgtHbakkacandy dhideure
(0.158g, 1. nmo and reaction was stirred overnight at 50C. The
reaction wast steéryag under nitrogen for 18 h. The reaction mixture was
then diluted with additional methylene chloride and washed
with saturated sodium bicarbonate, 0.5 N hydrochloric acid,
and saturated sodium chloride. The organic layer was then
20 dried (sodium sulfate), filtered, and concentrated under
reduced pressure to yield an oily residue. Purification by
flash column chromatography (silica, 7:93 methanol/methylene
chloride) gave the title compound (360 mg): mp 52-54 °c; ESI MS

m/z 515 [M + H].

25
EXAMPLE SP-298
' N—{(lS,2R)—1—(3,5—difluorobenzyl)-3—[(3—ethylbenzyl)amino]—2—
hydroxypropyl}—z—(3—oxocyclohexyl)acetamide
30

Step 1 (3-Oxo-cyclohexyl)-malonic acid diethyl ester was
prepared in 88% yield f£from cyclohexenone by the method
described above for the synthesis of 2-(3-oxo-4-propyl-
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10 concentrated in vacuo, yielding the product. (ES+: 475.2) EXAMPLE SP-304
4- . [((1S,2R)-1-(3,5-di fluorobenzyl)-3-{[1-(3-

et hyl phenyl ) cycl opr opyl ] am no} - 2- hydr oxypr opyl ) am no] - 4- 15 oxobut anoi c
acid OH , To a sol ution of 20 SEPTEMBER 2006

3- Ami-no- 4%5%043?% uor o- . phenyl ) - 1-[ 1- ( 3- PCT/US02136072

_ 19 JULY 2Q06.

et hyl - phenyl ) - cycl opr opyl am no] - but an-2-ol (0. 500g, 3 2? ? n
chl or of oriIPheryY lhaBaaaaad ﬁg&d( O.dégt%ﬁ'],c') F£EE 'mmlgl{vm% s ?Wior%{édnder
ni.t rogen Jdpor goénjlnu_'l'@_ijﬂ &n,SQryti ongwas.2added seci ni ¢ anhydri de

1
(0.138q, 1. 38 mol ) and reaction was stirred overnight at 50C. The next
norning reaction mxture was concentrated in vacuo, yielding the product.

(ES+: 46 5 1726x30 Q96.cRCE/ USO24 / 3407 200@phRed UL 2008
EXAMPLE ]5%%)?05%]: 05%1' gxﬁc?%%%%b%ad vviet h N1-[(3S)-1- a%g%ipcygl o[ 2. 2. ZA oct - 3-

yl ] - N5- ((MiS;12R) £xdon( 32 54 ¥ d¥xaronosbeisyiv)) supfeugg. acid diethyl ester Dby

et hyl phenyl ) cycl op ] - r OXHpPr | ) pentianedi agirde(3 Soidd) H OH
H ON,, r%i\(% %@ﬁﬁg% Fgéw%% éblsg%?utl on g?}éR_ am noqugi nuc 1(3i’ di ne

(0. 084y, MR l-mynilphekFA) (0c@Biic ndci®@: I'H AMB! )(304n¥HanhFBFYs D=3 5 )

was 10 added 5- , 2R) - - (3,.5-di fl obengyl ) - - . z
et hyl phenjy1 yg‘i;’(()&}gpya‘asgg—gld)sizﬂﬁlyd#g;yp?b%%l %3%12 E\E)rff'- (S?H)oko%selntbgsnol?/c aci d

(0.200g, %2 ]y, EDC (0.121g, 0.632 nmmol), HOBT (0.085g, 0.632 mmol)
under nitrogen, with stirring at 45C overnight. Reaction m xture was
quenétffed with 10% 15 sodi um bi carbonate (ag.) then extracted with ethyl
acetate g&hgn concentgated in vRcpolsylie)l-ding,mdddttiof6bad2y) ) - Pr (- HPLC
yi el ded the product as its formate salt. (ES+:, 583.3) EXAMPLE SP-306 20
formi c aceehdrRRwd aﬁlﬂ‘?]NifFié’@R?’-‘@%%%ﬂi}c"?ﬂ( T2.2.2]oct - 3-

yI'T-N5- (43, AR T3 19 i iorabaazybregated 1in (33% yield from (3-Oxo-
et hyl phenyl ) cycl opr opyl ] am no} - 2- h%droxi_/lpropyl leent anedi améie (1: 112 HOHH
ON, N e oexyl) ~acetic  acid vy the method describe for he

15 synthesis of N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-hydroxypropyl}-2-(3-oxo-4-
propylcyclohexyl)acetamide (EXAMPLE SP-297.)
mp 139.5-149.8 °C;); ESI MS m/z 473 [M + H1'.

20 EXAMPLE SP-299

3—benzyl—4—(4—butylphenyl)—N—{(1S,2R)—l—(3,5—difluorobenzyl)—
3-[ (3-ethylbenzyl)amino] -2-hydroxypropyl}-4-oxobutanamide

25 Step 1: Benzaldehyde (2.81 mL, 27.15 mL) was added at 0 °C :to
a solution of 4-butyl-acetophenone (5.26 mL, 27.15 mmol) in
methanol (7.8 mL) and water (13.0 mh) containing sodium
hydroxide (1.39 g, 34.75 mmol). The reaction was warmed to
room temperature and stirred 48 h. The reaction mixture was

30 diluted with ethyl acetate and washed with water, saturated
sodium chloride, dried (sodium sulfate), filtered, and
concentrated to yield a 1light yellow syrup. Volatile
impurities were removed under high wvacuum at 120 °C to yield

the desired enone (6.3 g): ESI MS m/z 265 [M + H]".
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(5T NI i F 25 -726 20 WD 03/ 040096 PCT/ US02/ 36072006 19 JULY 2006 To a
sol ution of S-am noquinuclidine (0.084g, 0.421 mmol) TEA (0.294 m, 2.11
WWFL% and anhydrous DMF (2.5 ml) was added

5 1S, 2 g di fl uorobenzyl)-3-{[1-(3- 20, SEPTEMBER 2006
ethylphenﬁ%?cy‘ﬁopropyl]anlno) 2- hydr oxypr opyl ) am no] -5 §CT“BO/B£ ic acid
(0.200g, 0.421 nmol), EDC (0.121g, 0.632 mmol), HOBT (0.085g, nol )
under nitrogen, with stirring at 45C overnight. Reaction mXxture was
quenched @¢dh 20%a soslivkndi car beRat eroag )prdipireekt frmctedpwilt i 2tthyg,

acetate then concentrated in vacuo, .yi.eldin rod 0. 06

HPLC yi el e t7eo br ol ANty qus (R SxPeY ?E% ’%%8%""%) g%‘ﬁxpiées?ﬁ 307
formic achd cgMEowRd Witbi N [163Skukr arahilcy@o] 2e. 2O dnoy)l |in Nery (1S,
2R) -1- (3, 5-difluorobenzyl) -3- f [1- (3 15

et hyl ghen¥ideid| apropia] 4ilnd) 2- hy’alﬁ%xysﬁebw)lswééu F&irded 6F ' W oH H
HN N& ZOQqEAO §’o%%rﬂa e%?(':égé OPJ. 1.151 %Qoﬁ&’éMd deI‘@h(QeG&@&l 8cdpd

nmol ) , dr ous .5 m) was, added
4-1( (1S, 2&% - 1-p(3®e5ryd|eh|euor'@benyyej.d3 g 1- ygl ow solutlon Lithium

. et hyl phen cyc r.opy r I o] X i cid
(0. 200g, %.r%l%%a?ﬁr%‘t)e? ED@%oglzg%,hy gﬁﬂgﬁp- ool %‘?&&] bl LT %*’%%%“8 51
nnDI) undﬁhﬁnréa@gﬁ@m 9t 1 hr &5 st|+78n@:afoﬂSQLbV@rhh@mtatFk%&t?©nf®¢x¥ure
uenched with 10% sodi um bi arbonate a e hyl
acet & Phen EBoncEREFALRT WTSvd |ﬁ% %%%gug?F?% %%g qjﬂ% gﬁgﬁk%LC
5006 VD 057 640006 BCT) US03! 36075 e TR
02/ 36072 .19 JULY 2006 . EXAMPLE _SE- 3Q8 fo nlc acid
compound RRFRLRNIONEE SRPEYEEPAF VY 0985255 0 &3 watet Cald he Ses
g![]h :\Mh((aglél %E%F%dl(’g @??Iéfg&ﬁﬂg%hﬂa/déé -whae [vﬂa-sl(kiéd with water, saturated
am
H yiP godlzm e:hl@gclde, no rledy r(g)c(: pl’ oPy Qus.l.% %Ier)]?m dglltel(e]a 1) O H oA
15 concentrated to yield a yellow syrup. Purification by flash
column chromatography (silica, 74:25:1 hexanes/ethyl
acetate/acetic acid). gave 3-benzyl-4- (4-butylphenyl) -4-

oxobutanoic acid (60 mg): ESI MS m/z 325 [M + HI'.

20 Step 3: A solution of 3—benzyl—4—(4—butylphenyl)—_4—oxobutanoic
acid (60 mg, 0.185 mmol) and HBTU (70 mg, O.|185 mmol) in
methylene chloride (1.2 mL) containing N, N-
diisopropylethylamine (100 uL, 0.55 mmol) was stirred at room
temperature for 20 minutes. To this was added a solution of

25 amine (2R, 38) -3-amino-4-(3,5-difluorophenyl)-1-{ (3-
ethylbenzyl)aminolbutan-2-ol (75 mg, 0.185 mmol) and N,N-
diisopropylethylamine (100 pL, 0.55 mmol) in methylene chloride
(1.2 mL). The reaction mixture was stirred at room
temperature overnight. The reaction mixture was then

30 concentrated under reduced pressure, diluted with methylene
chloride, washed with saturated sodium bicarbonate, water and
saturated sodium chloride, dried (sodium sulfate), filtered,
and concentrated under reduced pressure to yield a colorless

syrup. Purification by flash column chromatography (silica,

~-720-



HN)'-~ N,,, N 6 OF NF To a solution of S-am noquinuclidine (0.086g,
0.434 mol) 10 TEA (0.302 m, 2.17 mmol ), and anhydrous DVMF (2.5 m) was
added 4-[((IS,2R)-1-(3, 5-difluorobenzyl)-3-{[1-(3-
et hyl phen ropyl ] am no) - 2- hydr oxypr opyl ) am no] - 42 06 acid
(0. 200g, %l"ﬁ%&“&% EDC (0. 1259, 0.651 rmmol), and HosY 2o 651
nmol ) under nitraq W th r|n at _45C overni ght ctl ture
was quenc%d wi TH rfé‘?%ﬁﬁeéﬁ? a% etFaq ? ﬁlen%ex rac%ed(\%lgt kr?\%)th I
acetate {d&Ess consEariat ad;dtnréacump ypedsliTg modmst m/@. 683gIM Prep-. HPLC
yi el ded the product as its formate salt. -(ES+: 569.3) -728 20 SEPTEMBER
2006 WD 03/040096 PCT/ US02/36072 19 JULY 2006 EXAMPLE SP-309 Alloc-Cl H
QH All oc £xBestIN 43 BAPBocNN 1. Dower 50WK2 s F DCM F McOH 50C F 2.
NH3/MeOH F 2 1 OHAloc/ HNN11. F3 ORLC, // 1. amnes N/10 F S
ZI 1COCH THE R2 S HATU 2. MP-isocyanate O DIEA COOH 4 2. MP-carbonate 5
MP-1socy fE sSHrALT(L Sa(\dl@l%§9beﬂzyfﬂ(fj}@x%}&—§oa(ll‘l indol-6-

yI bar b R1

1, 3-di et ituric acid NN\ I THEf50C O F 2.
SCX 6 \ Flm&uhyl)s@pinolpropyl}-5-methyl- N ,N°-dipropylisophthalamide

oH
A 1. DIBAL, toluene, 24% A BocHN \/\/ NH,
/()\’((j\/N> 2. MnO,, DCM, 100% N F
O ]
' «AcOH

3

OH A
B . . = H
1. NaBH,, 2-PrOH, 17% HN__A_ N\/©\/1\> HBTU, HOBt, DIPEA
2 F H 5, DCM, 20%
@ *HC
F
4

2. HC], dioxane, 100%

10 6 F

Step 1: To a -78 °C, stirred solution of methyl 1H-indole-6-
carboxylate (500 mg, 2.85 mmol) in methylene chloride (11.5
ml,) was added diisobutylaluminum hydride (5.70 mL, 1.0 M
15 solution in methylene chloride). The reaction mixture was
stirred for 2 h at -78 °C, and slowly warmed to room
temperature for 10 h. The reaction mixture was quenched with

methanol, washed with Rochelle’s salt (saturated agqueous
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HOHH/ R2\I N/N\I OF 7 F WM stands for nacroporous resin. 2: A
solution of 1 (2.50g; 5.75mmol) and DIEA (1.20n; 5 6.90mmvl) in DCM
(100nmL) was cooled in an ice/water bath. Allyl chloroformate (0.73ni;

6. 90nnDI) d, and the reaction was allowed to c29 (@ﬁt

tenperature ov@@a) . The reaction was washed with 1096Kg%@g§% wat er
(100m), brlne 100nL),, and i ed over Fl ash chro n 10
90g, siliBatgefiwrt Y36 EF‘&E? “Rbpt &ffe S écogmaaaeimé% Xnﬁe% 2

as a Wwhi teoﬁ@éh@lrat8£9u&&@e93/&4ﬁw ZﬁréﬁﬁiﬁéJSOZ/B‘L&Gﬁﬁzaﬁtﬁonlgoﬂ UIEYaQBOG 3:
A solution of 2 (2.88g; 5.55mmol) and Dowex 50WK2

(Al d
44. Aol ) CPFHUN‘BO—F{’{G’G%?QV@%hmeaf%@l% 50 i ore%‘yz]Sh E{C‘IaﬁfgtFZE ggﬁa bs
cool ed - @@B&g@{ahéntgf@&w ur& AR L b eed. (e 1&&5' Toas) vgghed st

W th e product was eluted W th approx .BMamonia in MOCH
After 5ereraI1H0f Solézentq, 2JI1=99(51204rﬂﬁﬁl,, 7913% BSwaéH coVI%@t%d2%1$ an

3TL|2h'E§& ?¥|ﬁgb49(%%06r05 FFOﬁéP% en20|c aC|Q$i Eg %ﬂfﬂi)l%ere%Sﬁged Ho

solution aff)THE) 6@l us, |&g).. of DIEA if necessary (to liberate any am ne
hydrochl oride salts). The vials were agitated on an orbital shaker at
anbi ent tenperature/ 2 5 Opmfor 18h. MP 15 isocyanate resin (approx.

0. 6mmol ) waspaddeaot @ %&ﬁ&réhaboluﬂ@bﬁhoﬁeéicbﬂaledrbﬁ 80&p for (bbo e
reactions were filtered, the resin washed well with THF,__and concentr at ed.

6: Tht0aci0d§85 Mol dthW%HhY%PQQI6%1%¥b@%ctéd“%él‘%a%sFﬂaedZ@aﬁﬁ?EFum

(1.2eq.) %Q@dQIE§962m§GQG)8'%meE tan 18B alaamRbantixtepperatUestirred
MP-i socyanat e ( qb and MP- car bonat e (leq.) were then_added, and the
ffor

react i ons fescked 4h BReanbPefEion enPerhttee. WIhe Fedbfrofs RBFeuoh
filtered, 4 Egﬁo ﬁéé&%s aPeH awa' hoﬂbéﬂqtlla@e&lﬁﬁaefogga@@@d Bhdssure to

concentrate e residues 25 were dissolved in 1, 2-dichl oroethane (1.5n),
washed wi plrovhtleciLlirivdate o {darhrldechydel d48edodnes 3Insodapacwhyclavpan

Chentl yt ke ”atf'xgsg{qn%adgesmé(&@ 5 Mukedie Proualuge;of! Ut egpw th

1, 2- di ¢hl 6roét hane (2x and concentra vacuo. 30 7:
lnternedl@hﬁ&a@t@@i@adﬂ@mpﬁecmﬁd usbogviPd( RBP)4 5(10 .13eq.0). 8andm, lH),

LSS G010 00 ) i THEAT (99 3o The, gAF gnayi el

7.70 (m, 1H), 7.46 (t, J = 3 Hz, 1H), 6.65 (s, 1H).

20 Step 3: To a stirred solution of 1lEH-indole-6-carbaldehyde (99
mg, 0.68 mmol) and tert-butyl (18, 2R)-3-amino-1-(3,5~
difluorobenzyl) -2-hydroxypropylcarbamate acetate 3 (256 mg,
0.68 mmol) in 2-propanol (3 mL) was added sodium borohydride
(30 mg, 0.82 mmol). The reaction mixture was stirred for 12

25 h., cquenched with methanol, and concentrated under reduced
pressure. Purification by flash column chromatography
(silica, 1:1 ethyl acetate/hexanes) provided indole (50 mg):
H NMR (300 MHz, CDCl;) 68.41 (br s, 1H), 7.60 (d, J = 8 Hz,
1), 7.38 (s, 1H), 7.21 (t, J = 3 Hz, 1H), 7.04 (dd, J =18, 1

30 Hz, 1H), 6.71-6.73 (m, 3H), 6.61-6.68 (m, 1H), 6.53 (s, 1H),
5.38 (br s, 2H), 4.66 (d, J = 9 Hz, 1H), 3.89 (s, 2H), 3.49-
3.54 (m, 1H), 2.91-2.98 (m, 1H), 2.62-2.73 (m, 3H), 1.35 (s,
SH) .
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SCX was perforned by |oading the crude reaction mxture onto -730 WD

03/040096 2 PO CT/USQ2//36072006 19 JULY 2006 1000nmg/3nmL SCX cartridges

using Snmk MeOH The cartridges were washed well with MeOH, and the

products were purlfled by hi gh-throughput preparative

product s %HB%’ i.th approx. 3.5Mammonia in MeOH |f %ﬁgﬁe final
ogy.
‘?%5‘5 3

fol | ow ng rEPOUNGS, WeT & tRE-SRAr %@1‘&%&8& the akove
EXAMPLE Struct ure c%npour?d Nane(s) HN.{(15, 2R

di f 1 uor obénzy ) mgol) [ (Ba® ' ad@P énﬁykbéﬂ@yup aprhd ](0227NHﬂE 4.0 M
N e “*’ﬁ o, L Qe okt re%%?ﬁggd‘@ﬁ%r Shad, PR dR 53p 3"
et hyl benzy.) add hojed- WFtHC(é@Hyﬁu y crtdverpr ogoyd }64nz{e{19th§1¢g@ mehigl) a:radmm:]]cefd
sul f onyl 2966 1) o]
di fl uo¥oi)2J %mrg pro FSen %%—sgm neFR024: %3 oy ‘§Jr€]5<‘§/°p]? c%&ﬂn}ﬁi
(plper|d|d4nH iDE6T- 9+§uméﬁMy1»dmmn&ammdan H al(ZIF?hﬂﬂﬂnE&ﬂ@ky) 450373
N-{(1S, 2 ( diflu 3- C O""OH[(3 NH
et ﬁyl benzgrﬂj’ nf%ﬁg] 1% ng d%@yﬁ’f Nacetani de 2968 - 731 20 SEPTEMBER
WO 03/ 040096 PCT/USOZ/36072 19 JULY 2006
Step 5: To a stirred solution of 3-[(dipropylamino)carbonyl]-
10 5-methylbenzoic acid (5) (29 mg, 0.11 mmol) in methylene
chloride (3 mL) was added HBTU (64 mg, 0.17 mmol), HOBt (23
mg, 0.17 mmol), and N,N-diisopropylethylamine (0.075 mlL, 0.44

mmol), followed by (2R,3S)-3-amino-4-(3,5-difluorophenyl)-1-
[ (1H-indol-6-ylmethyl)amino]lbutan-2-01l hydrochloride 4 (70
15 mg, 0.11 mmol). The reaction mixture was stirred for 12 h,

diluted with methylene chloride, washed with water,-saturated
sodium bicarbonate, dried (magnesium sulfate),'filtéred, and
concentrated under reduced pressure. Purification by flash
column chromatography (silica, | - 89:10:1
20 chloroform/methanol/ammonium hydroxide) provided the title
compound (6) (13 mg): mp 135-137 ©°C; ESI MS m/z 591 [M + H]*.

EXAMPLE SP-301
N-{(1S,2R)-1-(3, 5-difluorobenzyl) -3-[{3-ethylbenzyl)amino]-2-
25 hydroxypropyl}-1,3-benzodioxole-5-carboxamide

<j©Y 4

F
To a solution of piperonylic acid (0.500g, 3.01 mmol),
EDC (0.867g, 4.52 mmol), HOBT (0.611g, 4.52 mmol) in anhydrous
DMF (10 mL) was added a solution of TEA (1.67 mL, 12.04 mmol),
30 3—Amino—4—(3,5—difluoro—phenyl)—l—(3—ethyl—benzylamino)—butan—

-723-

I

p\
N F
2006



N.N:{(1S2R)-1-(3,5- 441.2 HH/ F (difluorobenzyl)-3- ~N1 [ (3-
et hyl benzyl ) am no] -2 O'OH hydroxypropyl }pyrazin NH F e-2-carboxam de 2969
OHN{(1S 2R -1-(3,5- 531.2 SN r[q, F difluorobenzyl)-3-

et hyl benz -2- NH F hydroxypropyl }-3 (phenyl sulf P/PEIEA 200aani de
2970 OOf)é%ér’nc a@kd conpound 589.9 J' \' I 4Ha \ | wth ge) -1 ~

~' (3,5- dlj_ldlor@bm)gl ) 3 Q1 FuR{1(3 -addCQRA Lbepzy! )s amiyno e =
hydr oxypropyl )-4 (1, 3-thiazolidin-3- ylsulfonyl )benzam de 297 ? f)
formc athPiﬁ‘)‘IﬁS’our‘\"dlSGB&tGrrﬁd | upder: bnWrragen Nverfidt 2R) Quendhed [(3

F HCOOH et I 25,1 pydr dro lSoqui I n-
L 2(1H) y?sﬂlﬁ%%ﬁ%gl bgﬁggﬂwgldée g};‘ ?¥ ggém(légﬁ%%a(% g.o%ﬁm ~l
qb ~1 di f laxdrsisdsgdy [With Fei|f-1(1381|]\c aeelhytbenzwamilgq?%nmdlwwggﬂgh} 1137— [ (4-
e
5809 75 Mt n kP vy vaRKL MBI Cog ol eaBpnfe S T
Dried organic layer over magnesium sulfate, filtered, then

concentrated in vacuo, yielding the product. (ES+: 483.2)

EXAMPLE SP-302
10 tert-butyl (1S,2R)-1-[3-(benzyloxy)-5~fluorobenzyl]-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropylcarbamate

o N B N\/@\/
/s,
>< \[(

0] F

A

[2-(3-Benzyloxy-5-fluoro-phenyl)-l-oxiranyl-ethyl]-

15 carbamic acid tert-butyl ester (3.33 g, 8.59 mmol) and m—ethyl
benzylamine (2.32 g, 17.19 mmol) were dissolved in isopropyl
alcohol (80 ml) and brought to reflux for 2h. Reaction
mixture was then concentrated in vacuo to remove isopropyl
alcohol. Dissolved yellow liquid in ethyl acetate (30 ml),

20 then washed with 1N HC1l (3x100 ml). Aqueous layers were
combined then extracted with ethyl acetate (2x100 ml).
Organic layers were washed with 10% sodium bicarbonate (aq.,
3x100 ml), £followed by a brine wash. Organic layer was dried
over sodium sulfate, filtered, then concentrated in vacuo,

25 yielding the product (4.31 g). (ES+: 523.9)

EXAMPLE SP-303
5-[((18,2R)~-1-(3,5-difluorobenzyl)-3-{[1-(3-
ethylphenyl)cyclopropyl]amino}—2—hydroxypropyl)amino]—5—

30 oxopentanoic acid
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| 3 [(3_ 2974 HCOOH HcooH et hyl benzyl ) ami no]-2- -732 20 SEPTEMBER 2006 WO
03/ 040096 PCT/ US02/ 36072 19 JULY 2006 hydroxypropyl}-4-{[4 (4-
fluorophenyl)pi perazi n-1 yl]sul fonyl }benzam de (2:1) 00 N-{ (1S, 2R -1-

(3, 5- 5 f di fl uorobenzyl) -3 [ (3 o CF ethyﬂp’?ﬂ E 98] - 2-
hydr oxypr é%?/l"?ﬁ“z??%'F (pyrrolidin-i 2975 yl sul fonyl)benzam de 19%?, EZdEisC acid
conpound 572.0 GN Hoff Hwith N((1S,2R)-1 (3,5-difl uorobenzy f oF
3[(3 \ HCOOH et hyl benzyl) ami no] -2- F hydroxypropyl}-4- (pyrrolidin-|-

yl sul fonyl ) benzami de 2976 (1:1) /0 fgrnoa g%@rrg)und 731.0 N"'~ 1 bib
Il with N ((1S, 2R) -1 0 F © di oy, ®y| | HCOOH 3-[(3 F HCOCH
et hyl benzyl ) - am no] - 2- hyer}--4-({4' [3 (trifluoronethyl)phen
yl ] pi perazin-1- yl}sulfonyl)b zam ¢k P:1) 000 N-{ (1S, 2R -1-

[

(3,5- 546 OH difluorobenzyl) -3 (3 0 hyl benzyl ) am no] - 2

hydr oxypropyl }-4- F [ (di met hyl am no)sul fo k 978 nyl ] benzam de

To a solution of 3—Amino—4—(325—difluoro—phenyl)—l—[l—(3—

5 ethyl-phenyl)-cyclopropylamino] -butan-2-ol (0.5004q, 1.387
mmol) in chloroform (7 ml) was added TEA (0.58 ml, 4.161 mmol)
with stirring under nitrogen for 30 min. To this solution was
 added glutaric anhydride (0.158g, 1.387 mmol) and reaction was
stirred overnight at 50°C. The reaction mixture was

10 concentrated in vacuo, yielding the product. (ES+: 475.2)

EXAMPLE SP-304
4-[((1S,2R)-1-(3,5-difluorobenzyl)-3-{[1-(3-
ethylphenyl)cyclopropyl]amino}-2-hydroxypropyl)amino] -4-

15 oxobutanoic acid

To a solution of 3-Amino-4-(3,5-difluoro-phenyl)-1-[1-(3-
ethylfphenyl)—cyclopropylamino]—butan—2—ol (0.500g, 1.387
20 mmol) in chloroform (7 ml) was added TEA (0.58 ml, 4.161 mmol)
with stirring under nitrogen for 30 min. To this solution waé
added succinic anhydride (0.138g, 1.387 mmol) and reaction was
stirred overnight at 50°C. The next morning reaction mixture
was concentrated in vacuo, yielding the product. (ES+: 461.2)
25
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O formc acid compound 546.0 - N OHH\ ~wth N{ (1S, 2R -1-.
(3,5-difluorobenzyl)- o F 3- [ (3 | HCOCH et hyl benzyl) am no] -2- F
hydr oxypr opyl }-4- [ (di net hyl am no)sul fo 2979 nyl ] benzam' de (1:1) -733 WO

03/ 040096 US02/ / 36072006 19 JULY 2006 G | od
conpound ég‘i!‘:’%‘” "OH with 4-{[(4- | chl orophenyl) (rret hy ngz’f??%

am no] sul f prENgdCed F 5 { (1S, 2R)-1-(3,5- difluorobenzyl
et hyl benzyl) am no] - 2- "hydr oxypr opy! )benzam 2980 de (1:1) 0 O formc acid
conpound GiBZrHIELc Naghifl wrempaung MBahz yi o plsnyil-aaabnoyolol2 R |2 kdtf -Gyl }

- N HCOOH {;(+1. di f ( _yI benzyl ) am no] - 2-
hydr oxypr p}}l en)z(%%ﬁ ég&%lﬁ {Jf%%h%%xﬁéﬁk%%%% ng :gorrpound 588.1 N 9H
with N {(¥RRprhenyll) cyblbpt8pyl bamdird Ju@-dheiropyproOyvE) peBf {13.diEaGde

et hyl bﬁnzy 1)331 no] -2- F hydroxypropyl}-4- (norpholin-4- ylsulfonyl)

benzar ni de 82 (1:1) 0 ~~ formc acid conmpound 585.0 NV.N. 9H p with

4-{[ (2- oFcyanoethyl)(rrethyl)amHCOO—'['ir@]sl_lljlf | }- N
. OY\/\H/N/" H NK@\/
g wNH o)
F

N

To a solution of R-aminoquinuclidine (0.084g, 0.421 mmol)

TEA (0.294 ml, 2.11 mmol), and anhydrous DMF (2.5 ml) was

10 added 5-[((18,2R)-1-(3,5-difluorocbenzyl)-3-{[1-(3~-
ethylphenyl) cyclopropyl]amino}-2-hydroxypropyl)amino] -5-

oxopentanoic acid (0.200g, 0.421 mmol), EDC (0.121g, 0.632

mmol), HOBT (0.085g, 0.632 mmol) under nitrogen, with stirring

at 45°C overnight. Reaction mixture was quenched with 10%
15 sodium bicarbonate (aqg.) then extracted with ethyl acetate
then concentrated in vacuo, yielding product (0.122g). Prep-

HPLC yielded the product as its formate salt. (ES+: 583.3)

EXAMPLE SP-306

20 formic acid compound with N'-[(3R)-l-azabicyclo[2.2.2]oct-3-
yl]—Ns—((1S,2R)—1—(3,5—difluorobenzyl)—3—{{1—(3— '
ethylphenyl)cyclopropyl]lamino}-2-hydroxypropyl)pentanediamide
(1:1)

25
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F {(1S, 2R)-1-(3,5- difluorobenzyl)-3- [ (3 ethyl benzyl) am no]-2-

hydr oxypr opyl } benzam 2983 de (1:1) 0~50 formc acid conpound 614.0 N,
off with 4 - {[cyclohexyl(methyl)a .0 F mno]sulfonyl}-N HCOOH { (1S, 2R
-1- (3, 5 Wo q EJ bR obenzyl)-3- [ (3 ethyl benzyl)am no] QGSEP/TEMBERZOOS
hydroxypropylj}‘ enzani 2984 de (1:1) -734 20 SEPTEMBER 2806 .4 03/ 240096

PCT/U802/36072Té9aJQbYu%QQ§ 0@ éogﬂlﬁo@&iﬁh@pﬂpﬁuﬂdcﬁ%@d@- Yol ) N- {
(1S, 2R) -1 | b~~b (3, 5-difluorobenzyl ) - N\ I F 3[(3 HCOC]—I

et hyl benz¥ERani %@94 20lE HeAdH wgek bxy prepydnhydrpus {PHBt Hyl-P2-pYY | #RE- 2-

| et hyl ) a sul fony 2985 e 1 _GQl d_608.1
Loy egapkey ony 2908 lbepsamgeagiank sl s, somand 000

HCOCOH et hﬂtbﬂfhpyewém‘:ﬁ@}oplzopﬂ Wdrn@ﬂyérbmimxﬁpr Pwyret dmAIény | ')'alm no

|01 o8/ LhsBgan e, 28 Lk ofog % F0umi ks compundotezd, eagH

(1S, 2R) - 1mfud 15 HDBTudﬂobéﬁgyl @ 832 [mi@l et tnyddre nzil Y owizh stirring
at 45°C overnight. Reaction mixture was quenched with 10%
sodium bicarbonate (ag.) then extracted with ethyl acetate
then concentrated in vacuo, yielding product (0.065g). Prep-

10 HPLC yielded the product as its formate salt. (ES+: 583.3)

. EXAMPLE SP-307
formic acid compound with N'-[(3S)-l-azabicyclo[2.2.2]oct-3-
y11-N*-((1S,2R)-1-(3,5-difluorobenzyl)-3-{ [1-(3-
15 ethylphenyl) cyclopropyl]amino}-2-hydroxypropyl)succinamide
(1:1)

I}
EI
||[o
I
ZT
b%

To a solution of R—aminoquinuclidine (0.086g, 0.434 mﬁol)

20 TEA (0.302 ml, 2.17 mmol), and anhydrous DMF (2.5 ml) was

added 4-[((1S,2R)-1-(3,5-difluorobenzyl)-3-{[1-(3-
ethylphenyl)cyclopropyl]amino}-2-hydroxypropyl)amino]-4-

oxobutanoic acid (0.200g, 0.434 mmol), EDC (0.125g, 0.651

mmbl), and HOBT (0.088g, 0.651 mmol) under nitrogen, with

25 stirring at 45°C overnight. Reaction mixture was quenched with

10% ‘sodium bicarbonate (ag.) then extracted with ethyl acetate

then concentrated in vacuo, yielding product (0.200g). Prep-

HPLC yielded the product as its formate salt. (ES+: 569.3)
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hydroxypropyl}benzam 2987 de (1:1) 0/0 formc acid conpound 636.1 N~ - |
HQH - 1 with N-{ (1S, 2R) -1- (3,5-difluorobenzyl)-: 0 F 3- [ (3 V HCOOH
et hyl benzyl) ami no] -2- F hydroxypropyl}-4- {[nmethyl (2

. phenyl et am sul 2988 fonyl }benzam de (1:1) 4/ & 2006
conpoundds OO S i Thoa. b {[allyl (nethyl )am?’%ﬁﬁ ??_006

sul fonyl } padbdm, §1R)308 HCOOH 1- (3 5 F difluorobenzyl) - 3-
et hyl benzyl') am no] - 2- hydroxypropyl } benzam 2989 de (1: 1)
SEPTEMBEREQDO6C mnoi:a/ G098 PCTT US0 Y 3663B) 1@%@%@@@[202 2]P6Fm3c aci d

CO”poundn;? Fon ( ( '?{5521:;)0"' &HB él‘fl\L&BoM}‘lz( ')?3*134'[)%'11(@?) ethyl]( N F

nmet hyl ) anf no] sul fonyl

di f | uor obehlzylphény] )(Qifqaltdgﬂdwrlzlyalm)lam} n@)Tther@bﬁf)cﬁpWC}l@éﬁlzéﬁl 2990 de
(2:1) for Cq cid conpound 574.1 N OHwth N{ (1S, 2R -1 (3,

5-di fluorobénzyl) - OF 3_[(3_ HCOOH et hyl benzyl)am no]-2- F

hydr oxypropyl }-4- {[nethyl (propyl) am no ]sulfonyl}benzam de 2991 (1:1) O
formc acid conmpound 588.1 OH H\\ | with 4

/ﬂ\v/\m/H QH N
N, _~ N
HN _ |

o) E

To a solution of S-aminoquinuclidine (0.086g, 0.434 mmol)

10 TEA (0.302 ﬁl, 2.17 mmol), and anhydrous DMF (2.5 ml) was

added 4-[((18,2R)-1-(3,5-difluorobenzyl)-3-{[1-(3-
eth?lphenyl)cyclopropyl]amino}—2—hydroxypropyl)aminq]—4—

oxobutanoic acid (0.200g, 0.434 mmol), EDC (0.125g, 0.651

mmol), and HOBT (0.088g, 0.651 mmol) under nitrogen, with

15 -stirring at 45°C overnight. Reaction mixture was quenched with

10% sodium bicarbonate (aqg.) then extracted with ethyl acetate

then concentrated in wvacuo, vyielding product (0.093g). Prep-

HPLC yielded the product as its formate salt. (ES+: 569.3)
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) {[butyl (met hyl)am noj F sulfonyl}-N-{(1S, 2R)- HCOOH 1-(3,5 F

di fl uorobenzyl)-3- [ (3 ethyl benzyl)am no]-2- hydroxypropyl } benzam 2992
de (1: 1) 0O/ formc acid conmpound 602.1 N off with NN{ (1S, 2R) -1 b~i~b |
( 3, PhoRenzyl) - F 3- [ (3 HCOOH et hyl benzyl?%ﬁ}ﬁr MBE 2

hydr oxypr opyljf’ X {[ met hyl (pentyl )am no' ] sul fonyl }benzam C?be( 1: 1)
0\ form c mametrgopposnd 602. 1 NHS \ 9H :Mwth N-{ (1S, 2R

(3, 5- difluorobenzyl) - 3[(3 HCOCH et hyl benzyl) amno ] -2 -

hydr oxypr opyl } 4aH{]£ @entyl (mrecmm) am Phf ml}benzamd 2994 e

(1:1) C 736 Bl PC'If? /Mso 63 Y. Z006x avxe ¢ aci d
conmpound 615.0 iNxs'FOH with (1S 2R) Fb (3, 5-diMOHiEOtDenzyl )- O i
t F 3-[(3 HCOCOH yl benzylﬁm nol-2- F H@bhydrox [ et hyl (1-
met hyl pyrrolidin-3- yl')am no]sul fonyl }ben . 2995 zami de ¥ %We@vol formic
aci d compound 60 0 fJ HgHH\ ~wth N 4 (1S 2R -1\

(3,5-di fluoroben yI) 0 3-[(3 F I HCOCH et hyl benzyl) am no] - 2-

hydr oxypr opyl } - 4- 1 HZN\/({/SH\OC/@\/
. ; F

cl_l 1. amines / F
0] . DIEA
. - O
COOH 2. MP-isocyanate \©\ -

4 COOH 2. MP-carbonate
5 ‘MP-isocyanate
3. Citric acid wash

1. Pd(PhsP),

So2 OH  Alloc 1,3-dimethylbarbituric acid
©\H/N : v@k/ THF/50°C
= 2. SCX
6 ;
F

MP stands for macroporous resin.
2: A solution of 1 (2.50g; 5.75mmol) and DIEA (1.20mL;
5 6.90mmol) in DCM (100mL) was cooled in an ice/water bath.
Allyl chloroformate (0.73mL; 6.90mmol) was added, and the
reaction was allowed to come to ambient temperature over 4h.
The reaction was washed with 10% K,CO; (100mL), water (100mL),
brine (100mL), and dried over Na;CO;. Flash chromatography on
10 90g silica gel with 0-30% EtOAc/ heptane afforded 2.88g
(5.55mmol; 96%) 2 as a white solid.
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[ (di propyl am no)sul fo 2996 nyl ] benzam de (1:1) O\ form c acid conpound
574.0 9Hb with 4- [(diethylamno)sulfon O CIF yl]-N-{(1S 2R)-1 HCOOH (3 ,
5 -di f luorobenzyl) - F 3-[(3 ethyl benzyl)am no]-2- hydroxypropyl } benzam

2997 de (1 LE SP-310 20 SEPTEMBER 2006
N-{ (1S, 2R)j‘y‘}2"i/ "5-di f 1 uor obenzyl ) - 3- [ (3- et hyl benzyl ) ami nof - 2 11y 20 |

hydr oxypr opyl } - 2- [ net hyl ( nmet hyl sul f onyl ) am no] - 1, 3- oxazol e- 4- carolgoxam de
-737 20 WD 03/040096_ PCT/ US02// 36072006 19 JULY 2006 O 11 -CI up OO0 -S
O + Br' DPPEl % 2/ NSOLBRIRIRR @ EtH (2R8g cH2cPomRpl) stanf 1 Dswsx 2 "Rl O

O K20H Li Qi 1Nrishe %.B@g,SN"aP rox3 hEakE01 O SnNmRoES @R ol Pt GRs? Hea@Wdd SO
OHOHH \ I HATUO / NN~/ViN H2N~ - NH: O F DV Step 5 F F F ethyl
2- am no- 1,58 0k8%0| £ c&r.36ky| at eTi8t eprehctiona 286 ntoiedcka owmibileattt om

fl ask s .added_.. (20 .33 noles) urea, (150ml) ethanol., an 42..42q,

0. 2175%5 tﬁ&p§§?t6{‘%5g%{)‘9e?ﬁggﬁ¥%‘%ropyr Gt er.e(sf‘ﬁe Y_’%‘%‘?t IPEEs Y Wedted
under agi dROHON ahd tefd Weddictl akowlatedhwit@aciipeox . sel.vii armeRanged from
yel | ow toMré%gI.l : Acfot'!eon.’r 'rJan]oevarleagJ’E ! gglvent, 2.11g (5.04mmol; 91%) 3 was

collected as an off-white waxy solid.

10 b5: The appropriate amines (0.3mmol) were added to wvials
containing 4-{(chlorosulfonyl)benzoic acid 4 (2.0mL of a 0.05M
solution of THF) plus leqg. of DIEA if necessary (to liberate
any amine hydrochloride salts). The vials were agitated on an
orbital shaker at ambient temperature/250rpm for 18h. MP-

15 isocyanate resin (approx. 0.6mmol) was added to each vial,
which were heated to 60°C for 5h. The reactions were filtered,

the resin washed well with THF, and concentrated.

6: The acids 5 were coupled to Alloc-protected TSI 3 using
20 'HATU (l.2eqg.) and DIEA (2.4eqg.) in DMF for 18h at ambient
temperature. MP-isocyanate (3eq.) and MP-carbonate (leq.)
were then added, and the reactions rocked for 4h at ambient
temperature. The reactions were filtered, the resins washed
well with 1,2-dichloroethane, and concentrated. The residues
25 were dissolved in 1,2-dichloroethane (1.5mL), washed with 1M
citric acid (1.5mL) and loaded onto 3mL capacity Varian

ChemElut Hydromatrix cartridges. After 5 min, the product was

eluted with 1,2-dichloroethane (2x6mL), and concentrated in
vacuo.

30
7: Alloc intermediates 6 were deprotected using Pd(Ph3P)4

(0.15eqg.) and 1,3-dimethylbarbituric acid (20eg.) in THF at

60°C/3h. The reaction vials were concentrated in vacuo, and

SCX was performed by loading the crude reaction mixture onto
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solution was then evaporated to dryness and the crude product

in (50m) water and (150mL) et hyl

10 using 2N sodi um hydr oxi de,
The m xt ur, eparated and the aqueous phase was ex%
\9?\‘)?&;0 2%he organic |l ayers were then conbined a O(P

§ObHE! fAoWas he

precipitate out.

- et hyl
- 50nt,

ace

t
wat er agglués)qdr?g;e

3n£h cfxesc%!xfe

-white so

%Igﬁg' QW

acet at e.

was

taken up

The 10 pH was adjusted from1l to
changi ng t he bi phasic m'xture a dark red.

BERPM6 i t h

CQQE@P %gfga%éfé

The solTd

filtered umiéheahdwamhwdtw tMeOHat rmmbl thadpdicduhyk etlvded Wetknoi@mlrom quor

%satglltl mloﬂiy ]ggg)h??d%te SO|Id

was t hen

in (150m}"

flltered
JULY

2006 et har

S

of f and

porated to d
hyT 4ttt atd

preci pi t apeeh Hidd Bhheighxthireushsut oot @b fat iven UV @Pbat. h,
03/ 040096 2 P

T BT ire epRrhaL

fers

car boxyl ag&€sddbet® Mthodohyly .

2-[ (met hyl sul fonyl )am no] -1,

- 738
e

ss%kdthe

concentr

/ usn2/ /
IRhERR)

60720 0
oxazo

and the solid was

6 19
-

3-oxazol e-4-carboxylate 5 Step 2. To a 20 m

screw cap—\vial was added (1n 5.8069 ol es) et hyl
2- ami no- 1EX2MREEo| d- 4- car BeRdEEHRe (| Ond §OmRR flane a®¥S _30m,
7.9797mml es, 1.25 N, N- i i sopr opy|®%t hidsRel-13 Ehe r ¢4&lidn| was
then addgd (0. 545n 0415 F 1deflyonakemagyddaBfonyl chl orj de, 10
and the rleacti on wa Ut 63- The reacti on was| then
evaporated to dryne e ehBilesrege. )giined -2gel  col um,
resulting in (272ng hydroxypropyl}-3-
[ (et hyl sul f onyl ) ani eyl it o antiidiehy |
2- [ met hylj( met hyl sul zol e-4- carboxylate Step 3. [To a 25
m round |bottom fl g >d (101.8ng, 0.4346 mol es)| et hyl
2- I[ (et I}é%gul fony zol e- 4- car boxyl at e, (L80 2rrg 1.3038
nmol es, 3F—O0eq) 2 gUbdbblUHlLdrUOHd[e 5 AT T
m xture was then agJ\tsét d at anbi ent tefgf}&ac% urgl\gi@c/l\(qlé 9%%%%%?0 0. 5429
mmol es, 1.25 eq.) ilo alje e %\a@ &ffe’ﬁfdx%%e% )aILI owed fo run
at anbi ent terrperature forl3 hour§ AR § egfrospray mas sptc i ndi cat ed
nostly stjarting matlerial. 25 N2 |'ineg S p’g nddi ti opal
(401, 0.6425 nmoles,, 1.5 eq.) T odesmihi gég:% he“r eacti on| was
left at |anbient tenperature overnight. l%?mhed W th
.(5m) IN HC1L and s extracted with di Csuf[)fo .am gr gani c ] ayer
was vvashe(} )gnth watler and then evaporat(g ryness he resul tjng oil
I g 6hu Pt nar afl\lg Dl A/ D [t
was puri fli=e n|1 HRPLG, ,.W\. 3 L5..y. ‘_SBGJTL yl
(et hyl sul fonyl) a @J‘d@YS I_pxa E{uor%ﬁ?anzyl) 3 ._
' [(3—
ethylbenzyl)amino] -2-
. hydroxypropyl}-4-
F i . g
. (piperidin-1-
12967 |ylsulfonyl)benzamide - j
H |2-(2-chlorophenoxy)- |503.3
N F|N-{(1S,2R)-1-(3,5- '
oY difluorobenzyl)-3-
Cl O "IOH [(3-
NH F ethylbenzyl)amino] -2~
|hydroxypropyl}acetami
de
2568
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-739 20 SEPTEMBER 2006 WD 03/040096 PCT/ US02/36072 19 JULY 2006
2-[ met hyl (met hyl sul fonyl ) am no] -1, 3- oxazol e-4-carboxylic acid Step 4. To a

50 m round bottom fl ask was added (61ng, 0.2457 nmol es) et hyI
. [ met hyl ul fonyl )am no] - 1, 3- oxazol e- 4-car boxy?
1 2274 %H‘ﬁ&&é}y% 5 lithium hydroxide, (2 5nTL) te ah%ofb&%ogn and
(1.5m) r‘f-nn was—ag-t-atef— 1§.. t_tEmgeerat Eghfl 0
hours. [The reactipr cpm)l ete by elige i OP §Zrmls)s spec. e _eactl on
was wor kied up by agdingl(5ml) CLrang*tneh ractlng wijt h et hyl
acetate.| The organjc Nay as ed 16! Eagwa ﬁ)r and brjne and then
dried with magnesi pm sul fQut e S e sol LEF BV Ol’clt ed to|dryness,
| eavi ng [ 44. 6ny) bf NH F TOXYPLORY-JPYL
2- [ net hy| (net hyl su| f onyl ) @ no] - 1, 3- om?o?e%’%%%&ﬁlc agid. 15
N((1S, 2R -1-(3,5-difluog benzyl)-3-[(3-ethy| benzyl ) am no] - 3-
hydr oxypf opyl } - 2- [ pret hyl t hyl sul f onyl|) am no] - 1, 3- oxazol e-4- carboxam de
Step 5. fTo a 7 m §screw ial was added (20.9ng, 0.0949 nmol es
2- [ met hy|{gest hyl sul f onyl ) am no] -1, 3- oxgzol e-4- 20 carboxylid aci (36. 7ny,
0.1097 nmmotes, I.Ib eq.p (2R BS) -3 N-{(1S,2R)-1-(3,5- 531.2
am no-4-(3,5-di fl uprsphé >N dhennpkdhanmp] btkan- 3- ol and
(54.6ng, | 0. 1436 nmp ol S5¢q)) flaBlowed by (1.25m) _
N, N- di et hyl f or mani The re ctq)'tbn was cpheteenknl pamirosbiz4dl shaker and
was |eft|at anbient terrper atuNd forF 2 25 kewksprdbel Fenetion was quenched
with (2m) i N HCL. | The cled sol ution wahee¥tsatEedyl wespdli mes wijt h et hyl
acetate |and the c? i ani ¢ | ayeris,.awgige washed with saturated sodium
car bonat ¢ soI ution ' The |sol ution was then drfied w th
magnesi un? 3 =1VE-Ta a—elear—30—oi—which-wna rigffed by
prepar at i| ve HPLC fe 'Cfl ng N- formlc acid ' compoulic|589 .9
{(1S, 2R {1- (3, 5- dn‘lC&ir gbanzy % - C6- of %g é?n;n%%g
hydr oxyptopyl } - 2- [ rre hyl th i sul fonyl ) gi]l 3TBRE2 . car bdxani de
(15.7mg) | -740 20 $EPTEMBER 200§ WO 03 4 (0596 PCT/ usp2/ b%72 19 JULY 2006
EXAVPLE $P-311 met hyl 3-cyano- -[(@P%pﬁﬂ%ﬁbﬁe}é’ BYh ?f zoate |[CN N
0111 O 0: 5 Met hyI 3- br ono- 5- [ (di pr opy! B o, thlazoﬁdl eglzoate
' ylsulfonyl)benzamlde
12971 . (1:1) '
°\\£° formic acid -compc)aund
E I N ( ] OH with N-{(1S,2R
' H?AVN:J:j\/-(B 5- dlfluorobenzyl)—
T 13-10(3
E lwomi§ethylbenzyl)am1no]—2—
hydroxypropyl}-4-
1 (3,4-
_ ldihydroisoquinolin-
{2 (1H) - .
jylsulfonyl)benzamide
12972 1(1:1)
i RN IN-{(1S,2R)-1-(3,5-
@" @\gn\/?:'/n ' ?:’gluorobenzyl) -3-
3 F - .
\g ethylbenzyl)amino] -2-
hydroxypropyl}-4-{(4-
|phenylpiperazin-1-
2973 yl)sulfonyl]benzamide
\\/ formic acid compound
NJ 0’({“ Q) _|with  N-{(1s,2R)-1-
(3,5-difluorobenzyl) -
B
2974 :ZZZ: ethylbenzyl)amino]’—_Z.—
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(Preparation 3) (0.15 g),
m.) was heated at 150 C overni ght,
and partitioned between 10 et hyl

copper (I) cy
at

ani de,

and N- nethyl pyrrolidinone (1

which tine the m xture was cool ed

acetate and ag. HC1 (1N). The organic

| ayer was \96!0%940 odsmegnesi um sul fate), concentrated unde?d %Fﬁ?ﬂ*%@ﬂéssure
and thehr esi uclaq\A/?iochr onat ogr aphed on 5| l'i ca gel using e JUvaooE) "
acet at e- rexahe {Zzomoo)—t0 gl ve—0-—066 18] T U m +
289. 2. Sege al so pre¢paration 7 for the o [()%Jréat\‘zjfi b&jljg of P?ﬁe aci d. |EXAMPLE
SP- 312 2R, 3S) - 3- am no- 4- (3, 5-di fl uor opghenyl '
(trifluoromethyl)benzyl]am no}but an- 2- 0%111 ‘% PSE‘%IE‘?)’?l%era?fo O\ 00 HHO
, O~H OH|H~ -~ H2NfiN' !l F ~ Nv v "CF H.= S fonll—@}le%a%léﬂei \ 1 |CF3\ f.
HCO HCI{ FF F A{m xture of oxirane(f d p) 5
(trifluornnpfhyl)hnn7vlén1nn (1.2 ¢ |n(2 & r o nyn | 2 was
Stirred at ref lux|foRud h, at which tig tﬁé PrHtE cdodPed dnd t he
sol vent Was rem)ved@ m ssiffid tucreRpen 63?040096 2
PCT/ US02/36072006 |19 J Q06" THe res| dde was partitioned et weer| et hyl
acetate and agq. HCl (1N) &nd> or ganjetvyaypere v fBiae] e8| sodi um
sulfate),| concentrated, and chronat ogr gE@xyRTEPYIEa‘gel using
met hanol -{di chl oron”ethane (5/95)F to gi ve| Dyorrgléfiipett-butyl | 5
(1S, 2R) - 128355- di f ljuor obenzyl ) - 2- hydr oxp13uljfgnyl)benzamide
(trifluorfonmet hyl) be nz%‘] am no} propyl car fomatie. adite cambawed @ 7@r-ug was
t hen rengved essent|i @4 m@m%m t hadhdescN-bédSi AREXAMPLE SP-1272. 10
EXAMPLE $P-313 3-]|( nyd ,|5>-Siéflhpnybbenydl €| acid {TMS Br
I\ - IM\ 1 MHKOH ~-N 2(PhE 3@ MOH | /H Qul, Et3N
quantitatiive OO0 §5%0 O 25 2 hcoon |ethylbenzyl)amino]-2-
hydroxypropyl}-4-
(pyrrolidin-1-
ylsulfonyl)benzamide
2976 (1:1)
(jﬁf ] \J:j\/ formic acid compound|731.0
GBI with N-{(1lS,2R)-1-
E;rm) ONEAVHF (3,5-difluorobenzyl) -
CFq \Q/ HCOOH 3_[(3_
FHOOOH | othylbenzyl)amino]-2-
hydroxypropyl}-4-({4-
| [3-
(trifluoromethyl)phen
yvllpiperazin-1- :
yl}sulfonyl)benzamide|
12977 (2:1)
0\\5,/0 N-{(1S,2R)-1-(3,5-  |546
~N” OH 1difluorobenzyl) -3-
v T:jﬁfagivﬂvi:j\/ [(3-
0 X F ethylbenzyl)amino] - -2
\E;T |hydroxypropyl}-4-
: F [ (dimethylamino)sulfo
2978 nyllbenzamide
' CN formic acid compound 546.0
\Wg OH with N-{(1S,2R)-1-
! HY}\,HVJ::lV/ (3,5-difluorobenzyl) -
o ¢ F .3_[(3_
\E;j/ HCOOH |ethylbenzyl)amino] -2-
F hydroxypropyl}-4-
[ (dimethylamino)sulfo
2979 nyllbenzamide (1:1)
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OH OO0 27 Step 1: A solution of nethyl
car bonyl ] benzoate (25) (200 ng, 0.58 mol),

3-br onp- 5-

[ (di propyl am no)
15 Pdd 2 (Ph3P)2 (16 ng, 0.03

nmol % and Cul (6 ng, 0.05 mol % in triethylamne (1.2 nL) was heated to
refl ux. silyl) acetylene (100 L, 0.7 mml) ER t he
bri ght yeH/ow 5046ut| on qui ckly turned orange then wen rm%?ig%zg
m nute. The—+reaction ,&ﬁ.bvﬂmo mi..cf“"n"ll?)g 609 c Joh\ﬁ
tenperature, dilut 1n%lr B r &€ f‘ &Eﬁ% ?JS X 15
nL). The |conbi ned dr gani Icst;ﬁ«%ﬂ@\w&kﬁd/ﬂ"ﬂh -742 'R 2006 WO
03/ 040094 - PCT/ US02/ 36072 199] 2006 |SAr X -), dried
(Na2SO4),| filtered,{ and ,gaspcentyated u18m JelSure(to gi ve net hyl
3- [ (diprlopyl am no)icar bonyl ]-5-[(tri met h§r£i yf yrﬂ benzpate 26 (185.5
mg): 1H NVR (300 Mz, CDCl3): S 7.95 (s u )$371H) [, 7.43|(s, 1H)
, 3.74 (s, 3H , 3.25 (br s, 2H) , 2.95 .S, 23506? 149 br s, 2H), 1.34
(br s, 2H), 0.79 (bf s, 3H), 0.56 (br setlmbbe Step 2| To a
stirred splution of| methyl 3- 10 YdroxYPrOPYl}benzaml
[ (di pr opy|l288i0no) carlponyl ] -5-[ (trinet hyl s¢eyldebhynyl ] benzoate 26 (185.3
ng, 0.49 |mmol) in I\/@@ 5 nL) was adde¢fommsel aeien casooxad|6249lnl of a 1
M solution in H2O, . ). H‘Fh‘qd su viblg honbgeneous br‘lown sol ugion
turned to a whi te/br thenlbenay kimmmin@minegl uti on] The
reaction {15 m xt ur el Was stlrre or "4 h,| ] sl fdomd WN-h CHC13 (40 nl)
separatedl and the ofganic |ayer SIC@lencemSazleH—hntﬁerS—r educed pressure to
provide .| 3-[ (di propyl am no) car bonyl ] - 5{d&f hyowdisesrzdi)c-3aci d |27 (14[. 8 ny)
> 1H NWMR |( 300 MHz, [CDC13) S 8.22 (d, {J(31 Hz, 1H), 8.05 (d, J =|1 Hz,
1H, 7.71 (d, J = 1] 20 Hz, 1H), 3.48 (brneshyPhdnzydl )amif®]-2H)y, 3.16|(br s,
2H), 1.71 (d, J = 7 Hz, 2H), 1.55 (d, Jhydfoxiforcddlived2@umid, J = ¥V Hz,
3H), O0.78Agp1 J = Hz 3H). The foll owilag ¢conpounds were al so prepared
usi ng the[—25 proce spclescrl bed aboverghdit hecsehermpdestssded bel ow
- 743 WD 0B/ 040096 2 Jﬁ\%ﬂ/ 3@%@ w9 ULY 120061 dvass - 1IEXAMPLE
St ruct ur e| Conpound Newe IR); d- &isfﬁlorobenzyl)_
: ‘[ j -1(3
L HCOOH ethylbenzyl)amlno]—Z—
hydroxypropyl}-4-
(morpholin-4-
: |ylsulfonyl)benzamide
12982 (1:1) )
- OJ’ formic acid compound|[585.0
= OH with 4-{[(2-
I:lfn ﬂ/(:k/ cyanoethyl) (methyl)am
inolsulfonyl}-N-
\qmm” {(18,2R)-1-(3,5-
|difluorobenzyl)-3-
[ (3=
ethylbenzyl)amino] -2-
hydroxypropyl }benzami
{2983 de (1:1) -
: Qxf {formic acid compound|614.0
i 1~ u OH [with 4-
Eij Hy;\/nvl:lw/'{[cyclohexyl(methyl)a
0 X F mino]sulfonyl}-N-
\Q/ HCOOH 1 {(1s,2R)-1-(3,5-
F difluorobenzyl)-3-
[(3-
ethylbenzyl)amino] - —2-
hydroxypropyl }benzami
2084 de (1:1)
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O difluorobenzyl)-3-[(3- HO-~N. S O et hyl benzyl )am no] - 2-
ydroxypropyl }-3-[(2 H QH H ydroxyethyl ) (nmethyl su N fonyl)am no] benzam de
*575.3 O- / FF 2999 Br 5-bronmo-N -(1S,2R)-1- L (2, 4- difluorobenzyl)
n~N | **644 ethyl benzyl )anm no]-2- 0 0 | ydr
646 FF d| propéﬁpggopht hal am de 3000 -{(1S, 2R -1-(3, 5 %ﬁ%ﬁ%’;w
. di fl uor openzyt)=3= -ol\l U ethytbenz UL 2—H-CGH+
y’droxypronyl }-3- [(2 xyeth éﬁﬁﬂ séu %:q éompom 637.0
| f onyl ) ami no] benzanmi I-HL‘I/‘\DN/ 0L or é ziﬁ/ R)-1-(3,5 O
" di fl uorobenzyl) - 3- 6 eth ,I:)amng]3 J} ?Pyl?:i ropyl}-|3 N H
nmet hyl sul f onyl ) netqy] ~1] e
[15{(18, oR]-1-(3,5- 0.0 f FluoHrzgg:en ben ZYE g‘?fn‘jﬁ B H
et hyl benzyl ) am no] - 2 ’\~ N ydr oxypropyl } F
ydroxybut 1 )sul fony[] / HJ -N3 , N3 _ F EBﬁl‘FSB Fifidadnde 3043
hydrochIOéde Hof{ H-{(1S, 2R -1-(3,5 |di BERZY FUREPR3- N~ i [N 7 N
J31,1 N ¢*2BF ethy benzyl)aning}-2- -édb&nzmm%v £opll -1l
(dlpropylanino)isoqjing; Iformlc acid compound|608.1
SN OH \/E:lv/ with N-{(1S,2R)-1-
T::Lrﬂg/\/H (3,5-difluorobenzyl) -
0 = F 3-[(3-
\[;r HCOOH |ethylbenzyl)amino]-2-
F hydroxypropyl}-4-
{ [methyl (phenyl)amino
_ {1sulfonyl}benzamide
2986 (1:1)
Q\f formic acid compound|622.1
SN 4 OH with 4-
E:j) ji:Hgnﬁ““H:iij\/ { [benzyl (methyl)amino
\E;r lsulfonyl}-N-
[~ HCOOR 1 (18,2R)-1-(3,5-
difluorobenzyl)-3-
[(3-
ethylbenzyl)amino]-2-
hydroxypropyl }benzami
2987 de (1:1)
Q\f formic acid compound|636.1
SN OH with N-{(18,2R)-1-
Q(HWH (3,5-difluorobenzyl) -
o = F 1321 (3= _
\Q/ Hcoon |ethylbenzyl)amino]-2-
F |hydroxypropyl}-4-
{ [methyl (2~
: "{phenylethyl)amlno]sul
12988 : 1fonyl}benzamide (1:1):
' j Q\f foriic acid compou2d1572.1
1SN OH wit -
f G\,(“\/\/“v@\/ {[allyl (methyl)amino]
0 3 F [sulfonyl}-N-{ (1S, 2R)-
\T;j/ Hcoon |1-(3,5- .
F difluorobenzyl) -3-
[(3-
ethylbenzyl)amino] -2-
hydroxypropyl}benzaml
2989 de (1:1)
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3004 F oline-7-carboxam de

JULY 2006 N~oH -{(1S,2R)-1-(3,5 o=s=0 difluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- "~

N NN ydroxypropyl }-5-{ [ (2- **703

-744 WD 03/ 040096 2 PO CT/US02//36072006 19

ydr oxyet h lYa O O F ino] sulfonyl}-N3, N3- di pr’d}g?r[ug Bam de
3005 F HN"XWI(}?%)E% 2R) -1- (3 5- 0=s=0 d|f| uorobenzyl) oLy off H
et hyl benzytjamnoi=p=—dig\WN-ydroxypropytiz sidl G FY{S onyI]
001 F-N3, N3 dp(b | soplt hal aqi dé.. Jo%é']l &fﬁ?% (%:- NN
di f1 uor ohlenzyl) - 3-[ 3 I B\/nz/ﬂ Lno a e%—h qml ) (b-
**648.4 ~~N N~ et hy 1 2, 4000 rF oxadring = H—CI
di propyl ijsopht hal an Elél 3007 FLbydroasl orr gy ,A’R) 1- (8,5 NN
di fl uorobenzyl )-3-[(3- N N et hykbenzgdH) ani ‘i y (9 Ol0 V F
ydr oxypr opyl ) - 2- 53[7 3 [ met hyl (met hyl sul ?gg Or(qtlienﬁya%r?l 6] 3- oxazol e- 4-
3008 F :cfarboxam de| F (1S, 2R)-1-. (3, 5- dl uor obenzyl ) - 3- F
et hyl benzlyl )ami no] -2 0 O H ydr oxypr opyl J© ﬁ%e N%;Z&IQI%
di propyl mal onam de | OH H . 3009 F 2-.{ (I]Sydﬁ??fypmpy(l bejrzaml
di fl uor ob ﬁ@l\-?-f\? E pfhylhpn7yl)an1ﬁﬁ]f% b ydroxypropyl 11 - N3 N3
- o 0\\5,/0 formic acid compound|574.1
N7 with N-{(1s,2R)-1-
Hvi:j\/ (3,5-difluorobenzyl) -
F 3-[(3-
\I;j}momi lethylbenzyl)amino] -2~
F hydroxypropyl}-4-
{ [methyl (propyl) amino
Isulfonyl}benzamide
2991 (1:1) :
: °\>s,/° formic acid compound|588.1
| >N H OH with 4-
/rJ Hg/\/nvlzj\/ { [butyl (methyl)amino]
0 = F sulfonyl}-N-{(1S,2R)-
. \Q/HCOOH 1-(3,5-
F difluorobenzyl)-3-
[(3-
ethylbenzyl)amino] 25
hydroxypropyl}benzami.
2992 de (1:1)
' . 0\\5,? |formic acid compound 602.1
1~ y OH . |with N-{ (15,2R)-1-
_ HWHV@\/ (3,5-difluorobenzyl) -
. . 0 X F | -[(3-
.' HCOOH |ethylbenzyl)amino]-2-
' F hydroxypropyl}-4-
1 { [methyl (pentyl)amino
1sulfonyl }benzamide
12993 (1:1)
: °\\s,j° 1formic acid compound 602.1 .
SN OH with N-{(18,2R)-1- :
: /C “{VHQV_ (3,5-difluorobenzyl) -
_ © '\QF 3-[(3-
HCOOH ethylbenzyl)amino] -2-
F lhydroxypropyl}-4-
{ [isopentyl (methyl}am
ino]sulfonyl}benzamid
12994 e (1:1)
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H di propyl bicyclo[2.2.11 N H H ept-5-ene-2,3 HOH HI i dicarboxanmide ON
3010 -745 WO 03/040096 2 PCT/ US02//36072006 19 JULY 2006 F
-{(1S,2R)-1-(3,5 difluorobenzyl)-3-[(3- F ethyl benzyl)am no]-2- OH

ydr oxypro N3 NH N di propyl cycl opent ane- H oM JEFTEMBER 2006

1, 3- di car%éé{%ﬁ’ P . 3011 2-{(1S, 2R)-1-(3, 5- F d|fluorobenz U"f“@c

ethylben vl\anlnnl- 0~ JL T ° Idrnvvnrngu 34 u1”ct“ #tgjb,ooﬁ S S H
HOHHAd propylthlenogs/f 2, 3- ]tthphelg E 5 imd'e F

1-{(1S, 2R) - 1- (3, 5- weﬁtw(glt et H%% 10] 2- |y
droxypropyl }-2- HH (5—( I(ﬁB d nedi am d¢ F
-benzyl -N -{ (1S, 2R)/ FI uor ohé [(3

et hyl bengyl ) am no]} 2- ~~N' v NYVHBOOH v ?53% amji‘ﬁ?]"[z". HHH

(di propy| ami no) - 2-| 3014 oxoet h{/:l Hobarc rﬁWH‘é’WIéJFOIFY@-‘(‘lA‘ chl qr ophenyl )- N1 i
((1S,2R)} 1-(3,5- F| difluorobenzyl)-3-[(8{metyH et hyl benzyl Jam no] 12 N- N H
H OH H ydroxypropy|l } -N5,"N5 ~\N ' 301Em§f—b¥bw 5@1‘&%& am|de' F
(2B)-N5-{(1S,2R) -1} eY~r (3,5-difluorolgh)gnjnolsulfonyllben
2995 zamide (2:1)

' RN formic acid compound|602.0

d :
\/“N’T:j OH with N-{(1S,2R)-1-
ﬁ HEAVN”J:j\/ (3,5-difluorobenzyl) -

o} F 3-[(3-
; HCOOH |ethylbenzyl)amino]-2-

hydroxypropyl}-4-

[ (dipropylamino)sulfo

12996 nyl]lbenzamide (1:1)
Qﬁf formic acid compound(574.0
N7

OH with 4-
,J Ti:Lrn«*vHvi:j\/_[(diethylamino)sulfon

© F y1]-N-{(1S,2R)-1-
HcooH | (3,5-difluorcbenzyl) -
F
_[(3_
ethylbenzyl)amino] - -2-
hydroxypropyl }oenzami

12997 de (1:1)

EXAMPLE SP-310
N—{(1S,2R)—1—(3,5—difluorobenzy1)—3—[(3—ethylbenzyl)amino]—2—
hydroxypropyl}—z—[methyl(methylsulfonyl)amino]—1,3—oxazole—4—

5 carboxamide

~737-



F 3-[(3- O ethyl benzyl)am no]-2- ~NAI HN Ydroxypropyl } -2 I NHH
(met hoxyi m no) -N1, N1- '3016 di propyl pentanediamde 1-{(1S,2R)-1-(3,5- F
di fl

i f uorobenzyl) 3-[(3- ~~ F ethyl benzyl)am nol - 2- 0 ~ H ydroxypropyl }- N2-|
2-0 ~~N' ydMi%pr opyl amno) -2 H OH H oxoet hyl - N22 EMBER2006
henyl gl yC| ham -746 20 SEPTEMBER 2006 WO 03/ 040096 P ZZ 19

JULY 2006 F -{(1S,2R)-1-(3,5 / N difluorobenzyl)-3%[(3-:
et hyl benzyl )am no]-2- O ~~ H ydroxypropyd } -N2, —Nzcl H N

i propyl cycl ohqg<ane- -di carboxani de 3028ocH H \ &H - {(1S 2R)

[ fI uor obenzyl )k 3- {(SLV%N/I _E et hyl bgl;m I )\am NO|DIEEA (O I } 3-
~OH\ he%ﬁyl pMépanani *Ex RHF 0”3 3019 1cr{2¢|ZL S ﬂ)N/L

di fl uorobenzyl )-3- N\ HC]—IHNHIO[(lld|OX|do e ( HHNS~

di hydro-2H1,2- ~ITi O enzothiazin-4- F H\ / 1) am noﬂlel
|ydroxypropyl) 5- iethylyN3, N3 3020 F di propylg sc/)p\hthgab@ de

1-{(1S,2R) - 1- (3, 5- d| fl uprqppbenzyl ) -3 CH4CN
S i S I Step 3
o// \/N/ko 5:3 THF/H,0 & \/N/(o
Step 4

+

AP
QH H\/@\/ O//S\N’EB\H/H\/Q\H/H\Q\/
HN AN HATU /N I
2 F DMF
\Q/ Step 5 F
F

F
ethyl 2-amino-1,3-oxazole-4-carboxylate

Step 1. To a 250 ml 3-neck round bottom flask was added
(20g, 0.3332 moles) urea, (150ml) ethanol and (42.42g, 0.2175

5 moles, 0.65eq) ethylbromopyruvate. The mixture was then
heated under agitation to reflux for 16 hours. The reaction
solution changed from yellow to red in color. The reaction

solution was then evaporated to dryness and the crude product
was taken up in (50ml) water and (150ml) ethyl acetate. The
10 pH was adjusted from 1 to 10 using 2N sodium hydroxide,
;hanging the biphasic mixture a dark red. The mixture .was
separated and the agqueous phase was extracted twice with ethyl
acetate. The organic layers were then combined and washed
with water and brine. The resulting yellow solution was
15 concentrated to ~50ml, causing an off-white so0lid to
precipitate out. The solid was _filtered off and washed with
ethanol and diethyl ether. The mother ligquor was then
evaporated to dryness and the resulting oily solid was taken
up in (150ml) ethyl acetate and concentrated to ~50ml. An
20 off-white so0lid precipitated out. The mixture was cooled in

an ice bath, and the so0lid was filtered off and washed with
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CNHOHHNHO [(1,1-dioxido-3,4- NH N g dihydro-2H1, 2 O '/

othiazin-4- F HI)am no] -2 ~ ydroxypropyl}-5- ethyl -N3 , N3 3021 F
ropyllsophthal am de -{(1S,2R)-1-(3,5- Odifluorobenzyl)-3 CNHOHHS
(2, 2-di 4~ N= N Odihydro-1, 2 OO0 - enzoxat h?qpfﬁﬁp 3 Q06/ /

I%(rlnsng]R)-1 (gd‘goxyp(rjo?lyl} 5- et hyI N3 N3 3022 F di propy mde

- I.f| uor obenz 2,-2--di QX .

NN - 0 dieﬁFBFleilaEd @ﬁ%?&%h?pﬁe% é%?f‘feaﬁﬂi{%? % amirgro%yprog%\yé% 54

et hyl - N3 oo N3x3088e F (1 Propydy sopht hal am de -747 WO 03/040096 20 PCT/USO /3

B',072006 19 JULY 2006 1-{(1S,2R)-1- (3,5 difluorobenzyl)-2- HHOMH

ydroxy-3- [ (7-nethoxy- "~N NON 1,2,3,4 o o H tetrahydronaphthalen- F

I-yl)am %)%L%ELOEM ékméthﬁi&yifé\%gl'%ﬂ&% dl—lakawiésmpclsaﬂ&lmm

--{(1S, 2 enzyl) -2 H H=_H H ydroxy- r‘&PI tghoxy-
pr

A~N NBN 1, 2, 384ep @ - Hot &t rPéhyedr GiTESH IeaRe ViR Wagl \Addgd

thyl - N3 2 -
o flyuorognénnzy ? tgwopyb' SRPRL bl Ad.ge o 1k {a( L3rBBky1ats, 5 wmoml

dichloromethane and (1.39ml, 7.9797mmoles, 1.25 eq.) N,N-

enz
dip
O [

a

diisopropylethylamine. To the reaction was then added
{0.545ml, 7.0415 mmoles, 1.1 eq.) methanesulfonyl chloride,
10 and the reaction was agitated for 14 hours. The reaction was
then eﬁaporated to dryness and purified using a Biotage silica
gel column, resulting in (272mg) of ethyl 2-

[ (methylsulfonyl)amino]-1,3-oxazole-4-carboxylate.

15 ethyl 2- [methyl (methylsulfonyl)amino] -1, 3-oxazole-4-
cafboxylate |

Step 3. To a 25 ml round bottom flask under N; was added

(101.8mg, 0.4346 mmoles) ethyl 2-[ (methylsulfonyl)aminol] -1, 3-

oxazole-4-carboxylate, (180.2mg, 1.3038 mmoles, 3.0 eq.)

20 potassium carbonate, and (5ml) acetonitrile. The mixture was

then agitated at ambient temperature while (33.8ul, 0.5429

mmoles, 1.25 eq.) iodomethane was added. The reaction was

allowed to run at ambient temperature for 3 hburs. An

electrospray mass spec indicated mostly starting material.

25 The N, line was removed and an additional (40pl, 0.6425 mmoleé,

1.5 eq.) iodomethane were added. The reaction was left at

ambient temperature overnight. The reaction was quenched with

(5ml) 1N HCl and was extracted with dichloromethane. The

organic layer was washed with water and then evaporated to

30 dryness. The resulting oil was purified by preparative HPLC,

yielding (70mg) of ethyl 2-[methyl (methylsulfonyl)amino] -1, 3-

oxazole-4-carboxylate.

-739-



A1 H off H ethylbenzyl) amno ] -2 ~N ydroxypropyl}-5-(1H **632.3 o0 o -
F imdazol -2-yl') -N3,N3- dipropylisophthal amde 3026 F -{(1S, 2R)-1-(3, 5-
-~ NH9H H di f luorobenzyl) -3 - [ (3 - DLY N__, ~N ethyl benzyl)am no] - 2-

0 q F ydr - }-2- **522 ropyl-1,3 F enzoxazol e- 6-20 M am de
-{(I's, 2R)%8?§?‘@¥6N C, ly Hoff Hi t diquorobenzyI)-SPﬁ%%m ., ~N

et hyl benzyl)am no]-2- 0_F roxypropyl.}-2- **494_et hyl - - Ppry2toe
enzgxazoééi%@tﬁy&QWEB§§ﬁ?ﬂig“§éé%mﬁs%ﬂ%&h96?53501%:?%é%$%é;yH%gJaCld
utmlﬁfjno)iulF%g Lh.0~fﬂ31;{5?1?12Bb$%?(BoﬁgHmQHleﬁiMbuom@ﬂedzyﬁﬂmﬁﬁ.[(3
N~ ".-Ne enz am nol -2- ** 0 F ro r | .} - N3, -

di pr opyl ios-@plﬁ’ﬁhgl %ﬁéész 3029t K. ¢ [%—etfrxe.thww?ﬁ&ﬂwﬁ%ﬁ&yaﬂﬁno13'3525

fonyl } - NGy ot eHa 9B FobxDiradh (3, 3sdi. Bhyor ohenzyl) - mndisks, **516 Oeq.F

et hyl benzyl')am no]-2- i ydroxypropyl } -N31N3- 3030 F

di pr opy! ilsicyiuimalhvdreecidrag (A0S0 045096 Y dpefruap2Arded22886) ¥§tsBLY 2006

-{ (1S, ZR)'fl’eﬁ- (r%f%tygg gzﬁsHaaiifcgueaOQengmé&[&éﬁp@@émmebe:r&yh)zamom]s-.z- o F
ydr oxypr opyl }-2- 22 1sopropyl-1,3- enzoxazol e-6- 3031 F carboxam de D, H
DH H ( 25)The\ feédiSio2Rwas]l complete by electrospray mass spec. The

reaction was worked up by adding (5ml) 1N HCl and then

extracting with ethyl acetate. The organic layer was washed
10 with water and brine and then dried with magnesium sulfate.
The solution was then evaporated to dryness, leaving (44.6mg)
of 2- [methyl (methylsulfonyl)amino]-1,3-oxazole-4-carboxylic

acid.

15 N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-( (3-ethylbenzyl)amino]-2-
hydroxypropyl}-2- [methyl (methylsulfonyl) amino] -1, 3-oxazocle-4-
carboxamide

Step 5. To a 7 ml screw cap vial was added (20.9mg,
0.0949 mmoles) 2-[methyl (methylsulfonyl)amino]-1,3-oxazole-4-

20 carboxylic acid, (36.7mg, 0.1097 mmoles, 1.15 eq.) (2R,38)-3-
amino-4- (3, 5-difluorophenyl)-1-{ (3-ethylbenzyl)amino]butan-2-
ol and {(54.6mg, 0.1436 mmoles, 1.5 eq.) HATU, followed by
(1.25ml) N,N-dimethylformamide. The reaction was placed in an
orbital shaker and was left at ambient temperature for 2

25 hours. The reaction was quenched with (2ml) 1N HCI. The
clear solution was extracted three times with ethyl acetate
and the combined organic layers were washed with saturated
sodiﬁm carbonate solution and then brine. The solution was
then dried with magnesium sulfate and evaporated to a clear

30 o0il which was purified by preparative HPLC, resulting N-
{(18,2R)-1-(3,5-difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
hydroxypropyl}-2- [methyl (methylsulfonyl)amino]-1,3-oxazole-4-

carboxamide (15.7mg).
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(3 0 ethyl benzyl)am no]-2- F ydroxypropyl}-2-
ethanamde HH (2R) -N-{ (1S, 2R) -1 H

(3, 5-difluorobenzyl)- 3- [

hyl )
(3- Y)Y~ NDHH O ethyl benzyl)am no]-2- F
1-

ydroxy-2-(1 3032 F aphthy
(3, 5-difluorobenzyl)- 3-]

ydr oxypro r oxy- 2-( 3033 F apht hyl ) et hanam de 2(FSE 061- (3, 5-
Z~HH di fl %lr)}g%/gr?}z{%l) 3-[(3 ethyl benzyl)am no]-2- 0O ydroxyerngy E?gdgl cgt

I nam de N3034NOHHO—|H1{(1S 2R) - 1- benzyl - N 3-[(3

et hyl benWMEné]Pé NON ydroxypropyl } -N3- * * 56 9.3 00

et hyl - 5- (ngt:ingxaz@h;aaoyb}[{ﬁBpB@@ﬁlmmmd)lmmhmnbendeata O,NOHHO -

N~~N N **642. 0.0 - F= H-y I, 3036 F n O, NHOCHH O A~N N~ N—/
**614.4 O 0O- F%HI, 3037 F -749 WO 03/ 040096 2 PCTI US02/ 36072006 19

JULY 2006 ~N 1-{ (1S, 2R)-1-(3,5

fo¥ W

5
Methyl 3-bromo-5-[ (dipropylamino)carbonyl]benzoate
(Preparation 3) (0.15 g), copper (1) cyanide, and N-
methylpyrrolidinone (1 mL) was heated at 150 °C overnight, at
which time the mixture was cooled and partitioned between
10 ethyl acetate and ag. HCl (1N). The organic layer was dried

(magnesium sulfate), concentrated under reduced pressure, and
the residue was chromatographed on silica gel using ethyl
acetate-hexane (20/80) to give 0.066 g of the desired product.
ms (m + H) 289.2. See also preparation 7 for the preparation

‘15 of the acid.

EXAMPLE SP-312
(2R, 38)-3-amino-4-(3,5-difluorophenyl)-1-{[3-
(trifluoromethyl)benzyl]amino}butan-2-ol dihydrochloride

oJ<

-0

20

o QH .H
- H . 3 . = .
H 'N - HZN\E/\/N CF3

Q U

—
F\ Y v@\ CFy F
\Q/ HCI
_ HCl
F
A mixture of oxirane (1.0 g) and 3-

25 (trifluoromethyl)benzylamine (1.2 g) in isopropyl alcohol (25
mL) was stirred at reflux for 4 h, at which time the mixture

was cooled and the solvent was removed under reduced pressure.
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di fl uorobenzyl )-3-[.(3- ~N NN eydroxypropyl}-5-[1- **690.3 0 o F
. (ethoxynethyl)-1H | im dazol-2-yl] -N3, N3- 3038 F di propylisopht hal am de
-{(1S,2R)-1-(3,5 0 H gH H difluorobenzyl)-3-[(3- N -~N et hyl benzyl)am' noj - 2

N/ o- Fygr opyl }-2- **522 ropyl-1,3- HCl enzoxa 2l oxam de
. 3039 hydr‘yé(g ?/?c)()%we {(18 2R)-1-(3,5 0 HOH H difl uoro%qg%?y %

N NN
et hyl benz ani nQ r.0 ro ** 52 SO HC
enz)(;xazol Zpk% FCa Sxéﬁ’rﬁs é’%ﬁﬁdoﬁegr%ﬁ%r&%d%tg}’%(fgegﬁ% Q?gpéq itﬁ
di fl uor obenryl )aﬁd[ (the o@gagllN enhyébenz/géx)eanldmdu]edz (yod by preapiyiaked ,H OH

et hyl rreth am noj s I benzanj de **560, . .0 - F 3041 F,

"L, Dy ERphsEATeRl Lt £ PRETSBAASIER [ (39 \ RYLiGPhy| Behsy PR no ]
-2 0 F yehlé@hMﬁbgzpachhzor él&{laneet rowsa) 3‘l:oHC§|;J.\6é\ZQX&ZQj eob Faarbaxgm de
3042 hydrochloride O's % d| fl uorobenzyl)-3-[(3-
H 9H HP ~. {1&¢ R}P béni%?a%%}or;obeqﬂywr 8x§?y 6@§¥}35ﬂ *644 0 0 F

(et hyl Sult0myh ) o NandBry o 5 5508 abLaY 48:53048: F - 750 20 SEPTENBER
2006 WO 03/ 040096 PCT/}(JSOZ/S 072 19 JULY 2006
The carbamate group was  then removed essentially using

the method described in EXAMPLE SP-272.

10 EXAMPLE SP-313
- [ (dipropylamino)carbonyl]-5-ethynylbenzoic acid

™S
H =—TMS H 1 M KOH
- —_——
PdCl,(Ph;P) ;
OMe 2AFN3E), N OMe MeOH
CuLEGN - > quantitative
o) 0] 85% 0] 0]
25 26
27
Step 1: A solution of methyl 3-bromo-5-

[ (dipropylamino)carbonyl]benzoate (25) (200 mg, 0.58 mmol),
15 PdCl,(Ph3P); (16 mg, 0.03 mol %) and Cul (6 mg, 0.05 mol %) in
triethylamine (1.2 mL) was heated to reflux. (Trimethylsilyl)
acetylene (100 uL, 0.7 mmol) was added, and the bright vyellow
solution quickly turned orange then went brown within a
minute. The reaction mixture was stirred for 3 h, cooled to
20 room temperature, diluted with H;O (20 mL), and extracted with
CHCl;s (3 x 15 mL). The combined organics were washed with
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0S 1- { (1S 2R -1- (3, 5 'Odifluorobenzyl)-3-[(3- H 9H H et hyl benzyl)
amno ] -2 - * ydroxypropyl}-5- 645.0 o O (nethyl sul fonyl ) -N31N3-: 4
di propyl i sopht hal am de. 3044 HCl1 hydrochloride -{(1S,2R)-1-(3,5- N C

di fl uorob <[ (3- ethyl benzyl )arri nol-2- HOH H yd R2BEN~/ N

Et ht lhll 339‘5%‘%{%%%2%““6%0' e-7- 0 F ca]r boxam de HC?/ Lydr!oc{%wfyé&, . 3045
et hy - O (3,5-di fI

et hyl benS¢EPERFAS] - %aé:\?‘ =- ~/NL§/ljro ngﬁ%ﬁﬂg’) ‘ca ﬁg&@%r%d and

rbonyl | bepzeaherad 3Qh6eF - {r(eascaa) :bj:(e%si‘re~ did | lmi\fmenmgtl).yz A3H gH

ydroxy-3-[(5-nmethoxy- / N 1,2,3,4 0 0 F tetrahydro al I

1-yl ) am r{d}ippesspy}alsm@ @WOHAM 5d tripgshpl é?hg’p%l? pﬁthr‘?éllzgﬁitﬁe NI -

{(1S, ZR) fig% 30" ‘;%;guo“‘%f)%ﬁ%" 3(?0 H yepexyy 3- 3(%5 sﬁt |('QXY1H'5 “N 72 3,

ro 5- y

400F & pht hal en- 1-yl)am noJ propyl } -
3048 ¥ i RI’st)lk-Il sophnbal(am dg) , 03 LAN- 04.973H) 0 HEBN (vr @, HI\ZH/ ‘H2. 3@49135 751

WO 03/
040096 29 CT/USO%£/36O7%386 1.34 (br s, 2H), 0.79 (br s, 3H),

0.56 (br s, 3H), 0.06 (s, 9H).

Step 2: To a stirred solution of .methyl 3-

10 [(dipropylamino)carbonyl]—5—[(trimethylsilyl)ethynyl]benzoate
26 (185.3 mg, 0.49 mmol) in MeOH (2.5 mL) was added a solution
of KOH (2.9 mL of a 1 M solution in H;0, 2.9 mmol). The
resulting homogeneous brown solution turned to a white/brown
suspension, then to a clear brown solution. The reaction

15 mixture was stirred for 4 h, diluted with CHCl; (40 mL),
separated and the organic layer was concentrated under reduced
pressure to provide . 3-[(dipropylamino)carbonyl]-5-
ethynylbenzoic acid 27 (141.8 mg): 'H NMR (300 MHz, CDCli): &
8.22 (d, J = 1 Hz, 1H), 8.05 (4, J = 1 Hz, 1H), 7.71 (4, J =1

20 Hz, 1H), 3.48 (br s, 2H), 3.17 (s, 1H), 3.16 (br s, 2H), 1.71
(8, J = 7 Hz, 2H), 1.55 (4, J = 7 Hz, 2H), 1.00 (4, J = 7 Hz,
3H), 0.78 (d, J = 7 Hz, 3H).

The following compounds were also prepared using the

25 procedures described above and the schemes described below.
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-{(1S,2R)-1-(3,5 difluorobenzyl) -

2- ydroxy-3-[ (6-nethoxy-

\

NH OHN 1,2, 3,4 0 tetrahydronaphthalen- F H 1-yl)am no] propyl }- 5-
ethyl -N3, N3 | ipropylisophthalam de 3050 F 1-{(1S,2R)-1-(3,5- i
difluorob ao_ N N~NN [ (1S)- 23d|hydroIHOOH|nZDﬁf-d/P15 {B!%q?q%] 2-
ydroxypropyﬂﬂl 0“”(’)S’IE et hyl - N3, N3 3051 F di propylisopht hal am Tng LY 200
1-{(1S,2R) - 1-(3, 5= 41,d|f|nnrnhgn7vl\ 3-[ ({3 F ethylbenzyamno ¥)ss O "~ H
ydr oxypr opy N2, N2- H I}:l N dlgpropyl cyc oh emspremnd3f&ge t4)OH Hlfa|
1, 2-di car bcf:#ﬁ’ -{(1S, 2R r&"‘( ~i dif| uor obenzyl) 3-[(3- | spec
et hyl benzyl }am-ho}1+2—6=S=0-6 \,n OXYyPTr UPyN Il__ 3 L_\LI'() (2 H>*%616 N
din-1 OF 1] sul fonyl } bengam de .3053 F - gi&
di f1 uorobenzyl) - 3- [Ho3- ~ ,E\/‘Ll, - et hyI benzyl ), mo _ J_-I H
ydroxypropyl}-4 / N 7~N { ethyl (methyl) hg,a} o§yl * 5 O F.
| f onyl } benZam de i | 30 fipr raHc paci ONMPQYAGky @ n91 ) (niét'ﬂyjN;L{ 1S, 2R)|-1 N
of f (3,5-dilf | uor obg¢nzyl INSENZY - [ F5AP0Gminel baHhepnay | )P ng] - 2
0 = E .
F
2999
or 5-bromo-N'-{ (1S, 2R) -1~
IS I o
i E/\/ ethylbenzyl)amino]-2- . **644'
° © tI:j\ hydroxypropyl}-N>, N>~ 646 '
5000 E F dipropylisophthalamide
N-{(1S,2R)-1-(3,5- °
g: ldifluorobenzyl)-3-[ (3~
AO~Nxg lethylbenzyl)amino]-2-
jhydroxypropyl}-3-[(2- - _
Ho 9" ou methoxyethyl) (methylsu| ..o
: \{A\/N 1fonyl)amino]benzamide
o = F hydrochloride
\T:;j/ HCl
3001 F
| N-{(1S,2R)-1-(3,5- _
O:S\‘o laifluorobenzyl) -3-[ (3-
Jethylbenzyl)amino]-2- '
H OH H , hydroxypropyl}-3-
N T N [ (methylsulfonyl)methy
g |1 1benzamide *%531
o] :\©/F '
F
3002
o IN*-{(1s,2R)-1-(3,5-
Ossy difluorobenzyl)-3-[(3-
OH Yy ethylbenzyl)amino]-2- ,
AN ny/\/N\/E:J\/’ hydroxypropyl}-5-[(4- : x%707 |
o) o ¢ F hydroxybutyl) sulfonyl] _
\Q/ -N°, N3 -
Hol dipropylisophthalamide
B003 F hydrochloride
2 H QH H NT{(lS,ZR)-l-(3,5—
N N_AUN difluorobenzyl)-3-[(3-
! 3 H E ethylbenzyl)amino]-2- *%589 .4
i 1\\ hydroxypropyl}-1- :
(dipropylamino)isoquin
3004 F oline-7-carboxamide
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f luorobenzyl)

2- H ydroxypropyl}-3,5 0 dlnethylben

(3, 5-difluorobenzyl) -
pro NHHpH u|1

::m nn

-3-[ (3 - N/ H

00 F 3-{

5?2/

908

FBEF F

(3, 5-di
ydr oxypr
(3,5- i

- N5,
S, 2R) - 1-
kaps noj -

|- 3057\”?
f 1 uor|dbet
opyl
At AN

2- yI)|sopht

RS

?”%“:fﬁ?

e wﬁ
ﬁﬁggbm' Ak

) ﬁéﬁﬂvﬂ
Rl BEDE

A R

]
gl
a

A
a4

(3,5-difluor

nzyl) -

2- NY "N ,H Nydroxypr(

3

Lﬁﬂhde
nréﬁyih hthbf%mlde
pyl }

-2 H  HOH}

N
noj - 2-

_p **703p
3059

d et hyl

Eng, N2

yipenta

3006

~ HF €

edi am gg~ F (25)- N6-{(

- 24

H
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8- 2R s,bR) (85 &,di-f | ug
difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-
hydroxypropyl}-5-

[ (ethylamino)sulfonyl]
-N3, N3~
dipropylisophthalamide

robenz

| **673

yl)

3007

N*-{ (1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-

lethylbenzyl)amino] -2-

hydroxypropyl}-5-(5-
methyl-1,2,4-
oxadiazol-3-yl)-N°, N3~
dipropylisophthalamide
hydrochloride

1**648.4

13008

N-{ (1S,2R)-1-(3,5~-
difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-

[hydroxypropyl}-2-
{[methyl (methylsulfonyl
)aminol-1,3-oxazole-4-
Jjcarboxamide

* * ok Xx

537.3
(+)

Boos

N~ {(1S,2R) _
difluorobenzyl)-3-[(3-
lethylbenzyl)amino]-2-
hydroxypropyl}-N°, N3~
dipropylmalonamide

-1-(3,5~-

3010

IN*-{ (1S,2R)-1-(3,5-

difluorobenzyl)-3-[(3-"
ethylbenzyl)amino] -2-
hydroxypropyl}-N°, N>~
dipropylbicyclo[2.2.1]
hept-5-ene-2,3-
dicarboxamide
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-3- F.

-2
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[-N

[3012

I N-Z
IN_

0 OH I)nethyl]am no}-
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-2 - (N5 J 2R - yeltb>6yp3 d
difluorobenzyl)-3-[(3~-
ethylbenzyl)amlno] -2-
hydroxypropyl}-3,4-
dimethyl-N°, N°-
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b] thiophene-2,5-
dicarboxamide
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3013

N'-{(18,2R)-1-(3,5-
difluorobenzyl) -3-[(3-
ethylbenzyl)amino]-2-
hydroxypropyl}-2-
phenyl-N°, N°-
dipropylpentanediamide

N?-benzyl-N'-{ (1S, 2R) -
1-(3,5-
difluorobenzyl)-3-[(3-.
ethylbenzyl)amino] -2~
hydroxypropyl }-N?-[2-
(dipropylamino)-2-
oxoethyl]glycinamide

3014

13015

3- (4-chlorophenyl) -N*-
{(1s8,2R)-1-(3,5-
difluorobenzyl)-3-[(3-
ethylbenzyl)aminol-2- -
lhydroxypropyl}-N°,N°-
ldipropylpentanediamide:

{(2B) -N>-{ (1S, 2R) -1~
(3,5-difluorcbenzyl) -
j3—[(3¥' ) :
lethylbenzyl)aminol-2-
hydroxypropyl}-2- '
(methoxyimino) -N', N*-
dipropylpentanediamide

13016

3017

N*-{(1S,2R)-1-(3,5~
idifluorobenzyl)-3-{(3-
ethylbenzyl)aminol-2-
hydroxypropyl}—Nz—[Z—
(dipropylamino)-2-
oxoethyl] -N%-

phenylglycinamide
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[: %? dihydro-2H-1, 2-
0 benzothiazin-4-

l)amino]-2-
hydroxypropyl}-5-

: methyl-N°, N°-

- 3020 dipropylisophthalamide
' N'-{ (1S8,2R)-1-(3,5-

difluorobenzyl) -3-
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N '3490 F O 1-butyl-N-{(1S,2R)-1- 3 H
et hyl benzyl ) am nol -2- o ydroxypropyl }-
i ndol e- 6-carboxam de F ,3491 -((1S, 2R)-1-
HHH/ | .M@o ethynylphenyl)cyclop
ydroxypropy ) |sopentyl(neth 1)
3492 hydl’OC H-eri-de HH1S2R—4 (

/' N NN ethylahenyl)c
ydroxypropyl)-3- F
3493 ydroch{oride .
N N-<N (3 D H ethy

(di propylamno)-1 .
2006 WD 03/ 040096 -
0di f | uor obepzyt) - 3-

di f1 uor obenzyl) -
| uor oacetyl)-1H
di f | uor obenzyl) - 3- {[1 /1
r Fyl] aniﬁ@?*?FMB
I gz
F 1] 35 ﬂféﬂ) 253[(3-

hyl benzam de
g fl} thp enzyl)-3t{[ 1-
?tﬁ&akéml 'y roxypropyl -4 F
(&ﬁﬁbggﬁﬂkﬂﬁox§ﬂ5 20 SEPTHVBER
2006 -bipHddy11$-, 2R) - 1- (3, 5
lcarboxamide
4'-butyl-N-{(1lS,2R)-1-
(3,5-difluorobenzyl) -
B-1(3- -
ethylbenzyl)amino]-2- -
hydroxypropyl}-5-(1, 3-
thiazol-2-yl)-1,1'-
=/ biphenyl-3-carboxamide

<<

13536

3'—butoxy -N-{ (1S, 2R)
-(3,5-
dlfluorobenzyl)—3-[(3—
ethylbenzyl)amino]-2-
lhydroxypropyl}-5-(1, 3-
thiazol-2-yl)-1,1'-
biphenyl-3-carboxamide

13537

N-{ (1S,2R)-1-(3,5- :
difluorobenzyl)-3-[ (3~
lethylbenzyl)amino] -2-
hydroxypropyl}-3'-
isopropyl-5-(1,3-
thiazol-2-yl)-1,1'- _
biphenyl-3-carboxamide

13538
: 13'-(acetylamino) -N-
{(1s,2R)-1-(3,5- _
. [difluorobenzyl)=3=[(3=].. ... ... .
ethylbenzyl)amino]-2- 1
hydroxypropyl}-5-(1,3-"
thiazol-2-yl)-1,1'-
biphenyl-3-carboxamide’

B539

N-{(1S,2R)-1-(3,5- _
|difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-
Thydroxypropyl}-2'-
methyl~5-~(1,3-thiazol-
2-yl)-1,1'-biphenyl-3-
carboxamide

3540
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HOHH ~{[(4R)-6-ethyl-2,2- NN di oxi do-3, 4-di hydro- 0 = 1Hi sot hi ochronen-4
F O O 1] am no}-2- ydroxypropyl)-4-(2- ethoxyethyl)benzamde F 3495 F
1-{(1S,2R)-1-(3,5- / dlfluorobenzyl) 3-[(3- F ethylbenzyl)an1no] 2 0 J.l9H
ydroxypro 6h ﬁ % ---'"-N NN (dlnethylanlno)but /6

di propylisop i am de' or ELAN158113 3496 ELAN-158116 OEH

HN-NH F 3497 F L LAN-158128 --2 _6-dichlorg-N—No\ ({19 onx cl' N
O\ / ifluorobgnzyl) -3-{ [1-' (3 HN~; R t%{ﬂyﬁgFEH%ﬂyl)cyclop o F
mino) -P- ydroxy| i e--%. a Bob 33F O|F :F.F
S B T ‘%

la !

(1S, 2R) -1} (3,5- ~ %

hynyl phenyl ) cycl o QRM orprolin-4 yl -
(tr -cclg}g%%%%]]gg%,l §_5L§ 56 <>EPTEIVE§ R

ifluorqnethyl)
2006 WO 03f 040096 . biphenyl-3-carboxamide

3541
: N-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-
hydroxypropyl}-4'-
hydroxy-5-(1,3-
thiazol-2-y1)-1,1"'-
biphenyl-3-carboxamide

3542
' 14'- (acetylamino) -N-
{(1s,2R)-1-(3,5-
difluorobenzyl)-3-[(3-,
lethylbenzyl)amino]-2-
hydroxypropyl}-5-(1,3-
thiazol-2-y1)-1,1'-

: biphenyl-3-carboxamide
3543 |

N-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-
hydroxypropyl}-3-(1H-
pyrrol-2-yl)-5-(1,3-
thiazol-2-yl)benzamide

3544

IN-{(1S,2R)-1-(3,5-
jJdifluorobenzyl)-3-[(3- : _
- lethylbenzyl)amino]-2- [ -~ - - -
hydroxypropyl}-3- [(E)— ;
12~ (4~ )
{£luorophenyl)ethenyl] -
5-(1,3-thiazol-2-
Iyl)benzamide

N OH N-((15,2R)-1-(3,5-
11 H T n O difluorobenzyl)-3-{[1-
L\¢J\N/ YT (3-

o = > {E\ethynylphenyl)cyclopro
F pyl]lamino}-2-
hydroxypropyl)pyrimidi

13545

ne-4-carboxamide

3546
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19 JULY 200

' 3507

00O 1H-tetraazo|-5-

6 SOHOHH O-.NHO **688 ~I 0 :3506 5- Hoff HNNGAdi f
| uor obenzyl) -3 - ~N N~~N} NN ({[ 1-(3-et hyl phenyl)- |
**648 | / \ 1] methyl}am no)-2- ydroxypropyl]-5- F ethyl-N3, N3
di propyli HOHH/ I 3-(allylsulfinyl)-N2

(3, 5405sS
1] am no) - 2
i fl uor obenz

(di met hyl an

-{(1S,2R) - 1}

am no.|--2-|.

-5- 1 HpH
3' -cyano- N-
et hyl benzyl

WHPLpagm de

uorobenzyl) 3-([1- O F (3- **

E ydroxypropyl)benzam d

et hyl pheny%wzg%\%x R)SSE%lé

3508 e E 1 u1q 2R

yI).3-[(3 F et yl benzyl ) am no/— N‘I-q( ﬁr%ﬁyr}rcpyl} 5t [ 3-
i no) propyl ] P RH-N3, N3 _/d r'5 ‘%056 thaldmide N .3520 F
(3, 5- {- dlr\:‘/Qo/nQ%e@zyl . 1?"3113’1&0%{%% nzyl ) ::
C_ O f noxymethyl )
H i (1, 3eth’azol - BNYI A NH1" - bi )@p Iﬁi.) arboxam de (8521 F
{(1S,2R|-1- I | (3 ,:5 -di f lugrebenzylla_—- 3[(3iZOH,,lF
am no]-2- NH, ND Foxypr%i%idi&_z;_(l, 3 -
lcarboxamide
3549
\/\N/\/ ((1s,2R)-1-(3,5-
//dlfluorobenzyl) 3- {[1—
N N (3-
/k§/ﬂ\T¢ ethynylphenyl)cyclopro
N pyl]amino}-2-
O HN\//\\/NH thydroxypropyl) -2-
z (dipropylamino) -6-
F orpholin-4-
vlpyrimidine-4-
carboxamide
F .
3550 !
: \\V/A\N/\\// N-( (1S,2R)-1-(3,5- ‘
, /y<ﬂ1fluorobenzy1)—3—{{1—
\L N/ N (3-
L ethynylphenyl)cyclopro
: pyllamino}-2-
HN\V/A\V,NH thydroxypropyl) -2, 6-
H bis (dipropylamino)pyri
\T:;:]/F midine-4-carboxamide
13551 F

* means M/Z2 (EI)

** means M+H (CI)

*%% means OAMS
****

‘means MS Data
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H OH H thiazol-2-yl)-1,11 iphenyl -3-carboxamde N S U 3522 -817 W
03/ 040096 2 PCTI US02/ 36072006 19 JULY 2006 F H -{(1S,2R)-1-(3,5
i fluorobenzyl)-3-[(3- O jethylbenzyl)am no]-2- \ ~ OHF ydroxypropyl }-2

N

H N (1, "' _et hoxy-5- (1, 3-thi azol - H 2-yl)-1, 12
car boxani %W‘§°9§523 FEE . {(1S,2R)-1-(3,5 F 0 d|fluor 6" 0;5(3 0 F

et hyl benzyl ) am no] -2- H% ydroxyprg 1 i-5- (1, 3- N ~, Nthi azo -3
OH H (trifluoromethoxy)- Ns .1,1 enyl - 3- car boxam de 3524 F

-{(1S, 2R) - 1- (3, 5- Odlfluorobeln )-3-[(3- B Foethyl benzyl ) #ni 88] -2 N, H,, N
ydr oxypr opyl }Heﬂ\/j\ orp—(1,pag3" \1’#"72%0"-2—-)"90 f\f}(x%

bi phenyl - 3- car bc'r_;(am de 3525 ,1: {(1S,2R) - 1H, K, di f1 uor obeizBdBs- 3-[ (3- 0

F et hyl benzyl yam'no] - 2 | lgl ydroxypropyhl) -4 ' - HH Oy
(di et hyI am no) Us-7 (1, 3- th| a#81-2-y1) NS 11" -bi phenyl - 3- car boxani de
3526 F T-{(1S,2R)-1-(3, 5- déf I Hor obenzyl ?_l OLI(§I p 'ethyl benzyl)am no] - 2-

z | — H
HoN N, N N, _Ac—NH, o0
W R, «—— PG~ \/§( R, 4—-—(Vl) 'PG’NY\i\
Ry R2Rs R, Rz R3 2 R3
I:!1 'R2
) (Vi) V)

1Couple with Ry
H OH H )P(G.= p;’otegting group
N A N. 1 is a leaving group
A Y K R
'H1 RZ Ra

X)

CHART B
0 H O H

H N
/'ng(n Rc—NH; ,-N\)S(N\ —PG” R,
~ _— - PG > R B
PG™ % : © Ry Rz Rs

B, ReRg VD R, Rz Rs

{ID)] (X1
PG = protecting group
X, is a‘leaving group

CHART C
H H OH

|||O.
lllo

H \\\O I H H . H

P e pa e M ety M — pa o R,

R R, - . Ry RaRg Ry ReRs B‘..'Rz_ﬂ?
V) (x1) (Xt (Vi)
PG = Protecting Group
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O F ydr-oxypropyl } - 2" - HH1 . ropoxy-5-(1,3 WD H/
thiazol-2-yl)-1,1" - iphenyl-3-carboxamde N S '3527 F -{(1S,2R)-1-(3,5- 0

di fl uorobenzyl)-3-[(3 ethylbenzyl)anmno]-2- 0 H, F ydroxypropyl ) 3" - N
N ropoxy-é—#kéﬂg-pézf OH H thiazol-2-yl)-1,1" iphenyl-3-ca? 6 S 3528
-818 20 S X °2006 WD 03/ 040096 PCT/ US02/ 36072 19 JUL
-{(1S,2R)-1- (3,5 0 :difluorobenzyl)- ,[F( p et hyl benzyl)am nol -
ydroxypropyl }-3" N H~ N et hoxy-5- (1 azol- HOHH
2-yl)-1,11-bi phenyl - ar boxani de N_:SHS U 3529 HF - {Qfls 2R)-1- (3, 5-
i f1 uor obenzyl ) - 3- [(3H o9 F et hyl brﬁq,zyl o ]-2-L 3
ydr oxypropyl }-4' - chh h1—a—zo|N 2: 1 1' - bi phenyl -
Nv carboxam de 3530 FRT S 2R) 1 (B4 ﬁe%hfl uoroben@ [(3 Ol F
et hyl benzyl )am no] 2 N ydr oxypr opyI }-4xwy!, HH OH H(XV)l sopr opoxy-5- (1,
3- thiazol-2-yl)- !\(Ii\él)l phenyl - 3- car boxam de l
H QH H H QH
Vy -— NY_YNHZ
H1 Rz R3 E{.‘ Rz R3
X) (XVI)
CHARTE
NH; '
' Z=H, alkyl or benzy) HO\('@(O\Z
HO o
_ O (xviny
(xvn) \ l
Gy
G _ (XIX)
O oy © \ Hal = CI Br, or |
<,31
Og Neg —
O
Gy o} o c 0z
GZ,I'\I OH (Xx1) O 1 ©
5 0 0
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3531 F -{(1S,2R)-1-(3,5- difluorobenzyl)-3-[(3-, :HO- o F
et hyl benzyl)amno]-2 | N,,. N ydroxypropyl } - 4" - HF"' Hr
(hydroxynmethyl) -5- OH (1,3-thiazol-2-yl)- Nv 1,1 -biphenyl-3- 3532

car boxam 4' - but oxy-N-{(1S,2R)- 1-(3,5-, o HI F d2 g06) -3-, [
(31 \-- qﬁ?ﬁ?""ﬁﬂﬁ et hyl benzyl) anino] -2- of f ydroxypr TS

t hi azol - 2-yl)-1, 1’ iphenyl-3-carboxa%ﬁ§3533 F - {(15 2R) JHéY%&G
di fl uorobenzyl)-3-[(3 O F ethylbe noj - 2 - ydroxypropyl } -4 -

NNHF o He thao 1,1'- N /&
TéR)BE%E32006 V\DO?yN 996

bi phenyl - 3- car box
opzzsh}u 5-_(1, 3-

- 5- (1, 3 - thiazo
ide 3534 -819 20 SE
LY 2006 F -{(1S,

ol -@HN F—N R a(gdr

PCT/ US02/ 36072 1.
O F ethyl bﬁnzdll )'

W OH H (
t hi azol - 2-y1J (YT T 1 Uor onet 1 Blph6§ 3- 5 oR
car boxam de F tD butyD N-{(lS 2R) - 10(8!IS _@ f1 uor oben 37? ?(""s‘aH N N
et hyl benzyl ) ami dgKM2- OH H ~ ydro¥§PPopyl }-5- (1, 3-'0 vy ©
thiazol -2-yl)-1,1"- ( )
’ Rna l
' R
N 0O Na.
Rng N__O
N :RNB/
I:{Nor.‘ I
N
Rng’ Ot HO ORy4
O o
(XX , o XXV o)
CHART G
NO,
Rn-a0 _Cl
: 0] 0]
© (XXVIII) © (XXIX)
RNaIpha
ORNa Rn-20
I:‘Nbela . O
(xxu) (XXXI)
5
' ' CHARTH
Bro O. NH,
LI RN“ \(é\(OR —
':RNB/-N ORy. a ORN.-a \ I N-a R . '
O oxry © O xxxany © (xxxm) (IX-XXIlI)
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N% bi phenyl - 3- car boxam de 3536 3'-butoxy-N-{(1S,2R)- F 1-(3,5 O I
di fl uorobenzyl)-3-[(3- ethyl benzyl)am no]-2- | o H,; F ydroxypropyl}-5-(1,3
HH-HI r- thiazol-2-yl) -1, I' off i biphenyl-3-carboxamide N S 3537 F
E-{(1S, 2 | difluorobenzyl)-3-[(3- OF ethyl%ﬁ?%% P- 2
ydroxypro)ﬁ%}f})g@ﬂ)‘%‘S H-;. NH Nisopropyl-5-(1,3 HOHH E???%%ﬁs
thiazol-2-yl)-1,1" - iphenyl-3-carboxam 3538 o F .3 -(acetylam no)-N
NH {(1S,2R)-1-(3,5 .. difluor.obenzyl: JAR (.3= I H,, F
et hyl benzyl) amino] -2 - NN~ HHH yggo§%§gopyl} 5- (108 PGtE
thiazol-2-yl)-1,1" N Q‘i—lbhphenyl 3-cdibo 539HiN - N2 )-1-(3,5- i
I dlfluorobenzpbh—ﬁu Q. F_eLhJV%bH§y+7¥yp QL-%Pyﬂrox pr |'FG¢2' - ~ Hi,.
N N ethyl -5-(1,3-thi gzoP< HH OH H | i 72-5)8, -1, 1 -méh 13- 3-
carboxanide N S v 8548820 20 SEPTE@V@;V 006 WO 03/ 040096
PCT/ US02/ 36072 19 JULWIR006 F 2'-acetyl- f(lS,ZR)
(RN)QO or Ry-Xp or Rn-OH .
(IX)

H 9H ¢ H OH PG2
Ry—N_ A_N_ " g :
VY K R TSy
R Rz Rs ﬁ.] Ry Rs
X) (XXXVI)
CHART J
ci
SO,
OF{N-a
0
(XXXVII)
cl NRnoRnp
SO, so2
'RNa‘N ’
: c)F‘Na ORy.
0 o)
(XXXVI) (XXXVllI)
INRNoFNg NRNaPNg
'S0, SOZ
'RNa\ . )
) N OI:‘Na
'RNB/
(XXXVII) (IX-XXXIX)
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Oi I 1-(3,5 " ifluorobenzyl)-3-[(3- o F H, ethylbenzyl)amnol-2- NH, N
ydroxypropyl }-5- (1, 3- HOH H hiazol-2-yl)-1,1" i phenyl -3-carboxamde N S
U :3541 F -{(1S,2R)-1-(3, 5- diquorobenzyI)-S-[(S- HOo F

et hyI benz -2 H% ydroxypropyl}-4"- 1/ HH %Pgﬁé%% 2Q06,  3-

th| azol - Xllt%a%f'a " N S bi phenyl - 3- car boxam de / 3542 02735072

-(acetylamno)-N- H ~I {(1S, ZR)-l-‘-l w2 ON- o F difl uoro18é'H%/f30§3-[(3-.
H" eth Ibenz 1) amino] -2- y y N +=2W OH H ydroxypropyl }-5- (1, 3-
thiazol -2-yl)-1,1"- NLJ bi phapyl - 3-car boxam de 3343 F -{ (1S, 2R)-1-(3, 5-
di f | uor obenzyl) - 3- [(3 et hyl pbenzyl )am no]-2 / 0 HA_F ydroxypropyl } -3 -
(1H N N.,. Ni yrrol r@NyI) 1, 3- HI/ Iﬁ‘NHCH iaz%l-z-yl)benzam'de N

S 3544 F -{(1S, 2R)- 143/ enz ‘E N-a
dr oxy opyI}Bh‘) HHOHHI, 2-(4-

et hyl benzyl ) ami no] - 2 R
fl uorophenyl)ethenyl] N 5-(&Nn3-1thiazol - 2- 354% Ixbenzam de NON OH

-((1S,2R)-1-(3,5- Il NN djfluorobenzyl)-3-{[1-
Alkyi
Alkyl
I:*Nm RNG‘
‘N OR ] » N OH
Rng’ Yo R
o) o) O
(XL) (IX-XLI)
CHART L
COGH CH,OH
O O—(Alkyl or Benzyl 0N~ O—(Alkyl or Benzyl)
2!
o)
ol © (XL
HOH,G
_ CH,0H
Alkyl N . O—(Alkyl or Benzyl) N i O—(Alkyl or Benzyl)
H o}
(XLV) oy ©
CH,OH
CHo0H
o o
—_— OH
L O—(Alkyl or Benzyl) -RN.5)]\II\I
e Zk | 0 Al ©
oLVl (IX-XLVIl
2
CHz0—P—(ORN.aryi-1)2 CH,OH
o H 9wy O H 9H H
P N_A N, PS N__A N,
Rns™ N \=/§< Re Rns™ N \=/§< Re
Alkyl O RyR2Rs Alky] O R, R2Rs
X) X)
5
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~%1 ( 3 O - \\ ethynyl phenyl)cyclopro / F yl]am no}-2-

ydr oxypropyl )pyrimdi e-4-carboxamde F 3546 -821 20 SEPTEMBER 2006 WO
03/ 040096 PCT/ US02/ 36072 19 JULY 2006 d [/ 2-chloro-N((1S, 2R)-1-,
/(3,5-diflygr yl)- NN 3-{[1-(3- "N O\ / ethynyl phe# @6

yl ] am no} _\gBIQ,ﬁ/P@%H ydroxypropyl)-6- F orpholin-4- |pyr fgr":c%l gjﬁgﬁi
carboxam de F 3549 - ((1S, 2R) -1- E:%l R di f1 uor obenzyl) - PH R (3
et hynyl phenyl )cyclopro ' NCO O yl | am—néi—()]— - HN -- NH ydroxypropyl)-2- F
(di propyl am no) - 6-_ orpholin-4- | pyrimdi ne-é carboxam de F 3550 - ((1S,

2R) -1- (3, 5- difiNdorobenzyl)-3-{[1 [N*N{3VB=ethynyl pheny! )RmacioPrgecdy O
yl']am no}-g- HN. ydr oxypr opyl ) - 2 i s(di propyl am ﬁ,(q)) pyri _
i di ne-4-carbaxan ' 8RR+ 214 N.a FE—ARans -‘,MIrH oy ¥ neans

[ a B _

QAMS **** Aygany An Rg’
(XLVIII (XLIX) (IX-L)
CHART N
R R
Rus I Il
g | _
. Ry R
N OR\. . Ne,
fHNB/ Yq/ N-a — . /N ORN-a_> /N OH
o] o) NE o S Rng
XXI 0
5 ( )_ Ly (IX-L11) ©
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5 -822 20 SEPTEMBER 2006 WD 03/ 040096 PCT/US02/36072 19 JULY 2006 CHART A
jO L, HOHOHOH H2N\W \OHPG OH- PGN XL PGNX, RL RL RL R2 R3 RlL R2'R3
(1) (I1) (111) (1IV) HHHOHH1 HZN-NRPGNNRRc-NH2 N,,0 PG RL R2

R3 RL R2 1 RR3 2 (MI1) (V1) (V) wth RN 298587 2006
protectin?%?dﬁ%mﬁN N, X1 is a leaving group RN, Rc Rl ﬁ?ﬁ %E%QZEHART ~B
HOHOHHOdH NXI Re-NH, 2 N X/, BGNN Re PGR1R2R3(J\L} ¥e R R
R3 Re ,RR RR R3 (Ill) (XI) (VIl) PG=protecting group Xl is a |leaving
group 5 CHART C,, QH Hdah HO'HOHH:PGN - PGaN8 PG NNH2 PG N
NRC J~ RIRR3RLR. R RILR RBRLR "R3 (V) ( (XI11) (M1) PG =

Prot ecting g@#fﬂﬂ%ﬁ "e P_I}%%Qeﬁ*vg@_@ I9ARN9 161902636072 19
. o =

JULY 2006 /[ (N3 = H2NN3 RN X
O (wmy (LIV) '
CH,CN CHZBr
(Cy -C4 Jalkyl—O._ 0—(C; -Cy)alkyl (C1 -C4 )alkyl—O 0—(C; -Cy)alkyl
o]
© (LVI) ° (Lv)
|
. CH.C
Q ®RH,
CHGC
NH, HO 0—(C; -Cy)alkyl
(Cq -C4 )alkyl—O 0O—(C4 -Cy4)alkyl 0 0
(LI
0 0 l
(LI CH% o
ZNH, CHZCNHZ
e
NeSN OH Ra~ 0—(C; -Cy)alkyl
(IX-LX) O wx ©
CHL.CN CHoCN
(Cy -C4 )aIkyl—OO—(C1 -Cy)alkyl HOWQYO_(Q -Cy)alkyl
O qwny © ° (LX1) ° l
CH,CN
.. \'(‘Y CH,CN
R O L. ; R
N OH
Rio~
Ry - NN 0—(C, -Coalkyl
o 0 Rng
(IX-LXI) 5 5
(LX)
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R3 RLRRBRLR RS (XIV) (XV) (XI1) HOHHHHOH RNNN, . NN2 Rc RN
RLR2 R3 RLR2 R3 (X) (XVI) CHART E N2 ~ Z = H, alkyl or benryl HO/
01z HO| 01z O (XVIl1) OCON(XVIl) AHl HOOZONG ---y HO/ 0Z 0
0 @ @ (XIX) 0 0 (XXI1) 0 Hal = O, I Br, or20SERIEMBERRIE Hal t
o1 i WG, %0 N e e / ) 0 ghﬂm 0 -824
20 SEPTEMBER 2006 WO 03/ 040096 : P 60 2006 oH
OSC2-CF3 RNa N O \ \ R\P | /RN Naa R\VaO ORN.a O
00O (XKV) (XXV) (X%¢1) R\a 1 ON O RN., N R\p ORV-a

0—(C, -Ca)alkyl

o)
)]
\Z/_
}jz
§C
EI’O
g
| 3
0]

0 o
X =Cl,Br,orl
(LXIV)
CH,OH
CH,OH
HN(!\
N OH <—— Rpg~
Rng NN O—(Cy -Cy)alkyl
o) o) Rng I 1
(IX-LXVH) v
CHART Q
R
HO OH
O (Lxvimy ©

/ ~N 7

R
alkyl—OY©\(O—aIkyl __. HO
o)

—alkyl
0 0] 10]
(LXIX) (LXX)
R R ‘
Rio~ R
R apr\’(OH ~— TN O—alkyl
' Rng '
el O. -Q .0
(IX-LXX1) (LXXI)
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NO2 N2 N2\ \  \ Rfva. 'RNa0l %OHRNaOl / O RNaOl / N RNb
(XXVITT) O (XXIX) (T X 0 RNbN®2 RNalpha, \ A.: RNa NI /| ORNV RN
a0 N. RNbeta RNeb 0 (XXI1) OO0 (XXXI) O 5 CHART HO- NH2 RN-b CN 2 ' RNa,

: NOORN cc yz 00 XXI) (XXXI1) (XXXI11) (R R006-825 20
SEPTEMBER a‘ﬁgggk!%%*om 040096 PCTI US02/ 36072 19 JULY 2006 %S% oo PG2

"OHPG2 = RC PG1-N OHN, PG 1- “-’i HZN-\ N, Rce R R2~ Y
R R3 (XXKV) (XXXV) (M) (RN) N-X2 or RN- OH (|><) AT
PG2 RNVNN,Rc'-- RNVNN-R ¢ R R2 RaiyR R2 R3 (X) (XXXVI) CHART J CI RN\-b
S RNa /N ORN-a RNa a N ORN-a RNo 0000 (XXI) (XO0M1) ¢
NRNaRNp  S02 SO -0 o

o o}

G OO N Gy

OCH;
{(alkyl)—O (ClorBr) —— (alkyl)—0O N,
. CHj

o) o) o]
(LXXIV) (LXXV)
(alkyl) (alkyt)
LXXIV
( or ) —— (alky)—O (alkyl) or (alkyl)—O (aryl)
(L) o) o] o) 0
(LXXVI) (LXXVI)
(alkyl) (alkyl)
(LXXVI) '
or —
(LXXVI) HO. (akyl) or HO . (aryl)
o} o] o) o}
(IX-LXXVIT) (IX-LXXVII")
CHART S
OH
H2N// "’
"'c=H/ g \Rc )
VAN
'-H1 2 n3
l OH  (GRy=BrRyuyXy)
H C? M '
R
Br/ NBTYI / CH/ \ / \ c
/ \
/"
OH \ o
; £ g i H H :
R CH N-aryl
S N N N R
= § / \ Fo RN-heteroaryl g / \
B Ry

X,Ry= RN—heteroaryl'RN-aryl'xN)
(X, RN = Ry-ary RN.aryi-XN)
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2 RNa, ACORNa ~ RNa ORNa R\p NRNP Np (XXXVII) OO (X)(XVI II)
NRNaRNp NRNaRNp~ SO2 .SO2 ORNa NOHRNp RNp 0 0 0 0 (XXXVI11)
(1% XXXI X) -826 20 SEPTEMBER 2006 WD 03/ 040096 PCT/US02/36072 19 JULY

2006 CHA Ayl R\ RNa 1N ORN-a N 20X RNO_© 0
00 (xxul%-(r?(%ﬁm%gk RNa AAlkyl RNa \ /N ORN a-' EEF

(XL) 0 O (IX-XLI) O CHART L CO2H €HAfriT O- (Al kyl or Benzyl fAlkyI
or Benzyl) 02N p (XLIIl) O (XLIl) HOH2C CH2ZOH Ak |\ Y \ | / 0- (Al kyl
or Benzyl) NHN i O-(A kyl or Benzyl) 0 2 (XLV) (XLIV) O CH2OH CH20H O
\

R nlliil
a0 NPnaRis z

///’ © @mwm)o \\\\

‘HO.
HN-EO NRNaRNb . . NRNCLRNB
0 0 O mLxxmg ©
(XXXD)
CHARTU
Alkyl
Halogen 0‘01-04 alkyl
l O
Alkyl
‘Base
<2eq. Alkyl-LG _
- Alkyl'
0 C1-C4 alkyl y ) O\C1-C4 alkyl
0] 0 _
Base Base
22eq. Alkyl'-LG <2eq. Alkyl"-LG
Alkyl Alkyl
Alkyl,
Alkyt” . - O~c,-C,alkyl - - O>Crcgamw .
0] l o
Alkyl
Alkyl Alkyl"
Allgt O-H Alkyl O~H

CHART U details a method for the preparation of ketones

used in the invention. The preferred halogen is bromine or
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11 0/ OH [/ O-(A kyl or Benzyl) RN _5 N RN-5AN Alkyl 0 Al kyl O
(IX-XLVI1) p 1 CH20-P-(ORN-aryl-1)2 CHROHH OHHp | HpHH RN5 NN
N,RC RN-5 NNMANRC Akyl (X) 0 RL R2 R3 Al kyl (X 0AIR2R35 -827 20
SEPTEI\/BER@&R? 40 03/ 040096 PCT/ US02/ 36072 19 JULY 200803 £R oBN- d
RN-aryl or e roaryl RN-aryI or RN-heteroary) f 19 RNa R N

"N ORN- a- R\NP, ORN- XLVL| XLI -IX-L ®RR
RN-b RNa 10E§i>neR|\fg hF?m‘E?%T\FaaﬁYR }D)lF g‘ﬁﬁ\f QF&% eolé RNa RNa yly
S (XXI) Og BE]%ie@ WA €l X(dc—léﬁh&aym%%& &?-fer%eggw%ﬁ 200 Gpré/éQrQ:ﬂ Q40096

PCT/ US02/ 36072 19 JULY 2006 ClL - C4 Yal kyl -0 O (CL

-C4)a|kyIC€C§1Y€ﬁ/)%QRy¢X1mR}q(alpa@4ﬁéﬂﬂvlCaDa¥Y$¢I§lKE(ﬁ%ﬂhrﬁroblSHZCN
o (ovi) o b R RAe QELASE Y v Seatdd iRyt e Y o
)al kyl50 6ubStit@¥gdllkghzdnt® ester after hydrolytic workup. In a
preferred embodiment of the invention, this reaction is
conducted in an anhydrous organic solvent. In a further more
preferred embodiment of the invention, this reaction is
conducted in anhydrous toluene. (Kosugi and Migita, Bull. Chem.

10 Soc., Jpn., 1987, 60, 767-768). Base-catalyzed nucleophilic
addition to a stoichiometric excess of alkyl’'-LG (or alkyl”-
LG) yields a symmetric dialkylated productthat, depending on
the-strength of the base, may be directly converted to the
equivalent benzoate. Alternatively, the methylketone-

15 -substltuted benzoate ester may be reacted with a lower excess
of alkyl’ -LG, vielding a mono-substituted derivative. Sald
de;;vatlve may be further alkylated by base-catalyzed reaction
with alkyl”-LG. It is understood that LG is Leaving Group as
defined above. It is understood by one skilled in the art how

20 to perform alkylations. In a preferred embodiment of thé

~invention, said alkylations are catalyzed by sodium hydroxide
" or potassium hydroxide. In an additional preferred embodiment
of the invention, the alkylations are conducted in a dipolar
aprétic solvent,. e.g. dimethylsulfoxide. . -—=.- ... . . .
25
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(LVITI) 00 (LVII) 0 0 CHC CH2C ANH2 NH2 RNa9%\ OH _ RNa'N O (ClL
-C4)alkyl .RNARN OO (IX-LX) O (LIX) 0 CH2CN CH2CN (Cl -C4 )alkyl -0 |
O (CL -C4)alkyl HO1 O (CL -C4)alkyl 0 (LVI) 0 0 (LXI) O CH 2CN CH2CN RNa
RNANO—IRNggNg}MO (CL -CA)alkyl O(IX-LXII11)0 R\( 0 O gscﬁg%%ﬁsa?%@ezo
SEPTEMBER 03/ 040096 PCT/ US02/ 36072 19 JULY 2006

RNao%%\ | O (O -C4)alkyl RN-- NI O (O Cglalkyl RNp RN( 0 O

“Br, or | (LXV) (LXIV) CH2OH CH2OH R@_&w N OH RRNa' N O- (O -C4)al kyl RN
00 (IX-LXVII1) 00 (LXVI) CHART Q OH O(LXVIII) OR/ R [ f
alkyl-O1 Oalkyl HO/ Oalkyl O(L)NQ() (LXX) Q.1

R=Me,1 Br Ar = substituted aryl

or heteroaryl
| BrCH,CH,CI
base, PTC

2
S}
&)

(Y.2)

KOH, H>0,
MeOH

(Y.3)

O

NaOH, then HCl

Y4)

SOCl,

Cl X.5)

1) NaN3, heat
2) HClI

—® G

HaN .6

e

HCI

CHART V. Synthesis of 3-substituted
cyclopropylbenzylamines and related heteroaryl amines (Y.6 in
5 Chart V). A commercially available 3-substituted
bénéylonitrile is reacted with l-bromo-2-chloroethanein the
presence of an aqueous base and a phase transfer catalyst to
yvield the a cyclopropanated benzylnitrile (Y.2). The cyanide
(Y.2) is converted to amide (Y.3), which is treated with
10 agqueous base, yielding acid (Y.4) after acidic workup. Acid

(Y.4) is converted to acyl chloride (Y.5), which is reacted
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RR a'N-alkyl RNANIT OHRN(i . O (IXLXXII) (LXXI) 5 -830 WD

03/ 040096 2 PO CT/US02//36072006 19 JULY 2006 CHART R (alkyl) (alkyl)- O
OH OO0 (alkyl) (LXXII11) (alkyl) OCH3 (alkyl)-O(d or Br) (alkyl)-O1
'CH3 0Oy 0 (LXXV) 0 (alkyl) (alkyl) (LXXIV) o#0g a6

(al kyl) or %X%Sk\%‘s | (aryl) (LXXV) oo 00 (LXXV) (L y%{%{/k 1)
(al kyl) (L XXV' HO (a 1)

(1 X- LXXVI ng?fv%%ﬂ&é@r Jcﬁi‘?% ‘«’H%«Qy:’f¥l Ngdﬁ%@rhdrt% RR2 R3 OH (X
RN = Br- RNeat¥hng®hentl andd d@éonﬂpo/smtla’ﬂ\ cd @Ivé(l‘ﬂ)ﬁdidc@}_\(YR@) R(R26R3sOH OH
HH H:H/RN-aryII\I\jl—l\,NRN—ar%’/l \ XN CHCHG NCR, RN aryl XN CH Rc N =/
\ RN het -*é]ag]arypacted according to Chart JJ to yield inhibitor (X).

Representative procedures are provided in Example 2353.

CHART Z

G '

N
H
l PhNHNH2

PhNCHsNHz

R
H2N_£NN‘© .

“OH Aq

'I:j il

Y

NEbc,
‘HOBt
triethylamine
2) H,, Pd

o o]

R
—otlafo

Chart Z. Reaction of epoxide I with an aromatic hydrazine in

10

unsubstituted hydrazine nitrogen, yielding hydrazine II

-835-
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RLRZ R3 R2R3RL (X, RN=RNhet oaryl-RN-aryl-XN) (X, RN = RN-tvyl -
yrXN) 5 -831 WO 03/040096 2 PCT/US 28/36072006 19 JULY 2006 CHART T Z /.
RN_aO NH2 NRNaRN~ Z A A (LXXVII1) A HO RN-a0 NRNaRNO NRNaRNb O 0 O

(1 %- LXXDQy 900%3@996 CHART U Al kyl Hal ogen O CL- C4 al kyl 20jSHBTA O!QIﬁkyI

- Base \ <2e -LGOClC4aIkyI Alkyl' OC -4 al kyl )y Base

/Iifii; - Zﬁ%ka%g%{kﬁ&&a%%ﬂﬁ rOFES %4619%11’2 6&%&%"09 kyl]ﬁ?%la ﬁf%y| Lkyl® |
\ Alkyl" bné &Fkythe H&dfd%ﬂqﬁ nLkrGQEhSOWﬂtE &h acHARThdU dehai, | 8.4. met hod
hal ogen | ESBFBHTIG B 50 SBT3 SAB08E o5 PETI UG F6DTIG6CH18E LY 2006
this moiety to further acylation irrespective of which :
5 ‘hydrazine nitrogen is the first to undergo acylation (B.
Gisin, Helv. Chim. Acta 1970, vol 53, 1030-1043. S. Shinagawa,
Chem. Pharm. Bull. 1981, vol 29, 3630-3638). Removal of the
tert-butoxycarbonyl protecting group of IIX yvields free amine
IV, which is coupled to isophthalic acid (XIV)using
10 carbodiimide or other known coupling agents. Deacylatioﬂ of

the hydrazine nitrogen yields compound V.

CHART AA

ED H i
HeG—N-NH, jﬁ C, HOBY, EtsN
_—>

SRR —
.O*N_ g _N’N_ ™~ _JHo 3
H o4 H o 0

, (Vi)
: p isophthalic acid, (0] (0] CHs

J : EDC, HOBY, Et;N - - A
N ! 3 SN . N ij(\vi\
Hy ) _— H H
D A | H oH H 0o

(Vi

15
CHART AA procedure:
Selective acylation of methylhydrazine on the substituted
‘nitrogen (D. Butler, J. Medicinal Chemistry 1971, vol. 14,
1052-1054) yvields acylhydrazine VI, which is reacted withwith
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i odine. A comrercially avail abl e hal ogenated benzoate is coupled with

(a-ethoxyvinyl)-tributyl in the presence of a catalyst, for exanple a

pal | adi um catal yst |ike dichlorobis (triphenyl phosphine)pall adi um

yi el ding g gethylketone 5 substituted benzoate ester af2EFEFEMBERHI06C

wor kup. In a “preterred enbodi nent of the invention, this reﬂﬁj[?ﬂxks
erred

conducted in a hydr ous__Qr.gani I L . h pr
enbodi nen?p%}u?%:fi %Rl/enltsloén{o%t Qllog ?ga\é??}gna{i%ug%oﬁ ucfge'd%%énﬂsdr ous

t ol uene. ( HedilginahdChémi 4 tary B9I97., €pémi0, 193%e84] . Jpgh. ,Bal¥B77.60, 767-768).
Base-cat al yzed, nucl hilic . itio a ichiometyic excess, of

al kyl ' - LGM%éfCéF‘E@ Eggfﬁkﬁti}f éaf’%?ravsﬁm% r ?%%T%ﬂ@l 'atl{ee op‘)’ra)({)[dg)%t Fﬁgt ,
dependi ng rept-bheosyéengidylofpridiechaas, graypbefdlI@edd yoyc aoveltiag to the
equi val ent benzoate. Alternatively, the.nethylketone 15 substituted

benzoal e &EPRRERRYL BT Y it iF14S] g&\BFRe%E%‘g ct o]f’é['al kyl'-LG yielding a
nono- substituted derivative. Said derivative may be further al kylated by
base-catal yzed reaction wth alkyl"-LG It is understood that LGis
Leaving Group as defined above. It is understood by one skilled in the art
how 20 to.perform al kyl ati ons. kpagT®eferred enbodi mrent of the invention,
sai d al kyl ations are catal yzed by soah#n1hydroxide oL._pot assi um hydr oxi de.
In an additional pref¢rregd embgds 2of the invent t he al kyl ati ons
are conducted_ |n ' ar ap ic solvent,-,e.oqg.c-tHneth ui foxi de. 25
-833 20 SEPT 2 WO 03/-040096-B&TI US 2NE e 6 CHART V
NC Ar (Y.1) R= My, 10Br A = sebstituted aryl ar jeteroaryl Br CH2CH2Cl
base, PTC NC Ar (Y.2¥) KOH, H202 MeOH H2N (Y. 3) A NaOg&lh then HCI HO Ar
(Y.4) Ol sOcC12 C (

Ar
>L i \/@ e \/@
-O’HSN O HCI HNT NN
oH H oH H

H

(XI) oy

isophthalic acid,
EDC, HOBt, Et3N
\/@ X i \/@
—_— K
o Ny N N
oH H H oy H

(X1 ()

10 Chart BB procedure:

Epoxide X is reacted with 0-benzylhydroxylamine to yield

-adduct XTI (S. Rosenberg, J. Medicinal Chemistry 1990, vol 33,

1582-1590) . Removal of the tért—butoxyéérbonyl”bfdtéétin@.”

group, followed by acylation with isophthallic acid XIV yields
15 'térget compound XIII.
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O 1) NaN3, heat 2) HCO H2N Ar (Y.6) O HC CHART V. Synthesis of
3-substituted cyclopropyl benzyl am nes and rel ated heteroaryl am nes (Y.6
in5 Chart V). A comercially avail abl e 3-substituted benzyI onitri le is
react ed vvl\;, ?7 fo- 2- chl oroethane'in the presence of2 O%ase and
a phase transter catalyst to yield the a cycl opropanate e ?béol’sl |l e
(Y.2). The cyanide (Y.2) is convertewgge (Y.3), whi ch reat ed
wi th 10 aqueous base, yielding acid ( r acidic wor kup. AC| d (Y. 4
is converted to acyl chloride (Y.5), which is reacted -834 20 SEPTEMBER
2006 WO 03/ 040096wHCT/ US02/ 36072 1@cddhy ré8 with azidenN yiel ding an
i ntermedi at e whi cp undergoes rearrangenent a deconpositign to give
product(Y 6) . then reacted according to Chart JJ yield
i nhi bi t or g0 54 iRiestapr ocedur es are provi . NENRBBE@eta 5

' PhANCHSNH2 13 Ox N N N H G Z0 OR X
INN NN O H OO XKy "HCOl PR H2ZN IMN | i OH O 1V 1) EDC, . HOBtsulfonamide-l :
triethyiam ne

5 R, .Z
N

HN R'X

Rn-a0< NBNalphaPNbeta Rn-aO NBNaiphaBbeta

0 o) o o)
sulfonamide-| sulfonamide-II

Chart CC. .Aniline XXXI is acyvlated with acyl chlorides or
anhydrides or sulfonated with sulfonyl halides or sulfonyl

5 anhydrides to yield sulfonamide-I using methods well known to
those skilled in the art. Sulfonamide-I is alkylated with
RX, wherein X is a leaving group, for example Cl, Br,
toeylate,-or-mesylate, in the presence of a base, e.g.
trialkylamine, sodium hydride, pyridine, or potassium t-

10 butokide, to yvield sulfonamide-II.
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2) H2, Pd OORNNNNYVY HOHHChart Z Reaction of epoxide |l wth an
aromatic hydrazine in 10 isopropanol produces the selective aI kyI ation of
the wunsubstituted hydrazi ne nitrogen, yielding hydrazine II -835 20
SEPTEMBER @899 0}{59 03/ 040096 ! PCT/ US02/ 36072 19 JULY 20@1},8

Tet r ahedr one Let P&r's 1993, 6095-6098). Acylation of ,one &F }QJ% E.F(%r azi ne
nitrogens with an acyl ati ng agent, e.g. QEE%_y} axycar bonyl , Vi er Pl and
reduces the reactivity of this noiety t¥- +Her acyl ation |rrespect|ve of
whi ch 5 hydrazine nitrogen is the first to undergo acylation (B. G sin,
Helv. Chim Acta 1970, vol 53, 103% 104§S ng Shi nagawa Zhem Pharm Bul | .
1981, vol 29, 3630-3638). 'I‘-'iém)va PCLRESO Y ¢ - but oxyc |YJonyI protecting
group of Il yields freezas ne |V —whieh—we coupled t ophthalic acid
(XI'V)using 10 car t?;pdbl m"r ot her known coupl i %g\@ge Deacyl ati on of
the hydrazine nitrogémyi e ds conpound V. CHART AR'0 C-NNH2 + OH EDC,
HOBt, Et3N N, NH2 4H @b \?hVIe)a NNNH2 + 1 0 CH3 CH3O : Xulfonakald®NiaN O (VI) H
OOHNN:C]—IHO(I)( 0 CH3 CH ~OH H'N HCl H2N.. HN OH O OH O
(M1) (MI1) isophthalic acud 0 0 CH3 CHEDC, 1-1013t, EtBN.K .H N N.N N
NN~zJi HOHHO OH HM (VIII) (1 X)gx15 CHART AA procedur . Sel ective
acyl ation of methyl hydraz z nitrogen ( utler, J.

Rn-aO

sulfonamide-la

sulfonamide-lia

Chart DD. Amine-a is acylated with acyl chlorides or
anhydrides or sulfonated with sulfonyl halides or sulfonyl
5 anhydrides to yield sulfonamide-I using methods known to those
-gkilled in the art. Sulfonamide-Ia is alkylated with RX,
R wherein X is a leaving group, for example Cl, Br, tosylate, or
'-mesylate,_in the presence of a base, e.g. trialkylamine,
_SOdium”hydride, pyridine, or potassium t-butoxide, to yield

10 sulfonamide-IIa.

CHART EE

RSH’
—_>

catalyst

NRNatphaPNbeta NRBNalphaPNbeta

oxidant
. —
Rn.aO NRNaiphaPbeta Rn-a0 NRNalphaPiNbeta

o) o}
(1) (V)

15 -
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1052- 1054) yi el ds acyl hydrazine VI, which is reacted withwith -836 20
SEPTEMBER 2006 WO 03/ 040096 ~PCT/US02/36072 19 JULY 2006 epoxide | in
i sopropanol to formadduct VII (S. Wang, J. Medi cinal Chen1stry 1997, vol

40, 937-941. Gl d. J. Medicinal Chemistry 1998, voI2 ,%nbl)
Renoval of ?he ert - but oxycar bonyl protecting group, foI ﬂﬁéupgirg
to 5 i sopht hal (X | al, _pr.odu Ly

O ONH (X o&?ﬁ%—%— g‘%\?%%id% r} 1s”eoup; ‘b% N N, O

H OH H OHtHe pxe;;el(aa(mc)fuaoqadmaﬂatstc é@lrdexaﬁﬁlie &IQBilleElngNl Qo@ H N y OXUSN
NN 2 CH H art BB, procedu Epoxi de IS
reacted wt enzy]f%y%} qj?/ ﬁd)c?nﬁf"gteaonﬁg ‘3(1%% h&o?@nberg J.
NbdlClnaIaeﬁeﬂnsérypﬂéEEkahﬂﬂ'133, hi&SZdiﬁﬁeﬁylﬁhw@bﬁﬂndﬁ ftd¥®ocene,

t ent - but oxycar bon rotectln up, followed by acylation with
i sopht aIF% gﬁgingygelﬂs ﬁ%ﬁ?@%?ecoﬁﬁouﬁﬂ M 93nic grAvegtsEFPEVBER

2006 WO @&é&ﬂ@%@ﬁ@tﬁm&#&ﬂ%&b&& WhpR086 piarART: GC tm el}"é%uBQOG or
RSC2ClI HN; RN- a0 NRNaIphaRNbeta RN-aO \ | NRNaIphafINbeta @) F 000

sul f onani ARFIRE TR\ RPOM FREURS A ENRRAltphBRRBEX at FIP LI FUNeRNS) pfhaRNIbet a0o0
O O sul fepartide- [ty fomamde-(dr) Thabki &5 AN ine rP9oded aeyhatgd with

acyl chlorides or
in the presence of an acid or with a peracid, e.g. m-

10 chloroperoxybenzoic acid to yield sulfone (III). Other
methods of oxidation are reported in references 1like Smith
and.March, Advanced Organic Chemistry: Reactions, Mechanisms,
and Structure, 5™ Ed., Wiley Interscience, 2001. If sulfone
(IIT) is an ester, it is further hydrolyzed to yield a

15 carboxylic acid (IV, not shown) by basic hydrosolisis with a

. base like lithium, sodium, or potassium hydroxide, followed by
acidic workup.Acid (IV) is then coupled to an amine to vield

the final target product.

20
CHART FF
SR
RSY
_—>

oxidant
. Y=Li,:Na, K . Bn-aOs —_—

O

X=Cl, Br, |
1 2

Chart FF. A halogenated benzyl-derivative of structure(l). (1)
25 isfreacted-with thiolate, for example a lithium, sodium or
potaséium thiolate, in an organic solvent, for example THF,
toluene, or acetonitrile, at temperatures ranging from room
temperature to reflux , yielding a sulfanyl derivative of
structure(2). (2) is peroxidated with an oxidant, for example

30 hydrogen peroxide in the presence of an acid like acetic acid
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anhydrides or sulfonated with sul fonyl halides or sulfonyl 5 anhydrides to
yi el d sul fonam de-1 using nethods well known to those skilled in the art.
Sul fonam de-1 is alkylated with RX, wherein X is a |eaving group, for
exanpl e OWOI§£/0400 osylate, ornmesylate, in the presence _SF@%?Z;%%Z@GQ
trial kyl am ne; sodi um hydride, pyridine, or potassium:t 8 bJé J(Jg@? to
yield sulfonamde-11. _-838 20. .SCEF;'EEIIQNEER 2006 - V\O 03/ 04 O%Gto d%z / 36072
19 JULY 2006™ ERARTOTEF RIS RS S Rsa2E SENCTBRPE0 TO RE A0 0 "&mi ne-a 0
sul f onam deéchaordm&hane HNR vi N RieaBylleRN- a@lEon® 03) subtileamettolia

sul fonam de-11a _Chart DD. Am ne-aq{i,s acyl at ed vviih acy, .ct],l1 Orni»gﬂ S 0
anhydri deSToP*ARFbat 2EC Wk TRPRG oy IF A FEESS of * 50l f%h’;ﬁ g E’&?&F' des to
yi el d sul hgpantde- dryshig RS KNRMActQohBOSRechkhldmd, iahd he art.

Sul fonam de-la is alkylated with RX, wherein X_is a |eaving group, for
exanpl @ CSErBEturdsyPat B9-or V1L fREESGHERe P8dends BECESSEEREF Ye. g.
trial kyl am,A¢oneS sl UMy gﬂﬁ%& 2 ARG, a0k aPALaSeh N -RHtRddRs to Yiel d
10 sul fonam de-11a. CHARTEE S RSH RN4AO NRNal phaRNbet a Cat al yst RN-aO
NRNal phaRKpewa 9ootigoge $kilieqd )in (rheRarit, Srokfdaped GEqRtimNAdO \ |

NRNal pha é\%ﬂ € 1958 OEViafg 4444 kil wfdRe20
SEPTENBER bR GaT BIRDHT R oo Baa7d §5\Ante St wigh, ide

| odoani deyfkldestbeuphedet deoduritol RSH in the presence of a catalyst, for
exarrpig a pal l adi um (0)

CHART GG
@ POCI; or POBrs 7
N N Br
_ Br
OH ClorBr
1. 2.

' N(alkyla)(alkyly)

=

Ne | 1) CuCN 7 |

N COH 2)- hydrolysis Nx Br
alkyly” “alkyl,

4.

N_
alkyly” alkylp
3.

Chart GG. Isoquinoline (1) is reacted with phosphorus
oxychloride or phosphorus oxybromide at temperatures ranging

15 -from room temperature to about 150 °C-to-yield halo-
isoquinoline (2). Halo-isoquinoline (2) is reacted with an
‘amine at temperatures ranging from room temperature to 200 °C
to yieldlamino—isoquinoline (3). This reaction may be carried
”ouf”in the presence of an organic solvent such as THF,

20 aéetonitrile, DMF, or NMP. Alternatively, the amine can be
used as solvent, and a sealed reaction vessel may be used to
contain volatile amine at high temperatures. Amino-
isoguinoline (3) is reacted with copper (I) cyanide in an
organic solvent, for example DMF or NMP (N-

25 methylpyrrolidinone) at temperatures ranging from about 120 °C
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catal yst like bis(dibenzylideneacetone) palladium (0),an additive,
preferably 1,1'-bis (diphenyl phosphino) ferrocene, 5 and a base, e.g. a
trial kyam ne, in an organic solvent, for exanple N nethylpyrrolidinone
(NMP) or LWNE, tenperature ranmngfromroomtemm? @Elux
terrperatungtO%/a{?P%ld sulfide (11). Sulfide (1) is oxidi zﬁ‘%%gu? “Inedr ogen
peroxide in the presence of an_acid_or with a eraC|d

chl or oper 5RyBehyefc tRbPviss Rvebydzglyshe ‘(”rtFl'I‘) n d‘?ﬂeerousnégﬁgds of

oxi dat i oneahgp1 &Pi&Eshd defey enees hhkguibiine and-vdiahnc Advanced,
Organic Chem stry: Reactions, Mechanisnps, and Structure, 5th Ed., Wley

I ntersci eA88itpomal nethads ding CORVEYtiRy s wisoquinadipngr (Rér tAydr ol yzed
toyield g S«ﬁﬁﬁéi)%'d&ml@ Y180t 45 hoME) ib¥rbasd Gcrmé%r Qrohishsigith a
base Ilke thium sodium or potassium hydroxide, followed by acidic

wor kupd Acrtde(ar/;t aud tirerl wiruplfed exaanlam peacoing el witkde £RrkPDt ar get

d Na, K
R aQ 16, PGP i e By, th o Bresdice, o IATRIRER, (252 o6
benzyl - deexamplseaq@akmadmumuaaﬁaﬂys¢1$uc25a$spakk&ﬁmumiamauatehpolate for
exanple a Iiihégﬁ%gioq:ggugggﬁ tas paégﬁﬁggé in L.an o %%g %lsolvent for

exampl e TER arper atttr es T ANgi ng V¢t om r oom
tenperatuﬁertexaﬁﬁlélpq bmsﬂ(ﬁﬂmme&yiphéapyindﬁrﬁeﬁﬁddahaﬂbr 3t Bubisire(2).

i s peroxidated wt n oxi dant, for exanpl e 30 hydrogen perOX|de in the
rese%%e 6?1%6%\6}%?1‘?%@3&%%@%91’5&% ingap E%%I’:ﬁ 06 T 03/ 040096
PCT /' US02/ 3@0rfg149 sk or20@fp, 01d MnCher ppesexydest zdivaRGi dori BxapDé gani c
solvent |ike dichloromethane to yi el d net hyl ene sul fone (3). O her nethods

of oxi dat PoRT &R XY BB PT RPUECEFe AEESUT| RE ERFATS Al 9PCR2ES AT anced

Organi ¢ Chgg skl ¥r 5@@& Qi hyMRCRRAI ABpoAREe 5 &3t MGl tudkl Ed., Wley
I nt ersci ence, 2001. necesassary, sulfone (3) is hydrolyzed to |ts acid

derlvatIV€abg1HBtﬁD@3 abuuhwﬁQ(tqIabsetskﬁDl%ﬂiiﬂmlﬂbwedrby bydraeysised£

S: ;legttl: %/hIELLea eaggna%c?l{ thX sjo%uggbgingoggrbg)%/fjc sa%ll% a(%l d wt h am ne

Isoqulnollne carboxylic acid (4) i1s then coupled to an amine

to yield the final target product.

20
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10 CHART GG POCI3 or POBr3 NBr NBr OHd or Br 1. 2. N(al kyl a) (al kyl b)
N?/ 1) CuCN CO H 2) hydrolysis N Br al kyls N-ai kylb al kyla N~al kylb 4. 3.
Chart GG Isoquinoline (1) is reacted with phosphorus oxychloride or
phosphoru i de at tenperatures ranging 15 from&@ T @bure to
about 1- SSW@S?/Q{O%ELI d hal o isoquinoline (2). Halo-i soqui%ﬁ%ﬁ%@ides
reacted with an am ne at temeratwi ng fromroomtenperature to 200
C to yield am no-isoquinoline (3): S—+eaction may be carried out in

t he presence of an organic solvent such as THF, 20 acetonitrile, DM, or
NWP. Alternatively, the am ne can be used as-sqlvent,cene a seal ed

reacti on vessel gmy,;be used to comsHn volatile §%1‘Dﬁ6 at high

t enperatures. AMi_ngd_i soqui nol ime {3y Ts™reacted w tHi per (1) cyanide in
an organic solvefk, G@Meexanpl e DMF or NVP (N 25 net hyl pyrrol i di none) at
tenperatures ranging fromabout 120 C -841 20 SEPTEMBER 2006 WO 03/040096
‘PCT/ US02/ 36072 19 JULY 2006 to ref lux, followed by hydrolysis with an
aqueous acid, for exanple aqueous HCl,to yield isoquinoline carboxylic
acid (4). Addivtional comiidhods for conyerting am nQ-isoquinoline (3) to

i soqui nol i ne crﬁ\ﬁox igggci d (4) gry"ganl\:nom to tHog EPP'\@%I in5 the art
and include, for e ple, reacting (3) wth car bg’héﬁno i de and an al cohol
in the presence of a gatalyst, for exanple a pall adi lh&at al yst such as
pal | adi um acetate or “palladiun(0) tetrakis(triphenyl pPosphine), and an
additive, forexanplel,|'-bis (diphenyl phosphino) ferrocene or 1,3-bis 10
(di phenyl phosphi no) propane, in an organic solvent, for exanple DV or
NMVP, and in theYQﬁeseng@ wf a base, for exanple a trialkylam ne or aqueous
sodi um or pot asspum €ar ponat e OrHCI 8RHedtm or pot a{iﬁ m_Byg ogen car bonat e,
at tenperatures©O r i from about 50 tg about 1/90)%}/ fol | oned by
hydroysis of 15 the e’Eter product to isoquinoli n® cabxylic acid (4).

| soqui nol i ne carboxylFc acid (4) is then coupled to an amine to yield the
final target product. 20 '

Protecting group-1

_ 0
O Y CO,H
Y\“ COZH - ~ 2
oy - I
O NH *PG-1

Ry

HZ,N/'\‘AN’Rc o 9 R
. H Y J > Rc
v COH OH \/)S/ﬁ)kNJ\AN

- — > O ©N, H OH
O HN coupling PG-1
PG-1. . - reagent-
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CHART HH

O YSH Y-1 S--y CO2Me HN(- :N CO2Me H O YES CO2Me oxidant Y~ CO M 2 Am

5~ HMW / HNO O O Y,~”"~ CO2Me O T HCl 6N, heat Y H

H2N~N Rc O OH H Y~ NN"N.RC You CO2H 0 HNC H OH H '}

e
PG 1 reagent -843 WO 03/040096 2 PCT/ 6072006 19 JUL b
Il ON CO M YSH Y~S* CO2Me oxi dant \@%

= Protecting Gr%up 6 NHCI, heat Y<~ .. CO2H O
: E 0

H :HNY o) HN\ﬂ/

O

_ , CO2 0 "HN O NH2
00 Protec‘g,éra%ﬂgg%up-l Y.0OCOH Y/ -yQ2H 2 0 NH2 020&@9 R R7

2

ZCFQI_S
uphi ng
&)% CHART

M 2HW-O-HHNj( 0O PG

N Yo COzMe ’
I YSH $° = oxidant  Y~g-\-COMe
)j\N CO,Me g X ST

6]
‘PG = Protecting Group 6N HC,
1 heat
Y. 9 CO,H (0]
\,)S/\_/ #" chiral separation Y\; CO.H PG-1 Y\g/YCOZH
O HN - s
"PG-1 0 AN S NH,

2

. Ry
coupling R
_reagent HZN/'H/\N' C
o4 H
Q M , O R
Y\/g /\)J\:N J\‘AN"RC ‘Protecting group-2 v.§ /\/”\ 1 e
O HN_ H on H 7 * N N
"PG-1 O NH OH
PG-1
Ry J
Y\”/\)J\N/E'ﬁ/\N'RC 0 o By
/)S = H ‘PG-2 -~ Y\”/\)J\ -Rc
O HN OH S” Y N N;
o O NH,H on P&
Rx4

Charts HH and II. Chart HH discloses the synthesis of

a

‘set of racemic o-amino sulfones while Chart II discloses the

syn'thesis of the active enantiomer. The Michael addition of a

"5  thiol to a protected dehydroalanine methyl ester yields a

sulfanyl intermediate. The sulfanyl derivative is peroxidated

to the corresponding sulfone according to one of the above-

mentioned methods. Hydrolysis of the ester and protecting

group may be carried out with a strong aqueous acid, for

10 example 6N HCl, or acetic acid, optionally at high temperature

to yield the free amino acid salt. A protecting group for

-844-



chiral separation Y~11 » /CO2RZHPG 1 Y/ rl1l -YCO2 H HNC PG1 0 HNO PG 1 O

NH2 coupling Rreagent RN RN C OHH ORL R Y' ~H - N RCProtecting

group-2 _'jj" RC HNCOHY =HNPG2 PG1 O NHOH '"PG1 ORL Y~~ 1,NJ N~

Re OORIL ¥ '0\504%0%3' HN HOHPG2 Y-1 N/,==0 ONH2 H CH L%%ggﬂm;p%:harts

HH and 1. art HH di scl oses the synthesis of a set of racg,Ey g5,@m no

sul fones while Chart Il disckoges the ynt h%lst's.-_-.o.f t he acti;réﬁ eagngi oner .
? 5

The M cha®faBRRE tG% Bt BYS MivoPet 89989r bR ecte A8 ¢-64Pan thyl

ester yiebdst fde Stbhdiny it eheedhtetedbed sid raid flesferabhiyells
per oxi dat e to the correspondi ng sul fone according to one of the above-

ment i onedafEeF@dsthayrisiuedy ¢7ish eRevUBEERT LM d Hicol@dEFNg"REFBUY idifhe
carri ed oybi il 5 LORG AQUROYS Seida (65 AR @lakiShe. Or acetic

acid, optron y at "high tenperature to yield the free anmino acid salt. A
prot ec i n§efeoupveé gremovgd4 of) tSEPRENBERE 200659 \WF D37 GLTCIGSPETE U802/ 36072

19 JULY 2000, eXafifl £ SRRLlR0e UBY 0P adARELQuMNe A B2 ghgup. Standard

pepti de coupling he "unprotecte ramne preferentially affords the
product wabbvermemrieacide chettRelsnanebyanhies, i catbearetesyt-hogonal |y protected

to yield e diprotected . di am ne. | ect | : f..th : tecting
group af f%?ﬁ%rﬁgﬂ‘é% y’anjitnér!ayT%es rg%gﬁggc‘%ﬁ/ egrgor?rié\llcgéﬁagl t%c?Sngll%go%e of
t he aboverseptoonetthret adsdmtlo catbdeéde caryposiad es,sul fAnheddeat | Veey, it

may be reacted wt n i_socyanate.to yie urea r with sul.f onyl
Chi 0¥ e NgTRl b i FnERIECTHRE Yool Ta il oo Ro BRsc ChRhY
yi el ds thert agopd&rmeinds <Ehatt mul With adeaddiosiodl clstderHH with an
addi tional isonmer separation step which mag be carried (?LUt chem cal ly,
enzynat i cBPP§Tabiomystean il hierabsgraphyed Pt iy LY -
enzymatically, or by chiral chromatography, yielding the

single isomer acid which is transformed into the target

15 product as described above.

CHART JJ
PG, PG\N o X
. N._ CO.H , 1
H2N\:/002H H’ \;__/ 2 H \E)HQRZ
'ﬁ1 R1 'H1 .‘R3
0} (n )
H
pe - QHH - ReNHp PG - O . - oo P & X, -
H’N\_/\|LR c V) H’ \:/\*\Rz H, \:'/\'LRZ
= 2 R, R Ry Rs
Ry Rs 1 Rs
(vin) V) (Iv)
(RN-1=Xn-)20 or A OH
OH Rn-1-Xn-X2 Or ‘N. i HN-Rg
HoN_ A~ HN—Rg Rn-1-Xn-OH H \é/\ﬁﬂz
\:/\'ﬁRz - Ry Rs
Ry Rs (1X)
(Vi (X)
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single isoner acid which is transforned into the target 15 product as
descri bed above. CHART JJ PG PG O H2N-CO2H ;IV--.1C02H N(XR HH R2 R1 Rl

RLIR3 (1) (I1) (111) PG QHNR-R-NH2 . PG NO_ --PG-NXN1 RI) H
R HR ng;, 1R3‘R1R3(VII)(V) (1V) (RN 1- XN-20

RN\ 1- XN X HN RO H2N HN-Rc' RN 1-XN-OH H-R2 R2 %@?Em
(M11) (X -845 20 SEPTEMBER 2006 WD 03/ 040096 PCT/ US02/ 360 uLY

2006 ChartkKK. O NAOR C 0 1 HEaEKE2) d d 1. o+ d (V1) OH
2. HH NRINNJ NHU RANN | -Ir ORINRIN\ OHR2 OR R2 :R3 Rc -~

R5 O3 4 finall product (X) CN 1. O CN (VII1) N, OH G N 2. H+ RL \ |
NH NH R4 OHNTRe R4 ORNR2 ORLR2 R3 N _IIr R5 OR5 Ofinal product

(X) 5 6 5¢cP e 1 is reacted with an anmine 2 in an organic
_ 0
1
1 HNR4R5 (2)
' Cl
cl '
¢ 1.0H (vii) N T
" P, R1 AN NH NH
| > R4 Il o-n : : e
LINPN O-R M VRS R2 O RiR2R3
ﬁs lo} Iéi5 (o0}
3 4 final product (X)
C=N
- C=N VIl '
C=N ;Sf' Vi N7 OoH .
' : N/l — > R NH A _NH_
_ 'N/l R4"N NS O-H ) : \E/X Re
R4 sy o-A ) R2 O A1 R2 R3
’}l ! R5 O
R5 Ie} flnal product (X)
5 6
5 Pyridine 1 is reacted with an amine 2 in an organic

solvent, for example THF, at reflux or by warming to a
temperature ranging from about 80 °C to about 130 °C in a
sealed véssel, to yield pyridine ester 3. Pyridine ester 3 is
-hidfdlyzed using methods known to those skilled in the art-to
10 vyield chloro-acid 4. Chloro-acid 4 is coupled to amine {(VIII)
using methods discussed above and known to those skilled in
‘the art to yield final product (X).
.Alternatively, ester pyridine 3 is cyanated as taught in
Tet. Lett. 2000, 41, 3271 to yield nitrile ester 5. Additional
15 methods of preparing nitrile ester 5 include but are not
‘limited to treatment of ester pyridine 3 with copper cyanide
in organic.solvents, for example N—méthylpyrrolidinone, DMF at
temperatures ranging from about 80 °C to about 180 °C. The

ester moiety of 5 is converted to acid 6 via methods known
-846-



solvent, for exanple THF, at reflux or by warmng to a terrpérature rangi ng
fromabout 80 Cto about 130 Cin a .sealed vessel, to yield pyridine
ester 3. Pyridine.ester 3 is hydrolyzed using nethods known to those
skiIIed| to 10 yield chloro-acid 4. Chloro-ac? B %@ﬂﬁedto
amne (VI é%&@wr?g met hods di scussed above and known toqﬁca'rl\?f% ? d in
the art to yield final_ produstd(X). Alternatlvél ester

cyanated B8 FRORMtSHhllein [ther ar5p0HCidld> B4 % %ﬂl@lfpdxltﬂ ﬂ“énﬁster S.
Addi ti onaly119) Bt hodsnafhdiLRARIENErBi 81 5b€s €84 b d Y ud@ okt tare not
limted to treatment of ester .pyridine 3 with copper cyanide in organic
sol vent s, these exlakbled Nty IBFr £6l PdVRoRénal pedtct t&iper at ures rangi ng
fromabout 80 C to about 180 C. The ester noiety of 5 is converted to acid
6 via nethods known -846 20 SEPTEMBER 2006 WO 03/040096 PCT/ US02/ 36072 19
JULY 2006 to those skilled in the art. Acid 5 isTthen coupled to am ne
(VI'1l) using nethods that are di scu%ﬁ,%qftat?_‘%ve or known to those skilled in
the art to give final product (X). 5 Chart LL NO2 NO2 HOOC NO2 R-0 ~I Noe

1021 N2 NR ON-~ i06NROHO 43'C=-N OngJ \ ON-1/1\ O
HO:HORalkyl O5 6 9 Ralkyl - alide caN CaN N Oor . /. \ FiQl NO-
\' N O Ol NO Ralkyl 0 Ral 0 40—R-atkyl R807 II) NOor SR
HooC NO, NO,

(0] 2
1
NH, NO, |

o] -halkyl H
9 6
l l -alkyl-halide
[—\ - C=N
N Oors ¢=N ' _
i A -— . N
I. . \ . HO A ’ N\ [ § - - N\
5 N o Ralkyl © Ralky
O 10 Ralkyl 8 '
7
l l Vi)
=\ R _
N L. OorS
. | OH
A (Vi1 NH A _NH
- > N H “Re
N I o) ET7<
\ b aligd R-alkyl R2 R3
X)

Dinitro acid 1 is esterified with an alcohol and an acid
catalyst or by methods known to those skilled in the art to

10 yield dinitro ester 2. Dinitro ester 2 is reacted with a
-847-



O_H \' (MIl) NNHNH HOI NOC Ralkyl RL R R3 0 Ralkyl 11 (X
Dinitro acid 1 is esterified wwth an al cohol and an acid catalyst or by
nmet hods known to those skilled in the art to 10 yield dinitro ester 2.

Dinitro e r reacted with a -847 20 SEPTEMBER 208Q3ERAEM NB096
PCT/ US02/ g\gg'ﬁgl %JULY 2006 protected al dehyde for exg(?r’sple ggz%&%al or a

ket al , ol t, f t t t t f
KO e SRS ! G BMPLE SEluires, of el AT EE 7o

concent r abegasid faglveras o exabosakolybne, ant d:.enﬁ)aﬂa&ﬂlﬂieﬁgfﬁbml tro am ne
3. Dnitro amine 3 is treated with a palladiumcatal yst such as pall adi um
on car bonabenanSbriganix® °Sorpenin the REGRRACE @t Ban8Fidetpbmbyst <fawy|

acetat e, g&P%f‘yl L ér[erlaetea g&lgﬁﬁgeeagfgeopf O@%%%;ﬂcg}iq% 48 gorm. c or

acetic aci amno-in m no-in S reacte O with
sodi urd ni vieléimmd caquiemm amigreodhl Dinttoe suiterd Clsadmtateﬁovvttbh/e@l by
pot assi u Qdo- | ndoI g | odo-_ i nd ed wth

i
copper B?lfg%ngW ld’arﬁ SUE G&nP l§‘F‘dlmelxcfanrrp ltnhflflp%%%o?l @i none at
t enper at ugewézﬁ@m ﬁhﬂL&xam};ﬂ.(é mmhﬁuuzoatﬁam@l yi @il'[irlnlatd’eltlaﬁtel, ndantie 6.

Nitrile-indole-6 15 s the | ated wi.th an al k hal i f.or. exanpl e
propyl or 2°BEPYHEF i déen E?{?mp &SSpFechE o?P R°1 Urféqﬁ'rsegfgﬁﬁlé of*a base,

for exanphgegodi sl i1 spAhasshupLEed ! - Ao idelolpuetier abhyted
potassiumtert-butoxide, in an organic solvent, for exanple THF, - DVF or

DVBO, L §r eVeEAbF9I IO L tatl oo G SRMEPHE URBIDRrtlpmisy o St“&fVFéFda%‘Fer

indol e 7. :44 {1 6F8QUY 8l haliviPtidadake fongyvde seactRb1M BN @Bgoaqueous
m neral acid and sodiumnitrite, followed by neutralization with a base,

for exanpladeldi Tint HiteRBAIETh SREPEReAYRRHER Skl \@Tt IPLSEEASs FARYEYaNi de’
~and coppeg C¥Q£&h;gf? twlze‘ic 1644 oh b bl h 67 b NGO! Eerfbefeitiiled BEQLEABoLE then

hydrolyze e acl 8 dsi ng net hods known to those skilled in the
art. | ndmbe Boi sbéea0 € Sapltedyt elamhier {Mindalsl 16g Nethois- Jmdale € o
those skilled in the art and FEVIOUS|¥ difclose in thi docunent. 30

Al 't erhati v81 fReR oty IRIdE 6 4% ame 3%y BRtHSn Bk xS BECPY br ©Bxanpl e
as propyl vty hul ¥yhidodiglemidomsde cnobrigll o i glee igkddtrdy @seacBasé, @ base,

for exanpl e sodi um hydri de Qr dDot assiumtert:butoxi deb nore pref er abl y
potass'unﬁpgrgxample sodium hydride or potassium tert-buto
preferably potassium tert-butoxide, in an organic solvent, for
example THF, DMF or DMSO, preferably DMSO, at room temperature

20 to 100 °C, to yield ester indole 7.

' Alternatively, amino-indole 4 may be reacted with an
aqueous mineral acid and sodium nitrite, followed by |
neutralization with a base, for example sodium bicarbonate,

" and then reacted with potassium cyanide and copper cyanide to

25 vyield nitrile-indole 6. Ester indole 7 is then hydrolyied to
indole acid 8 using methods known to those skilled in the art.
‘Indole 8 is then coupled to amine (VIII) using methods known
to those skilled in the art and previously disclosed in this
dbcument.

30 Alternatively, iodo indole 5 is reacted with an alkyl
halide, for example as propyl or butyl iodide, bromide, or
chloride in the presence of a base, for example sodium hydfide
or potassium tert-butoxide, more preferably potassium tert-

butoxide, in an organic solvent, for example THF, DMF or DMSO,
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but oxi de, in an organic solvent, for exanple THF, DVF or DVSO, -848 20
SEPTEMBER 2006 WO 03/ 040096 PCT/ US02/ 36072 19 JULY 2006 preferrably DVSO,
at a tenperature fromroomtenperature to about 100 C, to yield iodo alkyl

9. An O(a%‘ﬁs/ﬁ’{oos% thiazole .in an organic solvent, fo?ﬁiﬁ%@@ £0al kyl

et her or terrper ature fromabout O to about %ed W th

5b f i thi d_opt |1y |eft st f
about 15 PEeERETA" ) TP Zidke CiEBPLBE eSO diRid ¢ iy o0t From

al | owed tQp¥aEM§® @,3@cCyidliaWhbed 41MEL 9.0d6 ahdyblel sraddegiadsld ovwed by

tetrakis triphenyl phosphl ne palladium The mxture is then optionally left
stirring an anlﬁrqmrmllmtf,rcﬁm‘r @mrmpb@rp@*@}e]w]e etdrezbort THE Rt ryi el d

oxazol e/ thi azol e indag %_l_e 10.. Th roI E of %Q?% met hog kngwn to those
skilled i RePRETAIE"Y| f’hfil e . TERGY5F Y Hi a0l e aci d

11 is souphsd, tﬁr@f@f@oj(wlﬂdt)yl lliltﬂguﬁeéﬁ@dépﬁﬁﬂﬁ\ﬁﬂ.lt)p tdrasetskicihgd in the
art. 15 Chart MMOHNI OR NH HO2 O ONOR NORO / Ralk

Ral kyI . for frem @ow 15 (b mPput FONHERHPNIE Fplordde G thRe a@@?iw R1
Ral kyl g K tRe A0; L 'lEd’P Caﬁo%veds £6Of %t@? §.039 nglo! greqhe 231% met hods
SR T n i A

known to hose" sKi he art. Indo € es is then ated with
an al kyl haBodelk$bro ebmrqﬁchdprdp}lﬂowedbhj?ytetredd:tsde;rlmfmwdehoephmé oride,
in the prgég%glof a hase,. for 849t1210 SEPTEI\/B% OlOe_ " V\Q 03/ 040096

PCTI US02/ e Mixture 1is en optiona irring at
10 temperature from room temperature to about 80 °C to yield
oxazole/thiazole indole 10.The hydrolysis of 10 by methods
known to those skilled in the art yields oxazole/thlazole
acid 11. Oxazole/thiazole acid 11 is coupled to amine (VIII)
using methods known to those skilled in the art.

15

Chart MM

/4
H ;

o

X)

20 Indole acid 1 is converted to indole ester 2 by methods
known to those skilled in the art. Indole ester 2 is then
alkylated with an alkyl halide, for example propyl or butyl

iodide, bromide, or chloride, in the presence of a base, for
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19 JULY 2006 exanple sodium hydride or potassiumtert-butoxide, preferably
potassiumtert-butoxide, in an organic solvent, for exanple THF, DV or
DMSO, preferrably DMSO, at roomtenperature to about 100 Cto yield al kyl

i ndol e 3. Vﬂ)to%ﬁ@ptsi vely, indole 5 acid 1 may be convert@l&%&@%%%o%o al kyl
indole 3 by  Teaction with an alkyl halide, for exanple pr Op%duf?h(%% tyl

i odide, bromde, or chloride in the presence of a base, for “exa e sodi um
hydri de o©XgapPassFafiver bY@t &k Ue PP esréHBbE§T t potae%tdm tié‘%ecf-e&g‘g&iﬁ de, in
an organi ¢, 3alwenh, tEOF-EXARl & 10 nTHE PYENOE DYBRnP! ef ¥ I 1&MB0 at
roomtenpératurée to about 100 C. Alkyl indoie 3 is then treated by the

met hod diTEE, 0PME pPn DMEO. Lexeferzigy) DVEQS ahdreef ek emeéinedO t herein,

Tet. Lett. . (1995) .40 and references_cited, therei . O Left. (2001)
1005 and Féoél?teibgs (gisﬁoec}”’[%l?r eail%y olTéoy?g?dr}glc%ﬁ#qﬁr?cf&%legl’ %\%9??%dol e dis
hydr ol gzeddia ilndalebactdnvebtesidigamiipods kbewh indéhese ¢ lled in the
art, and indole acid 5 is coupled to amne (VIIl) using nmethods_known to

_those skif9e&FirR VhERARR I bIRRARAS0 LBIF OB tRFeA EF B8&iple A
Enzyme | nhigdilgie0NpfSsade 254 Neh cmungs tat bhesbAventf op wiR arakyzed for
inhibitory activity by use of the MBP-Cl25 assay. This assay - determ nes

t he rel at ie%ampalsi BPEisn Bydpede e @odessd up) §9Vég]éu"-9’é¥d%r mRyfderappy
substrate R.CL25 ; d :é’&ﬂp‘ R ean

unt r eat edpggﬁtsrsgﬂlgl %%E%ﬁi%%%’gg;}?&qfgﬁaag%go?oﬁ%ﬁg‘s@%@%ar afeters can
be foufAd, T&, SMEnpkeDME, Wb fdatadity NYSO5a8420400terBpegtiure tdoe substrate

is a fusion ept.ide for af | t gse bj.ndi rotein P d.the

car boxy t@rbrﬁur%aﬁ%QZSCarﬁﬂ%’qa&nggﬁgf gAf-E’ﬁ- n?%eeo ibéfh(tqz‘%u%“ﬁgf]%ﬂ. The
bet a- secr efiasa ogeay i bsgdenéied (Jopmhuaes aB880r2feSERI&VRERZ006. WO
03/ 040096 PCT/ US02/36072 19 JULY 2006 brain tissue as described in Sinha
et.al, 1999erRdfur deko: 58yt - 539 400c0RBANAREETCRFRRCERhSherein,

full -1 ength ergyreretan pRodc) deods 30 re2Bderadls bei Bi@Piadidf @b exanpl e,
from 293 cell s expressing the reconbi nant cDNA, as described in 5

W00/ 47618/ 1eldhpsiiinfobe 4 herenzndolies 4andl pyduclysed sngidoleppcid

i mmunoassay af thhReeAZYEBSowh @AY a9R JY QiU 8a fhecrxespl ardha EhlysAeuses an
anti-MBP capturé antibody that is deposited on precoated and bl ocked

96- wel | hiafibiSndisngoprae@sto farinmed 19y ) 10sing ubakreds vidyditoutegsenzyme
reaction 4n8nRat At thel ngpgtli,md/vi_(t}g a specific reporter antibody, for

exanpl e,

20 BIOLOGICAL EXAMPLES

Example A
Enzyme Inhibition Assay

25 _ The compounds of the invention are analyzed for
inhibitory activity by use of the MBP-Cl1l25 assay. This assay
determines the relative inhibition of beta-secretase cleavage
-0of a model APP substrate, MBP-Cl25SW, by the compounds assayed
-as compared with an untreated control. A detailed description

30 of the assay parameters can be found, for example, in U.S.
Patent No. 5,942,400. Briefly, the substrate is a fusion
peptide formed of maltose binding protein (MBP) and the
carboxy terminal 125 amino acids of APP-SW, the Swedish

mutation. The beta-secretase enzyme is derived from human
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bi otinyl ated anti-SW92 reporter antibody, and further incubation with
strept avi di n/ al kal i ne phosphatase. In the assay, cleavage of the intact
MBP- C125SW fusion protein 15 results in the generation of a truncated

am no-ter ru,g%mm{)%agrrent, exposing a new SW 192 anti bodwpfeﬁ%%w%%@pi t ope
at the carboxy termnus. Detection is effected by a fluores %ﬁvzo%%’bs”ate

signal on cl eavage by the phosphatase.  ELI SA only te cl'eaya

fol | owi NgPTRIR SOE e Afe CSFELLPEHeLR! Sh‘%ﬁi‘ K- ﬁ%%nut%’t&tst%ﬁ 4P 857

Speci fi ¢ AB6RYoFI LMY @an©AFPBYBdEcat eadi twd efhiln1@nkith @nbkiydneon series to

a.si x- point concentration curve (two wells per_concentration) _in one 25

96-pl at e feMinpeacingodid 't ePEdC2ERR BFRHEL S edtO%c SAFBEIGs FE°Pr epar ed

I n DMBO t@g{fﬁ&&dﬁo &&%ﬂiblgl pRbatesbAbknsOt Utdrdh, THie gekeekbs@l phion is
uted In

serially di Oto obtain a final conpound concentration of 200
m cr oriol aWOR®/4Helthi gh point of a 6-point dilution curve. Ten (10)

mcroliters of_ 30. e diJuthan d ﬁ@%boffgg\%%hé of,fow C of a
correspondi ng V- lol%eltq;gi%nploaf?teth%oe\%\%?@% %go&%acro I'ters 01?( 5% m I¥i nol ar
NaQAc, 7. oRmiMBERsgH of Sher enpywedddelieathee Na@abictdi .| uCag esapolady pl at e

is spun d o pellet precipitant and. ' rlg!'“_t rs/uell-isqtgansferred
to a cor r}g]\é\%%%d‘f%gs falr%lt‘ipnﬁ'ﬁL 0 tSﬁPBngea?%&vﬁ%h %szfi\g?)io!tsékrzgdégi ce-cold
enzyne- -8bdcdOB/LH40006ARAPCEAWSD2/ h36H 7210HE nd $1HHEY , 2G08 Lowbdtpat e

m xture (2.5 mcroliters P- C125SW substrate, 0.03_ m.croliters enzyne and
24.5 M cr SPFERF LI &N dﬂg b PRIV 5%?‘?5’(9%501?06]]@@&1@)%% s added. The
final reaché@Patiod UrieciDfa s2RQiflier eapbatet camnibtdlgt fidie kiagpest curve

point is in 5%5 DVMSO, 20 m|linmolar NaAc, 0,06% TX100,_ at_pH 4.5. Warm ng
the pl at eBebinylafef e icUHARt LePAETER- e PIBactISh. FUAFPEF 90 ninutes at

37 degr eesnLup200on a0l dtriotaR ki ng ol da SPRS i pRiL sHd i, | s1addrd to stop
the reaction and 20 mcroliters/well is transferred to a 10 corresponding
ant i - MBP aas#vodyleaaal H Itha ppiastf YRP-Chht I £usieim &RitRdTR80

mcrojdte Ll £ J%% I148Rh of THI Brhif@etdP hriihd eahad overni ght at
4 degiréeesff%égﬁgét%g%&l ﬁrls#dgveﬁoped Jtﬂrlle_ next daly. after a 2 hours

i ncubat i ofiragimént are*pdHiz@\eamelh Sty 1 9 obh bl pP Stirletea FPd EAPAPA Y 5

conj ugat e ndeIEUALeSeat DSt bakee TBA 9L 00Rtedfed 3f LR1BorbabERESCEN
pl ate reader. Relatlve conpound inhibition potency is determned by

cal cul at i agbsheatersiamalatdrorlekvegapbunthe hosidass f BLLPA peiEent
reducti on i e S| I ) ed. t HILE agf;i on

si gnal ind?ﬁggg%n r%%%éeﬁglr%lv]\i%ﬂgg Obgggggé %%n%%%%g%ﬁ%gegggaéw t he
conpo2ds 761 mheativwrenddon

'Sbecific Assay Procedure:
Compounds are diluted in a 1:1 dilution series to a six-

point concentration curve (two wells per concentration) in one
25 96-plate row per compound tested. Each of the test chpounds
‘is prépafed in DMSO to make up a 10 millimolar stock solution.
‘The stock solution is serially diluted in DMSO to obtain a'.
final compound concentration of 200 micromolar at the high
point of a 6-point dilution curve. Ten (10) microliters of
30 each dilution is added to each of two wells on row C of a
corresponding V-bottom plate to which 190 microliters of 52
millimolar NaOAc, 7.9% DMSO, pH 4.5 are pre-added. The NaOAc
diluted compound plate is spun down to pellet precipitant and.
20 microliters/well is transferred to a corresponding flat-

35 bottom plate to which 30 microliters of ice-cold enzyme-
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exhibited an I C50 of less than or equal to 20 m cronolar. ExanpleB 25 Cell
Free Inhibition Assay Utilizing a Synthetic APP Substrate .A synthetic APP
substrate that can be cl eaved by beta- ;secretase and having N-term nal

biotin anqvgggl&og%uor escent by the coval ent attachnent Z%ET%Eg 722@16een at
the Cys resi'due 1's 30 used to assay beta-secretase activity It Ps,Rr esence

or absence of the inhibitory conpounds of the j] ion. Useftu

subst r at eSUPREFRLR THE" Y | 'Ehﬁgcgpgﬁﬁﬁ?%é%ﬁiféigggﬁ(ﬁéhﬁﬁ%agFeeﬂ]R%-[SEQ
I D NO 1] mic862i W39 HOARMROGind BQA .CThiUSR1 1 8605 2006 cdi¥ DY 208600

Bi ot i n- SEVKM DAEFR] or egon green] KK : [ SEQ | D_NO _ 2] ) )

Bi ot i n- GLRPRTERI S @Aﬁﬂf%qlcﬁ 85979 r eERPKKIPBET A5 NG Fyixture of

Bi ot i n- ADRGH TIRPESEA TN Kb ooVt DARE At 8888t 9&e8d Ko ineEQsl Pn B 4] 5

Bi oti n- FVNQHLCox GSHLVEALY- LVCox GERGFFYTPKA[ oregon green] KK [ SEQ ID NO 5]
The erzynBME0, 12k apbhblrgdanAficest0 -O6/FpEHAHAS, (B 0L 4-2:00 micronpl ar) are
i ncubated in pges . f f nkty (+384 at 37
degrees C for @%Iﬂ%ﬁg’ge IJTl(ﬁ)jl\é&e%o troeggt FS%%%&%‘?%‘?‘Z% %;Re gg%?%ni)aon of 150
m | |inol aresgbsonat eAfter P& imaubes| ate3df dsgreeeiCol 208r per well. The
final ass ndition re:; P. - 10Q.m u i.nhipitor;
0.1 nol ar ﬁégﬁlggﬁg%%%t%%lela(cgﬂcg.sg))%;%lflgé %5%%?2% %%&S%%%e%qu ?hganom)l ar
sol ubl e betacstoneimd 20 il hibeereriwall asdtR8ndBbefiMsDtollae assay m xture

is incubated for 3 _hours at 37 d ees C _an eaction is termnated
by ¢ i b FERPRRES G e SREIREER: rarf TP e ot r ept avi di n.
After ingupahbken wbdtesiiepteay ndictodl teosmvéEIpeseditien fdinudht . m nut es,
fluorescence polarization is neasured, for exanple, 20 usin ﬁiélJL Acqur est
(Ex485 nnFRERBS02AH)OR The uRALSy 8f’erPh%hBe?%-%éj@|g€F§§ece”ngz‘§ §s

det ect ed Ry reRangesetdn @i dHIRECARGEapOLAr & ZAthA S hdicuBatubnWhen t he
substrate is - cleaved by the enzyne. Incubation in the presence or absence

of conpoukdth ARk TbI28WHrantikarehsfrat e¥edpl¥i FFEeR iR B iPdn of 25 _
bet a- pecr ebaggenE VAR | £11¢d.2agr lipkteas¥Nt helhd Cs AR Skt 8n 4N this
assay, conpoungs.of the invention exhibited an IC50 of |ess than 20

m cronol aflupxaapeet @BY-Betsrdwdor et ase i nhibition: P26-P4' SWassay
Synthetic subsgr£s,& UMY e HI8L8nSEEEELEF 61 s Aaauadedl b Oof APP
are used .to assay beta-secretase activity, using the nethods descri bed,
for exanpkélcphatinggsthe SEEENBERiPD0eE compound that showed a fifty

percent reduction in detected signal (ICsy) compared to the

20 enzyme reaction signal in the control wells with no added
compound. In this assay, the compounds of the invention

‘exhibited an IC5p of less than or equal to 20 micromolar.

Example_B
25 Cell Free Inhibition Assay Utilizigg a Synthetic APP Substrate

A synthetic APP substrate that can be cleaved by'beta—.
géecretase and having N-terminal biotin and made fluorescent'by
' thé covalent attachment of oregon green at the Cys residue'is
30 ‘used to assay beta-secretase activity in the presence or
absence of the inhibitory compounds of the invention. Useful

substrates include the following:

Biotin-SEVNL-DAEFR [oregon green]KK [SEQ ID NO: 1]
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VO 03/ 040096 ~PCT/ US02/ 36072 19 JULY 2006 publ i shed PCT application

W00/ 47618. The P26-P4' SWsubstrate is'a.peptide of the sequence:

(bi oti n) CGGADRGLTTRPGSGLTNI KTEEI SEVNLDAEF [ SEQ I D NO 6] The P26-Pl
standard equence: 5 (biotin) CGGADRG_TTRPGSG_TI\HB%SCEW WgOOFSEQ I D
NO 7] B:l?é %@@Oiﬁhe bi oti n-coupl ed synthetic substrates areslugg%b%t ed at

a concentration of from.about O to about 200 m crongl L 'S, assay.
When test?%@t’rrhTﬁ%\{%‘WMﬁ5ﬁﬁag,g’éei%ijl%%rate conce'tgr%ét |&§n of about 1.0

m cr ool ag; b i A GiNederet stesvesrRoPorstn ditadrkki rsBySOaKe: atlfled to the

reaction mxture, with a final DVSO concentratﬂ on of 5% gﬁﬂt gl | so
Contai n aBEe Rt AN RO HSS IR ORE L S0 TG (25908 B SEPARR of SBRL 2D

secretaseyghgynme in the reaction is varied, to give product concentrations
with the linear range 15 of the ELI SA assay, about 125 to 2000_pi conol ar,
af ter 5 di BLet b FVRHELGorASHENEALY r Y €0 5B T I £ T2 R FF?ﬁ’Bﬂg]?: sodi um
acetate, . pH 4. pgp@. H9%KAlr ishon X100, and is incubated at 37 degrees C for
about 1 to 3 hours. Sanples are then diluted in 20 assay buffer (for

exanpl e, 145. AMparemmrg Sodi aanowbler) dend g qamplourssal0sB88E um

phosphate, 7. 7. m 11 inmolar, sodi Lde; ., 0,.08% Thilon1X403-£6Q04 LIt er bovine
serum al bﬁ%gnlfu%]lﬁ—?miélnq)t oar%qgg%ghg%g %%aé:&t?g‘ﬁoq%etéiﬁ gfi)élébutgeg ?ur{{her for
i MmunoasshYyack pldtes clXnlagd 1pr eLddet degrees 25 e dPagenproduct Shean be

assayed by ELI SA. Diluted _.s | es .and. st andar 1€ .l a i say
pl at ejsodcog?%‘athﬁis capt te?%%%ﬁ@,lg%%? %gglrr%s ér-,?i l@\ﬂ%gggf %?g%E%% 24
hours at t4dggof£esl GrolAfree o Wa9hinhgrobi TdBDdatiffedrl .( 15Qenifihahohasay sodi um
~chloride, 25_ m|limolar Trjs,..0.05% Tween 2 H7.5 30 the.sanpl es are
i ncubat edSARPERESLIR AR Wi r?—'i?rglaécgp/(éi i R Ao R Cr?éﬂ?t?%‘gg‘t L’IP%F’E%%O{JP
instructi gns. m&fderscaane dttatiengghat i ®n; at50 nenmnicdrpesabeteatéhe sanpl es
are washed in TTBS and incubated wth f|uorescent substraé‘s solgt' n A
(31.2 g/ | Pe &rnangmetre 2o lRley PetapFEpERbrSe 30 ng)/]ﬁ tEEeHEY g, 8RS fRacti on
Wi th 18540200 SEPFEVBER: 2006 x\WR035040096a PET /#4302 360142 39 dWLY 2006

streptavi di n-al kal i ne (ghosphat e permts detection by fluorescence.
Conpoundsdesiaeear@. edtdcihs &gashiipnt dpstermipmied &t tdeasddatiryi ¢y @

deronst r ag [, dHeRd Lheavagalbont Be isMBatHate ASLAMAGEE.torarepntrol. 5
Exanpl e D Assays using Synthetic Qi goEeptl de-Substrat es .
incubation with streptavidin at room temperature for_;S
- minutes, fluorescence polarization is measured, for example,
20 wusing a LJL Acqurest (Ex485 nm/ Em530 nm). The activity of
the beta-secretase enzyme is detected by changes in the
fluorescence polarization that occur when the substrate is
cleaved by the enzyme. Incubation in the presence or absence
. of compound .inhibitor demonstrates specific inhibition of
25 Dbeta-secretase enzymatic cleavage of its synthetic APP
substfate. In this aséay, compounds of the invention exhibited

.an IC50 of less than 20 micromolar.

Example C

30 Beta-secretase inhibition: P26-P4'SW assay

Synthetic substrates containing the beta-secretase
cleavage site of APP are used to assay beta-secretase

activity, using the methods described, for example, in
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Synthetic oligopeptides are prepared that incorporate the 10 known

cl eavage site of beta-secretase, and optionally detectable tags, such as

fluorescent or chouronobgenic noieties. Exanples of such peptides, as well

as their Qdifbéon and detection nethods are descri be&d MBER Pegent  No:
5, 942,400,‘pﬁer/e‘ﬁﬁr)1§i ncor porated by reference. C eavage lgCEB M?gﬁzoo%a” be

detected using high performance |iqui mat ogr a or, fluorescent or
chronogenPEbaéFE‘?:‘gi%(ﬁT ?%9%6&&1&%%8855/&?%{50 thqg“epg%/q_d)e‘l ¥ be det ect ed,
-accor di nggub8r PREEOLS yehdptkiava fi Rhkheeghénc®y Way of exanple, one such
pepti de has the sequence SEVNL- 20 DAEF %glvzﬁdl D NO 8 and the cl eavage

site i s bdbPhebhn) FERMRETREGHFLENIKAEER A% red tHPaf®:h&d the
sequence ARPRG:TERPLESG TN KTHEE -3FE Y- Qﬁéﬁe{lggg) ID NO 9], and the cl eavage

site is between residues 26 and 27. These- sysithetic. AP P_ .substrates_
are _ % ncubapedn) CRGARPRELTTREGSGHTAJEREEIEEVNRLt a- secr etE¥: Ihh&er dénditi ons

sufficient to Fﬁgéﬁlj{% I, belsass! Q%%Lﬁigﬁn?%éﬂgpiyﬁ?yt et%fs the substrate.

Conpari son of avage results in the presence o conmpound
i nhi bi t or ingubshéed okt resedrieerpreriides of fAeagurlowt O tive adymyodhd' s

inhibitory.activity.. 30 .EX | ghibi tiop. -4 t LvVity -
cel l ul ar i 59‘“0!-[%%51%0”@&%5%%5 2%&pl %\i}%‘fﬁ%ﬁ%&%‘%@?%@%ﬁ?ggé 719" JULY
2006 An exeupbarytassaycdriiratienandl pebatol. § niidxdnadarofisbet a- secr et ase
activity utilizes_the_human enbryoni.c_kidne i ne 93, (ATCC
Accesé{)onpmﬁeﬁﬁﬁglw%‘?s? rH S dd%u%ﬁgA%ﬁﬁééoﬁﬁeaiarﬁg%?t%ﬁet&ﬁt urally
occurringrdadbh enndi 2t w6, Sviltes G5lEYRRS 2 DMeo AstibdSdil et ihibr mAviser.ed for
APP751), commonly called the Swedi sh nmutati on and shown to %very%{loduce A
beta (G £PBR¥BLSaplso 192l A fd 360879 - 895 HR Y Athed -i n TRBISPN

5, 604, 102 cohbeneeht S0l &f | i HRE dtBskhenpifs eng efiabsenca iofh tike 10
i nhi bitory conpound (diluted in DMSO) at the desired concentration,

gener al | yVapied 100 gy purfiIGh comcephgabhans ofithe-he datifdit *gBPPod,

condi {iongd Redi ar,isaanadyzediR: 1Bst 8558656t SsCoRStdVi taktor exanple, by
anal ysis of cleavage fragnents. A beta can be anal yzed by i mmunoassay,
usi ng 15 spdeifipo-detecti on anti bodies. The enzymatic activity is measured

in the presenC%hén9e§§§§&9qnﬂIt&I@e GQRBPOHAGaL 8N Bi0rS: i derpashnat e

specific inhibition bet a- secretase nedi ated cl eavage of APP substrate.

20 Exanpl @cetate, pH 4.5, 0.06% Triton X100, and is incubated at 37
degrees C for about 1 to 3 hours. Samples are then diluted in

20 assaj buffer (for example, 145.4 nanomolar sodium_chloride,
9.51 millimolar sodium phosphate, 7.7 millimolar sodiﬁm azide,
0.05% Triton X405, 6g/liter bovine serum albumin, pH 7:4).td
quench the reaction, then diluted further for immunoassay of
. the . cleavage .products. . .

25 Cleavage products can be assayed by ELISA. Diluted .
samples and standards are incubated in assay plates coated
with capture antibody, for example, SW192, for about 24 hdurs
at 4 degrees C. After washing in TTBS buffer (150-miilimolar
sodium chloride, 25 millimolar Tris, 0.05% Tween 20, pH 7;5),

30 the samples are incubated with strepavidin-AP according to the
manufacturer's instructions. After a one hour incubation at

© room temperature, the samples are washed in TTBS and incubated
with fluorescent substrate solution A (31.2 g/liter 2-amino-2-

methyl-l-propanol, 30 mg/liter, pH 9.5). Reaction with
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I nhi bition of Beta-Secretase in Animal Mdels of AD Various ani mal nodels
can be used to screen for inhibition of beta-secr.e.t.ase ac.ti _vity..
Exanpl es of aninmal 25 nodels useful in the invention include, but are not
limted RQ?OQRH&%,_guinea pig, dog, and the like. The ag%gﬁgy§%§gws can be
wld type, transgenic, or knockout nodels. In addition, ma E, Dygapdel s
can express nutatjons in APP, %ggp g% APP695- %X% nd éh%llike escr1 bed
herein. ERERPPERVIFAT % PROSRBALRURERHEPAT T 3R 18U are descri bed
in US. Patgptedosnce 5, @hugdhdH 942, 4168 apfebt Bdd, HddibiRABP oifi ce,
prepared as described in Ganes et.al., 1995 Nature 373:523-527 are useful
to anal yzbeta-§eGEesi R radsi vty SeuangEratreradicey it ad% Odn E8Sof
putative QRLPLLOLYas 860 SEREBEMBEBR2006. WO 03/ 040096 PCT/ US02/ 36072 19
JULY 2006 conpounds. As described in USPN 6, 191, 166, 4 nonth ol d PDAPP

m ce a¥e adm ni stered conpound fornulated in vehicle, such as corn oil.
The m ce ﬁkggg%gqﬁ with conpound (1-30 ng/m ; preferably 1-10 ng/m ). After
tinme, e.g., 3- ours, the 5 aninmals are sacrificed, and brains renoved

f or anal ygissays TushsgcSynthetiim|0l isopeptdfinr Subst¥2®®S anount of the
conpound i-nhibitor preferably formulated in a carrier suitable for the
chosen node of adm nistration. Control animals are wuntreated, treated with
vehicl e, or treghefewd ¢ hhobigopEntides d@ecomppandd ot nimstomporatec &hebe
acute, i.e., single dose por l.tiple doses in one d or n be chronic,
i.e.,1@05$H6WP509?@$%%?eﬁﬁ%ﬁﬂ#%;9?#%?§e6§Fi88e0faﬁ§y%$€%%%ﬁ%%i ng at tinme 0;
brain tisguecetapteechbsigs, fdudin 45 Mhilcaieaedntr om srbecsmsheraind mal s and

anal yzed for the presence of APP cleava%g 15 pe tidfi, iq%{uding A bet a,
for exanpPeiehyepmmBtaERiSS R RyChs PERFAESantP bBar €2 o A et a

det ect i on 5, BlaukRecanshef aéhsct 188 ndidded araniiatsivee saw id.i cegeand brain
tissue or cerebral fluid is analyzed for the presence of A beta and/or

bet a- any| dicd. Bl 848e400 Thee¥e ks g drpgrabedn By 588 RC20 fG3YS9E. Ani nal s
adm ni st er, , C , Lol hi LP¥Epha Qe & xpected to
dennng?raf%ggggggegg£?%£?%é$%géﬁéﬁg$in%{ssggépor cerebral:gFﬁids and reduced
bet a anyl| chdopk&quesrhyi nobr Blyrnessapd or. CREOMEGHPHF e LeFtUPThon- t r eat ed
controls. i bitd f ~bet a,prad ! i nhuHrRYTrdRaly ent s
Patients g%?#é??285§F§%%£§§%e%%3$¥2Iﬁﬁgégge%?(%gbéé%%ﬁgﬁgtrate an F;creased
anount of tA bethods whdlbkadwn AD @C gatti-ents are admini stered an anount of

the CO”DQERgWEQhEQiEQQmple, one such peptide has the sequence SEVNL-

20 DAEF [SEQ ID NO: 8], and the cleavage site is between
residues 5 and 6. Another preferred substrate has the
sequernice ADRGLTTRPGSGLTNIKTEEISEVNL-DAEF [SEQ ID NO: 9], and
the cleavage site is between residues 26 and 27.

... _.These.synthetic APP_substrates_are incubated in the

25 presence of beta-secretase under conditions sufficient to
.result in beta-secretase mediated cleavage of the substrate.
Comparison of the cleavage results in the presence of the
-compound inhibitor to control results provides a measure of
ﬁhe compound's inhibitory activity.

30
Example E

Inhibition of beta-secretase activity - cellular assay
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formulated in a carrier suitable for the chosen node of adm nistration.
Adm ni stration is repeated daily for the .duration of the test period.
Begi nning on day 0, cognitive and nenory tests are perfornmed, for exanple,
once per npPLtaenda>? 20 SEPTEMBER 2006 WO 03/040096 PCHC_YPS{,@%}%/1 20619 JULY

2006 Patients adm nistered the conpound inhibitors are 'expeng%

. S . ; 6
denonstrate sl ow ng or stabilization_of disease rogression as. anal'yzed by
changes in oné"r’o(ex%ﬁtpéaBV PREXY £ O ot nG W é’gége?%a%g%%‘fgjé{?lsqn ‘beta present
in CSF ornp& flrsiiabeabbtovi by pporaisl thel tnmanAchbrgodepadsidreeyi n t he
brain; anyloid plaque in_the brain; and scores_for nptive nd, menory
functi on,Cels domFaFEEP&PEh (ROt rdFSeHHRY Mat gﬁL"ﬁéﬁgganénﬁ%F le H
Preventi qp 9f Ap¥ehapheduat hgnthd matiently alccirginbosodble Rt atiios

predi sposed or at risk for developing AD are identified either b

recoghi t ilaws GLMetBanitol AnARERE cgnwfﬁ%ﬂrte@r Foxt #Péﬁéhpl%?mb?‘é]sl%nce of

t he Swed'c.s%ll% ] OR AR A4 0F L 2t Py MY 1BHdWRO t& 3YRLBFLEUPETRIBIES S.
Patients 1dentified as predisposed or at risk for devel oping AD are

admi ni st et@ikmm emednt,. 1802t h¥atenp ottt 6 72hiti4 or apr EPEFBEPPSS f8F nul ated i n
a carri %%ﬁ\gig aé;bl elfogr t he chosen node of adm nistration. Adm nistration
IS repeatée ai’l y4f’or tthe duration of the test 20 period. -Beginning on
day 0, cognitine ardlseemeyihesbated ein pord auesgnckdpbesaapl @t @rree per
nonth. Patients adm ni stered th onpou {nhihitors _expected to
demortd: r TG PSP I(%hzgltﬂlg%n ot |§s aé% tt%r%&?%?é?%n as anal yzed by
changes i#oncditeration,Myeterailyhep 25 foiniowidyyatissedse patarhes earsl A bet a

present in-CSF or plasma; brain or hjppoc al ..vol.une; | Qi | aque in
Phe " br o, Ehemd RedBmBR Y BF2A o CPYE SITOIAGI o (e EPaRvEas Sohpared wit h
control, poryideatad RaticeatscyWEbe étinoldv et iamallhas sheencheseigded with
respect to 30 various specific exangl es and enbodi nents, it,is to be

under st oofragRenthe RS 6A% 8endRatYFRY & (HBFPERASSAY: YRbYTd only be

constyrguedg by § A erqueiatican .ot i HBgissope e tdizynappendediciaynss - 858 20
SEPTEMBER 2006 WO 03/ 040096 PCT/ US02/36072 19 JULY 2006 The follow ng
conpoundsmegserest diynrté PIEFGRERABR VRSB G T FOMRGUBfogy. Mass

inhibitors to demonstrate specific inhibition of beta-

secretase mediated cleavage of APP substrate.

20 Example F
Inhibition of Beta-Secretase in Animal Models of AD

Various animal models can be used to screen for
inhibition of beta-secretase activity. . Examples of animal
25 méaels useful in the invention include, but are not limited
to, mouse, guinea pig, dog, and the like. The animals used
can be wild type, transgenic, or knockout models. In additionm,
mammalian models can express mutations in APP, such as APP695-
SW and the like described herein. Examples of transgenic |
30 nbﬁ—human mammalian models are described in U.S. Patent Nos.
5,604,102, 5,912,410 and 5,811,633.
PDAPP mice, prepared as described in Games et.al., 1995,
Nature 373:523-527 are useful to analyze in vivo suppression

of A beta release in the presence of putative inhibitory
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- Exanpl e ' Spec Structure Conpound Name(s) +H+ F N -((1S,2S)-3- 552. 2 F\
/. (benzylam no)-1-(3,5 difluorobenzyl)-2- 0 O hydroxypropyl]-5- N -
met hyl -N, N H OH di propyl i sophthalamd 3552 e N -{(1S,2R)-1-(3,5- 590. 3

di fl uorob 0 O HHO N\ / [ (3 H ethylbenzyl)amn TEMB
hydroxypr§g§¥]}’)’1§§9ﬁet hynyl - N, N— [1TF " / dipropyli soph?qul)a USOZ/ E 3553

-[ (1S, 2R oro I d
prop 1-en mp‘ﬁ‘ ?]sbgﬁfﬁ nb?b?%ﬁy E?f]%l 1r?t1§t¥hrf)i<§flﬁp(§
dlpropy|Iﬁi&%“&ﬁﬂiﬁﬁminléiééea cEmbbuﬁi]fbﬁﬁﬁldteGBAE-veﬁﬂ&lé such as

- di fluorob 1)-2- O ~ hydr 3- N ~ ~ .
N RO o e TEChr a1 g St PR Y b B IR TN o

di propyl I% Mlq,mldl%ﬁé/mmetMtef 3::{n£e((2=Rg3$) 3-692hdurk, 4k S -

di f | uor ophe yg{ o[[3 NWA N=N|] propyl amino) carbo 1, HH CHH
nyl] -5- gaim %)@&”ﬁ)lsﬁgrlﬁllfﬁénz%‘li]la?ﬁ‘ﬁb‘i zgmoNel Eodr BRILYEYS) ami no] me ~f
thyl}. phenyl)r@%éﬁ@d@ﬂic animals are administered an amount of the

cpmpound inhibitor preferably formulated in a carrier suitable
for the chosen mode of administration. Control animals are
‘untreated, treated with vehicle, or treated with an inactive
10 compound.. Administration can be acute, i.e., single dose or
multiple doses in one day, or can be chronic, i.e., dosihg is
repeated daily for a period of days. Beginning at time 0,
brain tissue or cerebral fluid is obtained from selected
animals and analyzed for the presence of APP cleavage
15 peptides, including A beta, for example, by immunoassay using
:specific antibodies for A beta detection. At the end of the
test period, animals are sacrificed and brain tissue or
cerébfal fluid is analyzed for the presence of A beta and/or
beta-amyloid plagques. The tissue is also analyzed for
20 necrosis.

Animals administered the compound inhibitors of the
invention are expected to demonstrate reduced A beta in brain
tissues or cerebral fluids and reduced beta amyloid plaqués.
in brain tissue, as_compared with non-treated controls..

25
‘Example G

Inhibition of A beta production in human patients

Patients suffering from Alzheimer's Disease (AD) .
demonstrate an increased amount of A beta in the brain. AD
30 lpatients-are administered an amount of the compound inhibitor
formulated in a carrier suitable for the chosen mode of
administration. Administration is repeated daily for the
duration of the test period. Beginning on day O, cognitivé

and memory tests are performed, for example, once per month.
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3556 bamate -859 20 SEPTEMBER 2006 WO 03/040096 PCT/US02/36072 19 JULY
2006 N -:[(1S, 2R -..1-(3, 5- 698.2 F difluorobenzyl)-2 hydroxy-3-({3- O t NI
[(rret hyl sul fonyl)ami n :Ho o] benzyl}am no):propyl N-]_5-(1,3-oxazol -

rra OHH N~ o dipropylisophthalamd e 3557 B E{r%% OOE (3 5-
M5 582 F‘}gbf"i”y‘&%&benzyl) 2- (M+H) hydr oxy- 3 [(300F %(J’%??O
i sopropyl benzyl)am no ]Jpropyl}-NN_ " HOH H ]| di peryI pyr i C?I §0§ N

di car boxam de PEESBYS RApISteRpd1ths, %Oml?\%n‘ﬁ%&nh/lblltHFFI Bﬁ?obenzyl ) - 3-

( M+H) eré:ciie(dg to I&elmolﬂs@r\atgt EY!}\Q?H%Y(LJ) a8 W17 20 thEnHoBHa b byslks oxy pr opy |
} -N, N o dipropyl pyridine-3,5 di carboxani de 1-oxide 3559 F

N - { (1S, 2Rcdrdssimn M5 58Rlvzefl BYf FheRedendy|ons.or ToppHPL the o F [(3 N N

% et h |
dlS?O%SYIEéﬁ?ﬁ%gégﬁéﬁgea§%3?88§E§tEr% ?fng%%§¥ﬂ%ﬂﬂ%%}g?.C@Fh89y|

di f1 uér obehasthg » 29ra(1M+|d)r h@ ppoEahpdt oxgl@ng i 3 A ‘beta\dgpyesits in the
ISOprOpylggg%XJ) amy 01dwblaque ﬁn'@ﬁQp%}éléi'“%Jﬁ”stﬁés A cognitive

and memory function, as compared with control, non-treated

patients.

10 ‘Example H

Prevention of A beta production in patients at risk for AD

Patients predisposed or at risk for developing AD are
identified either by recognition of a familial inheritance
pattern, for example, presence of the Swedish Mutation, and/or

15 by monitoring diagnostic parameters. Patients identified as
predisposed or at risk for developing AD are administered an
amount of the compound inhibitor preferably formulated in a
carrier sultable for the chosen mode of administration.
Admlnlstratlon is repeated daily for the duration of the test

20 perlod, Beginning on day 0, cognitive and memory tests are
"performed, for example, once per month.

Patiénts administered the compound inhibitors are
expected to demonstrate slowing or stabilization of disease

. progre551on as analyzed by changes in.. ane or more of the.

25 follow1ng dlsease parameters: A beta present in "CSF or
plasma; brain or hippocampal volume; amyloid plaque in the

brain; and scores for cognitive and memory function, as
compared with control, non-treated patients.
.While this invention has been described with respect to

30 .various specific examples and embodiments, it is to be
understood that the invention is not limited thereby and
should only be construed by interpretation of the scope of the

appended claims.
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di propyl pyridine-2, 4 3561 dicarboxamde F N -[(1S,2R)-3-{[(2- 610 / |
tert-butylpyrimdin O F 4-yl)nethyl]Jam no}-1- N N N (3, 5-difluorobenzyl)- |
H OH H | AN 2- hydroxypropyl]-5 nmethyl-N, N- di propylisophthalamd e 3562

-860 20 SE?JW@%ZOOG WD 03/ 040096 PCT/ US02/ 36072 19 3%‘37}%%929%'?2@6

N -((1S,2 583 difluorobenzyl)-3 o o F {[(2-ethylp rabm%%o@' 605

NfrN° N 4-yl)net hyl i no}-2- (MtNa) | H OH H 1 hydroxypro

R s e e e e S i
di f| uor obetwadnitdd methNaBydgexy-3-{[(1S)-1 O [(isobutylam no)carbo NHH

nyl] -3- (methylsul fonyl)propy 0'H 1] am no}propyl)-5- H NH NI - nmethyl-N, N
,\""Or dipropylisophthalamid F F e a 3564 /a0 / N -{(1S, 2R)-1-(3, 5-
596. 3 diffgorobenzyl)-2- ~N - hydroxy-3-[(P OV 7 hydroxXy-T- | wMass
phenyl propyl )am no]pr O NHH opyl }-5-nethyl { N, N 0. H di propyl i sopght hal am|d
|H NH OH ¢ Exampl1d56H N -[(lgt%&e&ié& 5- 606.3 0 difl l*pa;nglegpzyl?)-’épec ;

Compoun .
+HY

F | N'-[(18,28)-3~ 552.2
| (benzylamino)-1-(3,5-
difluorobenzyl) -2~
_fhydroxypropyl]—S—
N methyl-N,N- _
H/\[:j dipropylisophthalamid
e .
N'-{(15,2R)-1-(3,5- 1590.3
(" difluorobenzyl)-3- '

F
(0] O
N
H
o o {HQ [(3-
N
Il "
F

| ~~n

| 3552 ﬂ

g

hydroxypropyl}-5-
ethynyl-N, N-
dipropylisophthalamid
e

NJ\[%I)L H | ethylbenzyl)aminol-2-

3553 :
; N'-[(1S,2R)-1-(3,5- 1592.3
| difluorobenzyl)-2-
hydroxy-3-({3-[(1E) -
prop-l-en-1- :
vllbenzyl}amino)propy
11]-5-methyl-N,N- j
| dipropylisophthalamid
e !
1N'-{(18,2R})-1~(3,5- 1647.2
difluorobenzyl) -2- -
1 hydroxy-3-[ (3-
isopropylbenzyl)amino -
| Ipropyl}=5-(1,3- - -
| oxazol-2-yl)-N,N- ]
i \ | dipropylisophthalamid I
1 3555 — 1 e .
' { methyl (3-{[((2R,3S)- |692.2
F 4-(3,5- '
| difluorophenyl) -3-
| {13-
~~ [ (dipropylamino) carbo
_ nyll]-5-(1,3-oxazol-2- .

rj yl)benzoyl]amino}-2-
: w:f hydroxybutyl)amino]me

= thyl}phenyl)methylcar
3556 bamate

13554
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/ hydroxy-3-(6,7,8,9 0 tetrahydro-5H NH HOH benzo [7] annul en-5-

yl am no) propyl ] - 5-

H - net hyl

-N, N HH di propylisophthalamd F e 3566 F

-861 20 SEPTEMBER 2006 WD 03/ 040096 ' PCT[ US02/ 36072 19 JULY 2006

-((I's, 2
nethoxy 1

§§°£“&3N§HHNBSS

di f1 uor obenzyl) - 2-
tetrahydronaphthalen- Cwb 1- yI]an1no}ph

spec

ny dr SR shE 3

i @

tetrali L ethyt—
-((1S, 2R - 1-( 3, 5-.
(Cl) nethoxy-1,2,3
1-yl]am ng} propyl) -
462.2 F ¢ 3568 N -
NNhydr oxy4 3-{[ (1S) -
|no}propyl)-5-nethy
-[(1S,2R) -3-{[ (19

0 Hino}-I-(3,5 -+
| 3557

Mass

’Oﬂﬁr y
di prOpyl i

qul 2- 0X0- 2-

N-OH-dpropyt-sophtha

di f | uorrobenzyl ) - 2}

.%bfﬁé D)
Tyl 3%

~ 3 %

dlf%ﬁ% oggg
(&ﬁ% h Y f&BHfl?
ghid ok

o)At hy
hﬁi)amd 3569 e -of f:

%qu {

Q{f

aiﬁnpylhﬂsoﬁﬁmhmaﬁhﬁri
e ;

alanid
am F

no) et hyl

@%ﬁYQG_:

nayl)-2 ~~

N/

I am

3558

OH

Iz
; |

N'-{(1S,2R)-1-(3,5-
difluorobenzyl)-2-
hydroxy~3-[ (3~
isopropylbenzyl)amino
lpropyl}-N,N-

dicarboxamide

dipropylpyridine-3,5-

1MS 582
(M+H) .

OH

:

N'-{(1s,2R)-1-(3,5~
difluorobenzyl)-3-
[(3-

ethylbenzyl)amino]
hydroxypropyl}-N, N-

| dipropylpyridine-3,5-

dicarboxamide l-oxide

-2-

MS 584
(M+H) .

:3559

| 3560

N'-{(18,2R)-1-(3,5-

1 difluorobenzyl)-3-
| [(3- i
ethynylbenzyl)amino] -

2-hydroxypropyl}-5-

| ethynyl-N,N-
| dipropylisophthalamid

e

1MS 587
o (M+H) .

N*-{(18,2R)-1-(3,5-

| difluorobenzyl)-2-

hydroxy-3-{ (3~
isopropylbenzyl)amino
]propyl}-6-methyl-
N2,N2_

dipropylpyridine-2,4-
| dicarboxamide

| MS 595
| (M+H) .

{3561

3562

|l e

N'-[(18,2R)-3-{[(2-
tert-butylpyrimidin-
4-yl)methyl]amino}-1-

2-hydroxypropyl]-5-
methyl-N, N-
dipropylisophthalamid

(3,5-difluorocbenzyl)- -

610
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~ di fluorobenzyl)-2- F O .~. hydtoxypropyl]-5- F nethyl-N,
di propylisophthalamd 3570 e N -{(1S,2R)-1-(3,5- difluorobenzyl)-3- FF O
HOHHI[(3 F H”", ethylbenzyl)amno]-2- ol F hydroxypropyl} NZ- {oxo [3 F
(trifluorqggkg%#%ghen 3571 yl ] nmethyl }glyci nam de -8622 2006
WO 03/ 0400 US02/ 36072 19 J U LY. 2006 2- {[2 ({(18 1 JU Y 2006

(3, 5-di f| perebenzyy —h e } .%vu 3%5ypr3“§ Har-H0)
Ho% F 2- oxoet hyl ]t hi I'. iﬁ g tanljg F s [HN
N 3572 -)~6 1 N -(|( : P- ~~N NN
hydroxy-3f {[(19)- 1 ][ %’JR’ ?fgl_z_ O el
(et hyl t hi o). propyl{] Whyd Ry opyllsobﬁwﬁg?bnfd
3573 e N} ((1S, 2R)- Prbt yqu en-3-([(IR2-1 000
flﬂb@bﬁ&’iﬂs@@hEhalamld :

j12]

A

1
NH (hydroxymet hyl ) -2
I no} propy| ) - 5- net hyl

13563

§ N'-((18,2R)-1-(3,5- 681.3
difluorobenzyl) -2-
_\_N | hydroxy-3-{[(1s)-1-
[ (isobutylamino)carbo
O | nyll-3- :
o (methylsulfonyl)propy |
O llamino}propyl)-5-
AH NH N methyl-N,N-
é,)_(\ dipropylisophthalamid
F F 3 O e
3564 0
g | N'-{(18,2R)~1-(3,5~ 586.3
difluorobenzyl) -2-
| N hydroxy-3-[ (3-
' hydroxy-1-
O phenylpropyl)amino]pr
opyl}-5-methyl-N,N-
dipropylisophthalamid | -
e .

| 3565

JN'-[(18,2R)-1-(3,5~ 1606.3
difluorobenzyl)-2-
hydroxy-3-(6,7,8,9-
| R | o) tetrahydro-5H-

/7 NH.H | benzo[7]annulen-5-
OH | ylamino)propyl]-5- |

H Q methyl-N, N- :

NH dipropylisophthalamid

e

13566 F
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HOHH
0 OO0 NH2 1-(3,5 F-
-N, N di propyl i sopht hal am d

di propylisophthalamd 3574 e N -[(1S,2R)-3-({(1S)-
1-[am no(oxo) net hyl ]- ~~N NN 3-net hyl but yl } am no) -
di fl uorobenzyl)-2- hydroxypropyl]-5. F nethyl

3575 e N - é;’g“?@ 3-[(2- HOH HO am no-2-oxo0-1 N N~ZI\I2 .}ZQQﬁhyI)
am no] -1- 5-di fl uorobenzyl ) - 2-hydroxypropyl]- 5 ﬁe ,laoo%l
di propyl i | ami-d—3576—e—863—260 SEPIk%rEP °““R3 %{%?°’UXUJMU
PCT/ US02/ B6072 19 JULY 2§06 —4 OH tert-but yl 4 §, Sl Ny TRSS
. | spec
(3,5-diflpor obenzyli)—g;[ ) et hyl benzyl ) - [( R) —6-
- / (CT)
- hydr oxypy opyl car bamat i FF tert-butrygth
(cycl opropyl am no) -{1- (3)5 di N or obenzyl ) -, ragy@y a%ygggglyl ¢ banmat :
a, e OH B578 as drjawn F tert™BlHyl (1S, 2R Byl bayed 1RR6EPY) et h a _,
mnol-1-(B,5 0 F diffl uorobeng§lyio- -/-0 ~p dtdkoxyp-opyl car bampicSCERLE -
3579 as dfawn tert-utyl ZRRAH 416. 1 1 {Rbpylisophthalamid j ‘2‘22 ,
1. | e . .
F
13567
N'-((18,2R)-1-(3,5- Mass
g difluorobenzyl)-2- | spec
NN | hydroxy-3-{[ (1R) -6- (CI)
methoxy-1,2,3,4- MH+—

o tetrahydronaphthalen- OMe-—
l-yl]lamino}propyl)-5- fetrali
methyl-N, N- ne
21propyllsophtha1am1d 462 .2

.| 3568
- _ Lj N'-((1s,2R)-1-(3,5- 547.4
_ H OH y O difluorobenzyl)-2-
NNpYNWN N~ | hydroxy-3-{[(18)-2-
f o o i i H | oxo-l-methyl-2-
(methylamino)ethyl]am
F‘<::§ ino}propyl) -5-methyl-
. | ™, N-
dipropylisophthalamid
13569 e
: N'-[(1S,2R)-3-{[(18)~-
warlf;lm/H oH 0 1-benzyl-2-oxo-2-
1~ N AN~ | (methylamino)ethyl}am
° o = = H |ino}-1-(3,5-
: difluorobenzyl)-2-
- ‘F‘ \O | hydroxypropyl]-5-
. | methyl-N,N- :
j dipropylisophthalamid
| 3570 e
. N'-{(18,2R)-1-(3,5-
: ' difluorobenzyl)-3- -
g ooz VCS L(3-
F>kI::j)ku/\m’N}f~\/ | ethylbenzyl)amino]-2-
: 0 "X F hydroxypropyl } -N?-
\T:;j/ {oxo[3-
A (trifluoromethyl)phen
3571 v1l]methyl}glycinamide

-862-




0 O OH difluorobenzyl)-2- H o H\N~~N hydroxy-3-{[2-o0x0-2- ~NH

(isobutylanino)-l- F met hyl et hyl ] am no} pro pyl)carbanate
et hyl benzyl ) am no]
\ e 3581 (2R -3S)-3-am no- 4- 20 E

(1S, 2R) -

hydr oxypr mat
(3,5-difl ﬁgér‘o%ﬁém

HC1 hydr.

1- I

ochl oride
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benzyl - 3-

o |

[(3 HI

F ethynylphenyl)cyclopr

l: fnl’f hllf\ll r/’IC‘

opyl]an1no

»Tﬁpm%e

3580 F benzyl
-2- O INM/NITII(

BEWOB{N b, I
12

(benzyl ajm no) - 2- o
di f1 uor openzyl) - 2-
SEPTEMBER 2006 WD

-3-am no

benzyl

4-(3,5- di

- L} al ani nam’

3584 CF3{0CH F terjt-butyl (

13572

2
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H

H

uL_yl

QR ?Lil\l
roﬁ'er\z;ll)o"\l N

) - £

OH
03/ 040096 +P
I f1 uorophenylky
e H2N N”Bst

20
o0
0 hydr

3

I

d

|:
1- nmet hyl et hyl ] am
H

S trlfluor

iy

propyl ]
802/360
2\

496. 2 .

FERERLS
canig

‘Rame 3583 (0 - 864 20
F |dicexyipi } kmidd) -H
oRGebhateyl] thioHNy (
(5—{dthylisoxazol-3-

| v1)acetamide

[Tl 3pdbY 200601 BNP- (2R 39)

salt) CF3COH

3573

| hydroxy-3-{[(1S)-1-

N'-((1S,2R)-1-(3,5-
difluorobenzyl) -2~

[oxo (methylamino)meth
yl]-3- .
(methylthio)propyllam |.
ino}propyl)-5-methyl-
N,N- .
dipreopylisophthalamid
e

13574

1 oxo-2-

1 e

-{(1s,2R)-1-(3,5-
difluorobenzyl)-2-
hydroxy-3-{[(1R)-1-

(hydroxymethyl) -2-

(methylamino)ethyl]lam
ino}propyl) -5- methyl-
N,N- ‘
dipropylisophthalamid

|1 3575

IN'"-[(1S,2R)-3-({(18)~ :
| 1- [amino (oxo)methyl]-

| hydroxypropyl]-5-

3 methylbutyl}amlno)—'
1-(3,5-
difluorocbenzyl) -2-

methyl-N,N- .
dipropylisophthalamid .
e .

13576

N'-[(18,2R)-3-[(2-
amino-2-oxo-1- :
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(3,5-difluorobenzyl) ~
2-hydroxypropyl]l-5-
methyl-N, N-
dipropylisophthalamid

e
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F di quorobenzyI) 2 0 hydroxy-3-{[l-(2- O-N N S isobutyl-1,3-thiazol- 5
OH H N yl)cycl opropyl ]am no} 3585 propyl)carbamate F (2R 35) 3-am no-4

3, 5-di fl uorophenyl)- 1-{[1-(2-isobutyl- F 1,3-thiazol-

) cy clop no} H2N N S butan-2-ol OH : Hbls(trliE 208)
sal t Cﬁg%@%% CF3COOH F tert-butyl ((1S, 2R)- 480 ?006
| fl uor ObDn7\I| \ 2 n E h\lr‘ll’ nV\I Q {[ 1 \LQ : o‘nbufa\yﬂ %/\a(?ln 2%_ )
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| ) cycl opf opyl ] am ro) . H2N ; 0 but an- 2- ol gﬁy
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e .
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o .
><o N H/w hydroxypropylcarbamat

e
: 3579 as drawn
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Q benzyl-3-[{(3- | _
o H\/@\/ ethylbenzyl)amino] -2~
N

H -
: OTN\i/\/ | hydroxypropylcarbamat -
|1 3581 . _ :
1- - - 1o - on 7 - - -+ {2R,38)-3-amino-4-- -1357.2
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\Q/ opyllamino}butan-2-ol °
: 2 HCl hydrochloride
13582 : F 1.
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3583 te
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to 3589 F OHH N (2R 3S)-3-amino-4- H2N - N N (3, 5-difluorophenyl)- N =
ethyl pyrimdin-4- F yl)nethyl]am no}butan 1 / CF3COOH -2-01 CF3000H
bis(trifluoroacetate) 3590 F (salt) F F tert-butyl {(18 2R) 477.5

1-(3, 5- h!sb’ﬁﬁé%be”zyl) 2 NH H hydroxy-3-[(7- O . Z%E 204)6-,,0 H

H oc tetrahy ronapht hal en- 1- yl) am no] propyl } carba 35 U %ots but yl
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nmet hoxybenzyl) ami no] pr  HC S HN:) ~OH opyl }-3 0~ (phenyl sul fonyl) D,L- HN O
al ani nam dg, ChRedydrochl oride .3939 O /\ (2S)-2-(4-net ﬁ REWS  JI
oxobut anoyl?am no-N - ON {(1S 2R) 1- benzyl 2- HO hydroxy

—— 2006
et hoxybezyT)yam moj - preHC " CNH N O opy g (93 05— 10t . u. .
yl pent anairide O O CHShy‘rochI oride B940 O, ijﬁ_‘—:{fég 18 zyl(%:%l 561 ,
{[ (benzyl oxy) car bonyl : N ] am no} - N-{(lS 2?)[(31- benzyl 2- hydr oxy-3- A [
(3 O N nut hoxybenz;/,; QUIRQ] Po ropyl ' Stn@ D AN Enphpenidi n-1 CH3| |
yl pent anam de _ hydf{ochl. orizde OH Cl myQ8dxAdropRPTEMBER 4006 WO
03/ 040096 | PCT/ US02/ 860 : aé&yy?sa Y (2R) hv@doryfeXy- 3- 611
oxopropangyl)am no-N'v \ { Gl Noj 2R -1- nz I(pﬁenmdmamﬂmdaﬁxy 3-[(3 ]
met hoxybenzyl ) ami nol p, HCNANH HN O ropyl } - b-aoide5 '
{3961
: N~{(1S,2R)-1-benzyl- |[521
2-hydroxy-3-1(3-
methoxybenzyl)aminolp
ropyl}-2-hydroxy-4-
(isopentylsulfonyl)bu
tanamide '
hydrochloride
3962 . O~ch,
' ' N-{ (1S, 2R)-1-benzyl-- 597
CHg 2-hydroxy-3-[(3- 1
HO, z jLT/\:g/\V/kCHa methoxybenzyl)amino]lp-
j N o | ropyl}-4-
1HCI NH o ©C (isopentylsulfonyl) -
| \E:j 2-phenoxybutanamide
hydrochloride
13963 : ey |
i1 . N-{(1S,2R)-1-benzyl- :(627
: CH; | 2-hydroxy-3-[(3- .
HO. = jlr»\jg/\v/kCHs methoxybenzyl)amlno]p
: : N b ropyl}-4-
: He NH oj[;j (isopentylsulfonyl) -
[ ; . . 2-(3- .
g - ) | methoxyphenoxy)butana
; _ > “CHg | mide hydrochloride
13964 : Och, .
1 . S F ; 3-[1-[({(1s,2R) -1~ {641
| Hox o Fj\ﬂ/on-l ., '}E’?gfyl~2—hydroxy-3— |
: 0 O o) | methoxybenzyl)aminolp
: o, NH (P ropyl}amlno)carbonyl]i
[GSE T | e
; HO N \LW/CHa (1sopentylsulfonyl)pr
3 | opoxylbenzoic acid
1 : CHs trifluoroacetate
13965 o-CHs
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-943-

O piperidin-I- ylpentanamide / OL--.1CH3 hydrochloride :3942 "CH3 CH3
N1-{ (1S, 2R) -1-benzyl- :627 O 3-[(3 nethoxybenzyl)am no]-:
2- hydr oxypropyl }-N2- (4-nmethoxy-4 HCl CH3 HN OH / oxobut anoyl) -N5, Nb5-
di propyl - Ogﬂz;’% N " 1 glutamam de ~ hydrochloride O020RERTEMBER 90BN
O-CH3 394 2- (4 met hoxy 4- 611 oxobut anoyl) am no- 2QQ,6,
{(1S, 2R) - I-benzyl= HON"O hydr oxy=3ch{ 3= 7 Eﬁ’&!” ErZy)am ||UJ —NH; HN
O ropyl } - 5- oxo- 5- p peridin-1- A pentdnani dé {919 1h)5g1rlg§:lhl orl gle ,3544
"CH3 (2R)42-(5- rreth pent a@f@y,l a0HRrdky-3- (@30 ;
{(1S, 2R) - |- benzyl - dr gxy- 3- P( 3- N l)%m,&g]p p:  HC |HN
O NH ropyl|}- 5 0XO- 5 er Pdi BHIEN"O nt anafggde ) aytioehkvsiyde | 3945,
OCH3 OCH3 "N 2_[ (Bl en- - 7481 yd)sul fonyl ]-N1- HNY -
{(1S,2R)-1-(3,5 CH JOH SE dif | br obenzyl ) - 3] HNopéBtyIBulL £bnyl)pr :
et hyl benzyl ) am no] - 2- O hye¢ ypropyl } - 3- L& oSy Nbbifidatpr opyl but yl)
sul fonyl J396% S 0 Cfl hydrochloride
: : _ N-{(1s,2R)~-1-benzyl- |527
[: 1 2~-hydroxy-3-[(3-
’ methoxybenzyl)aminolp’
HO. J\/\/ ropyl}-2-hydroxy-4-
HCl \E\ (phenylsulfonyl)butan -
amide hydrochloride
3967 Och, ;
‘ ‘\ N-{(1S,2R)-1l-benzyl- |495
O 2-hydroxy-3-[(3-
~ O © methoxybenzyl)amino]lp
HOL -~ ropyl}-2-hydroxy-4-
\(\N (phenylthio)butanamid
THC! NHH OH e hydrochloride
13968 O‘cH3
f :Q ™-((1S, 2R) -1-benzyl- |541
: 2-hydroxy-3-[ (3-
‘5 < 0 Q 3 methoxybenzyl)aminolp
L ‘HO _ N/"\(/\/S\\ ropyl}-2-methoxy-4-
HCl Y\H o. S (phenylsulfonyl)butan
NIH CHs amide hydrochloride
43969 Och, _.
'8 N-{(18,2R)-1-benzyl- |509 :
. - | 2-hydroxy-3-[(3- 1 ’:
> 0 4| methoxybenzyl)aminolp{.
HO. _~ J\(\/S | ropyl}-2-methoxy-4- -
\‘f\ﬂ | (phenylthio)butanamid
HCI NH 'O\CHS e hydrochloride
13970 OCH,



| - D, L- al ani nami de 3946 CH3 -938 20 SEPTEMBER 2006 WO 03/040096
PCT/ US02/ 36072 19 JULY 2006 CH3 N - { (1S, 2R) -1- (3, 5- 708 C
di fl uorobenzyl)-3- SNH-S~[ (3 O .0/ \ CH3 ethyl benzyl)am no]-2- 0

hydroxypr NH (phenyl sul f onyl ) - 3 ( HN[ (1- pro 0%onyl ] F
BB e Paony F OB N2 701 / [(benzyl ammﬁ%@@ %?QQG |

1] N' {(1 , 2R)-1 CHB - HN [3.5- d|T|uorooenZ/b¢q(1SLQR¢Hyb 42 3
et hyl benzyl)am no]-2 p hopyl }-3- [( L 2 Gk ﬂqyf‘fnut yl )squ onyI
O F -D, L-4l ani nam dg HN 348 & ({ (1S, ?hmkhbgﬁ&ﬂzyl

2- hydroxy4{3-[(3- CHB nethom benzy noj p  aplyiamno) - 3- CH3 '
[ (i sopentyl sul fonyl. \Ezégj%ﬁgtdbuta1qmmenb{}uuﬂ6gy5-H_acid
hydrochlo ide HHO NKHCH O 3 briopbEByAneti 3b63 |0
3 % [ thoxyb zyI dwvidmothlroriGel3. O\ .~ ropyl
[ opentyl onghiy m - HCl et hyl ] - 4- oxobut ajoate CH N

benzyl - 2- hydr oxy-
} am no) -3 ii [(is
hydrochlorlde H G

§3971 |
: N-{(1S,2R)-1-benzyl~ 617
2-hydroxy-3-[(3- :
methoxybenzyl)amlno]p'
ropyl}-2-(benzvloxy) -
4~
(phenylsulfonyl)butan
amide hydrochloride

{HCI

[3972

N-{{1S,2R)-1-benzyl- {566
2-hydroxy-3-[(3- :
methoxybenzyl)amlno]p
ropyl}-N%-

[ (benzyloxy)carbonyl] "

-D,L-methioninamide
| hydrochloride

JHCI

\ | (2S)-2-amino-N- - 1497
'[ji] { {(1s,2R)-1-benzyl-2-
0 ‘N : hydroxy-3-{{3- o
'HO“T:*\N)E\//\\/J§O : methoxybenzyl)amlno]p
H ;

13973

: : z ropyl}-5-oxo=-5-
{HaI NH NH; | piperidin-1-
{ ylpentanamide

ol ' , dihydrochloride

13974 © . CHa
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3950 -939 20 SEPTEMBER 2006 WD 03/ 040096 PCT/US02/36072 19 JULY 2006 H3

N -{ (1S, 2R

- 1- benzyl -
HCI HN H2N OS" CH3 ropyl

succi nam fC
2- hydroxng ?&?g

hl ori de

met hoxybenzyl )ami no] p 3 ropyl }-2-

548 0 2-hydroxy-3-[(3-

} -2 0 [(isopentylsulfonyl)m HO"

3951 OH3 NI -{ (1S,2R)-1- ben%ﬁéﬁi:EPTE@§%RZQDGCH~H
H

NH et hyl

nethoxybenzyl)anino]p CH3

(1 sopentylfsul fonyl):
hydrochl ofi de CH NI
met hoxybenzyl )amnolp N ro )-2 aHel HN CH
rNALINA dbneggylsucc
693 diflu6r D\Z | .
t rd@y]}-FHosxoebm dazolfi di n-1 -
;Jmﬁbprl¢3h4¢ethyl}pro?ananide

NM=S=0 CH} et hyl

N-{(1S, 2R}-1-(3, 5- -
hydr oxypr opyl ) - 3- O)H

"F.~ N
I 3954. OH
met hoxybenzyl ) am no

0 yl)-2-{[(
S ~NH CH3

13975

n1 Ho™. O eThyl] - 4=
-{ (180 2R) - 1- benzyl -

dihydrochloride

(Q@yL§U
71 QX -3~ [

Jeehbydihenzy) amiriong)|- 2-

D& Lpgnbardmidy- 3-[ (3- | O

| DLy 005 |
Jéﬁﬁﬂkytb J”“§§9~ -

B {( 1@ 5@pqn&>)éh§wizanyl) m HO
nadireey-8B953-hydrochl ori de

3976

] methoxybenzyl)amlno]pl

(2R) -2-amino-N- {497
{(1s,2R)~1-benzyl-2~- -
hydroxy-3-[(3-

ropyl}-5-oxo-5-
piperidin-1-
ylpentanamide
dihydrochloride

3977

| piperidin-1-
| vlpentanamide

(2R) -2- (2-ethoxy-2- {583
oxoethanyl)amino-N- | .
{(1S,2R)-1-benzyl-2- -
hydroxy-3-{ (3~ :
methoxybenzyl)amlno]p
ropyl}-5-oxo-5- .

dihydrochloride

13978

| oxobutanyl)amino-N- |
| hydroxy-3-[(3-

| ropyl}-5-oxo-5-

| piperidin-1-

| vlpentanamide

1 ditrifluorocacetate

(2R) -2- (4-ethoxy-4- 611
{(1S,2R)-1-benzyl-2- f

methoxybenzyl)amlno]p

3979

me , QV/\TJ§°

1 hydrochloride

: Ni—{(1S,2R)—l—benzyl—ﬁ549=€u

2-hydroxy-3-[ (3-
methoxybenzyl)amlno]p
ropyl }-N3-
[(benzyloxy)carbonyl]
-L-aspartamide

£H3
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HO O ropyl}-3 N 11-0 S ~H CH3 (ethyl sulfonyl)-2 HC NH NH

{[(isobutyl sul fonyl)a m no]nethyl}propanam =S=0 Y CH3 de hydrochl oride
CH3 3955 CH3 -940 20 SEPTEMBER 2006 WO 03/040096 PCT/ US02/36072 19 JULY
2006 N‘“v@‘é% ok-benzyl - 566 2-hydroxy-3-[(3 0 CHBl?-OSEPTEMBERZOOG

met hoxybenzyl)am no]j p pyI} 3-(et hyIth| 0)- HO rN ro H?2 H U 6

{[ (i sobutyI'surtonyfl: no me POATTHT, >o@) UEC CH ~ehe-
CH3 CH3 13956 O, CcH3 (23)CH )\f*‘ @19@5 -)3h)f 5%%?3- 35 {3
\\ HO -"~| S\ nethoxybenzyl )a o] PHA \' D n{égagk%

b}Zbuta

[ (i sopent ¥l sul fonyl)a m no] e4 met hyl 5 udogny mCHEl»lg gm de
hydr ochl ofi de 3957/H9 CH3 H NI= { (1S, PR (tirbenzmloxd péartod |H-
2- hydroxy{3-[(3- HN net hoxybe B no] p HOy1GHS-adbarampyd - } N3O0

(i sopentylsul fonyl)} CH3 "S.NH Le hi oni nafringerotyrtaabl ori de {3958 CH3| CH
CH3 S-{3-{ddgS 2R -{L- '579 benzykrahydroxy-3- [ (3 1 O 0=S=0 | - :
nmet hoxybenzyt)y—amnot5p 2 '

-946-



HO ropyl }am no)-2- { N [(isopentylsulfonyl)m H ethyl]-3-oxopropyl} HN SY
HCl et hanethioate O CH3 hydrochloride 3959 CH3 / N {(1S, 2R) - 1-benzyl -
4535 2- hydroxy-3-[( 3- O CH3 net hoxybenzyl)am no].p HO i 0
ropyl }-2-hydroxy-3- H"S [(1 OH O propyl butyl)sul fonyl] ro anam de
CH3 3960 O, CH3 -941 WD 03/ 040096 2 PO CT/ u502//36072006205.LE~33°T %66 F
N-{(1S,2R)-1-(3,5- 561 difluorobenzyl)-3- [(3 F'\ - O 19 JULY 2006

et hyl benzyl )am noe]-2-; \ | hydroxypropyl}-2 HO NJ ( \''" hydroxy-4 H CH
- (phenyl sul fonyl )butan, NH amde 3961 CH3 i | N {(1S, 2R)-1-benzyl- 521
CH3 2-h X ~s CH3 net hoxybenzyl)amnol]p Hp
ropyl } - mhgd%lséx@ia(ﬁnel% NH OH (i sopentyl sul fonyl )bu tanam de hydrochl oride
13962 ,CH3 N-{(1S, 2R)-1-benzyl - 597 CH3 2 -hydroxy- 3 - [ (3 -

~cH3met hoxybenzyl ) arg hal,R J%@ﬂn}ﬂé HCI NH | (isopentylsulfonyl) -
2- phenoxybut anam de “{% grogﬁ}{rr} de :3963 'CH3 N-{(1S, 2R)-1-benzyl - ;627

o CH3 2-hydroxy- 3-[(3 st OH Rys
'Rn/N N\Rc
R1 R2 R3

or a pharmaceutically acceptable salt thereof wherein
R; is:

(I) C1-C¢ alkyl, optionally substituted with one, two or
three substituents selected from the group consisting of C;-Cj;
alkyl, C3-Cg cycloalkyl (optionally substituted with C;-C; alkyl
c,-C; alkoxy), -¥, -C1l, -Br, -I, -OH, -SH, -C=N, -CF3, C;—-C;
alkoxy, _NRbaRbm and -0OC=0-NR;-;R;-p,, where R;-; and R;-, are
independently at each occurence-H or C;-Cg alkyl,

(II) -CH2-S(0)o-2-(C1-Cs alkyl),

(ITI) -CHy-CH2-S(0)g-2-(C1-C¢ alkyl),

(IV) C;-Cs alkenyl with one or two double bonds, optionally
substituted with one, two or three substituents selected from
the group consisting of -F, -Cl, -OH, -SH, -C=N, -CFi3, C;-C;
alkoxy, and -NR;_;R;-, where R;; and R;, are -H or C;-Cg alkyl,

(V) C2-Cg alkynyl with one or two triple bonds, optionally
subsﬁituted with one, two or three substituents selected from
the group consisting of -F, -Cl, -OH, -SH, -C=N, -CF3, C;-C;
alkoxy, and -NR;-;R;-, where R;-, and R;., are -H or C;-Cg alkyl, or

(VI) -(CH2)a1—(Ri-ary1) where n; is zero or one and where Ri-ary:
is phenyl, naphthyl, indanyl, indenyl, dihydronaphthyl, orl |
-tetralinyl each of which is optionally substituted with one,
two, three, four, or five substituents selected from the group
consisting of:

(A) C;-C¢ alkyl optionally substituted with one, two or

three substituents selected from the group consisting of Ci-Cs
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H o s"~CH3 met hoxybenzyl)aminolp N ~ ropyl } -4 HO ~H ~H

(i sopentyl sul fonyl)- 2- (3- nethoxyphenoxy)butana CH3 m de hydrochloride .
3964 CH3F 3-[I-[({(1S,2R-1- :641 HO I OF CH benzyl - 2- hydroxy 3% OO0
" [(3 0 nethoxybenzyl)aminol] p NH O ropyl)anino)carbog% & -3 HO
O CH3 (isopentylsul fonyl)pr opoxy]benzoic acid CH3 trf%¥&RidF QE%?%Pe

13965 O CH3 -942 20 SEPTEMBER 2006 WO 03/040096 PCT/ US02/ 363721 S0d ULY
2006 CH3 nmethyl 3-[1 0 655 .[('{(1lS,2R)-1-benzyl- 0 DSO CH6H3
2-hydroxy-3- [ (3 O nethoxybenzyl)anino]p 0 NH HN ropyl}anino)carbonyl]

nycr ochlYBE R 1 %‘y” sy 587 Sy ef(s 1%%%9'6561\ g

met hoxyherayl) anlno p NI ropyl} 2- hydr oxy-4 HCl

“(phenyl sul fonyl ) but a dr ochl.or
f\f{(lé, ZIFJQ)J -)l;el)'lzth)- riL9:4,9‘756 aé%ﬁwf &1%// PR3y Sd‘ii %&&Hg‘gy?ﬁ%’mtwﬁo] p HOS
rOpyI}-Brhyﬂngysdbsdﬂtmbhﬁﬁhﬁﬁmédd@dofbuhaﬂﬁéﬂgioup consisting of -F,

-Cl, -OH, -SH, -C=N, -CF;3, C;-C3 alkoxy, and -NR;-;R;-p,

(C) C,-Cg alkynyl optionally substituted with one, two
or three substituents selected from the group consisting of -F,
-Cl, -OH, -SH, -C=N, -CFj3, C;-C; alkoxy, and -NR;_-;Rj-p,

(D) -F, Cl, -Br and -I,

(E) -C;-C¢ haloalkoxy

(F) -C1-C¢ alkoxy

(G) -NRy-2Rn-3,

(H) -OH,

(I) -C=N,

(J) C3-Cy7 cycloalkyl, optionally substituted with one,
two or three substituents independently selected from the group
consisting of -F, -Cl, -OH, -SH, -C=N, -CF3, C;-C3 alkoxy, and -
NR1-aR1-b,

{K) -CO-(C;-C4 alkyl),

(L) -S02-NR;aRi-s,

(M) -CO-NRi1-;R1-p, and

(N) -502-(C;-C4 alkyl),

where ‘R, is selected from the group consisting of:
(1) -

. (II) C;-C¢ alkyl, optionally substituted with one, two or
three substituents independently selected from the group
‘consisting of C;-C; alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C=N, -CFs,
C1-C;5 alkoxy, and -NRj-zR;-p,

(IV) C,-C¢ alkenyl with one or two double bonds, optionally

substituted with one, two or three substituents independently
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HCI NH OH e hydrochloride 3968 O CH3 N-:{(1S, 2R)-1-benzyl- 541 i

2- hydroxy-3-[(3 HO oS \ | nethoxybenzyl)amnolp NI i O

ropyl } - 2- net hoxy-4- H 0O\ (phenyl sul fonyl)butan HC NH CHB am de

hydrochl oride 3969 'CH3 -N-{. (1S, 2R)-1-benzyl- .509 2- dro \é (g 3- 0
met hoxybenzyl )anino]p',. HO N S ropyl }- 2- net hoxy-4- ~N %° SEPTEMBER 200
(phenyl thio)butanamd HCI NH O CH3 - e hydrochloride . 139700QusH3005943 20
SEPTEMBER 2006 WD 03/040096 PCT/ US02/36072 19 JULY 2006 /

N-{(1S, 2R) - 1- benzyl - ,569 2-hydroxy-3-[(3 O nethoxybenzyl)am no].p HO N~

Py othies? FReSe G ff%@#eﬁg“ﬁ%ﬁ@%mﬁ%%%2&2&‘1”2%a”z%%dr -3 13
00~ ~ mhp)«ylbeglzadllaoam nahg H@zlblmpayl ahd- 2- (benzyl oxy) HCI 0 4-
N {15, 2R - 1 bbb SR hATAT LY. FLas CF oo o GRy BerzyiFarifino] p.
ropyl) +N2eé {;mhmtrnz:yje(mw) ﬁ:ﬁdiép)éryie]ntllesQL&t&l lerivet Bhengneup de  y
hydrochloride HOB ' N SCH3 . HC
consisting of -F, -Cl, -OH, -SH, -C=N, -CF;, C;-C3 alkoxy, and -
NRi-aRi1-b/
where R3 is selected from the group consisting of:
(I)-H,
(IT) C;-Cs alkyl, optionally substituted with one, two or
three substituents selected from the group consisting of C;-C;
alkyl, -F, -C1, —Br, -I, -OH, -SH, -C=N, -CF;, C;-C;3 alkoxy, and -
NR;i-aR1-b,
(IV) C,-Cg alkenyl, and
(V) C,-Cg¢ alkynyl;
or R and R3 are taken together with the carbon to which
they are attached to form a carbocycle of three, four, five,
six, and seven carbon atoms, |

'Ry is:

(I)lRNd—XN— where Xy is -CO-,
‘where Ry-1 is
(A) RNﬁ;ﬂ wherein Ry-ary1 @t each occurrence is )

independently phenyl; naphthyl; tetralinyl; indanyl; indenyi"
dlhydronaphthyl, or 6,7,8,9-tetrahydro-5H- benzo[a}cycloheptenyl
each of whlch is optlonally substituted with 1, 2, or 3 groups
that at each occurrence are independently selected from the .
group consisting of:

(1) C1-C¢ alkyl, optionally substituted with ohé;.
two or three substituents selected from the group consisting of
C;-C3 alkyl, -, -Cl, -Br, -I, -OH, -SH, -C=N, -CFi, C;-C; alkoxy,
and -NR;-z;R;-p, wherein R;-, and Rj;-p, at each occurrence are

independently H or C;-Cg¢ alkyl,
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O NH2 3973 (2S) -2-amno-N- 497 {(1S,2R)-1-benzyl-2- 0 N hydroxy-3-.[:(3
~HO net hoxybenzyl)am nol]p N _ O ropyl}-5-0x0-5- rHH H2 piperidin-1 HC :NH
yl pent anam de HCl di hydrochl oride 13974 OLCH3 -944 20 SEPTEIVBER 2006 WO
03/ 040096 PCT/ US02/ 36072 19 JULY 2006 CHB (2S)-2- (2 et hox :569 O
oxoet hanyl ) ani no-N CH { (1S, 2R) - 1- benzyl - 2- hydr oxy- 3- [ (&SE ElibER 3000

nmet hoxybenzyl )am nojp HCI NH ~N~ HO- N No ropyl } - 5- oxo- 5- Hgpiupebdgdi N- 1 -
yl pent anam de HCl 0 di hydrochl oride 3975 / 0 (2R)-2-am no-N 497

{(1S, 2R) - 1- benzyl - 2- N hydroxy-3-[(3 HO net hoxybenzyl)am no]Jp: NO
ropyl }-5-oxo-5- H NH2 %peé din-1 NH yl pentanam de HCl di hydrochl oride
HCl 3976 O CH3 , CH3 (2R %2 et hoxy-2- 583 oxoet hanyl)am no-N ~CH3
{(1S, 2R) - 1- benzyl 2- 030 hy@r,oxy-3-[(3 net hoxybenzyl)amnolp NH ~O N

ropyl }-5-oxo-5 H NH pi(ggr i_gli n-dy "—@kl, N¥I, pent anam de

(5) —-CO,H,
(6) -C=N,
(7) -(CHj)0-4—CO-NRy-2Ry-3 wherein at each occurence

Ry-2 and Ry-3 are the same or different and are selected from the
group consisting of:
(a) -H, _
(b) -C1-Cg alkyl optionally substituted with.
one substituent selected from the group consisting of:
(1) -OH,
(ii) —-NR’R”, and
(iii) phenyl,
(c) —-C;-Cg alkyl optionally substituted with
1, 2, or 3 groups that are independently -F, -Cl, -Br, or -I,
(d) -C3-Cg cycloalkyl,
(e) - (C1-C,; alkyl)-(Cs-Cg cycloalkyl),
(f) -(Cy-Cg alkyl)-0-(C1-C3 alkyl),
(g) -C,-Cs alkenyl,
(h) -C;-C¢ alkynyl,
(i) -C1-Cg¢ alkyl chain with one double bond
and. one triple bond, and
(3) -Ri-aryis
and
(8) - (CR'R”)(-4CO~OR’;
(C) Ry-ary1=W-Ru-ary1,
where W is
(1) -(CH2)1-4a—,
(2) -0-,
(3) -S(0)o-2—,
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HCI 0 di hydrochloride 3977 HCl H3 (2R) -2- (4-ethoxy-4- '611 CH3 00 O
oxobut anyl )am no-N- F {(1S, 2R)-1-benzyl-2- F F off \ hydroxy-3 -.[ (3 o
met hoxybenzyl)am nol]p N ropy |}-5-0x0-5 F NH NHO- F OH H piperidin-I- H-~

NJ'v F O Il

yl pentanam de o ditrifluoroacetate CH N~OH _NI1-

-1-benzyl 549 H 2 -hydroxy-3 - [ (3 HHN nethoxybenzyl3%ﬁﬁPHSYEER?Q¥ Oo-~1
)-N2 H2N HN[ (benzyl oxy) carbonyl] -L-aspartam de 3%69uby 2006

O ropyl

hydr ochl ori de

-945 20 WD 03/ 040096 PCT/US02//36072006 19 JULY 2006 C N CH

N1-{ (1S, 2R) -1-benzyl- 515 3 H* 2-hydroxy-3- [ (3 HN
met hoxybenzyl ) amino] p;  HCl 4 rqpyd Jy—-NZ H2N~ NH ' [ (tertbutyl oxy) car bon.
yl]-L-aspartamde O/CH3 hydrochﬁorlde 3980 CH3CH3 -946- 1' 20 SEPTEMBER

2006 19 JULY 2006 What i$°kl aiGed: ox. A conpound of the fornula ROH Res
es ~NMN L NRh RC R R2 ?ﬁ £ Jyar.nmeceutical ly acceptable salt thereof
yl,

wher ei n

Rl is:
whére Re
(1)

(I) Cl-C6 a optlonally substituted wth one, two or

is:

-C1-Cy0 alkyl optionally substituted with one, two or

three substituents selected from the group consisting of C;-Cj

-F, -C1, -Br, -I, -OH, -SH, -C=N, -CF;, C;-C¢ alkoxy, -0-

alkyl,
phenyl, -NR;-zRi-p, —-OC=0 NRi-sRi-p, -S (=0)¢-2 Ri-a, —-NR;_sC=0 NRi-2R;i_p,"
-C=0 NR;-sRi-p, and -S(=0), NR;-,Rj-p,

(II) - (CH2) 90-3— (C3-Cg) cycloalkyl where cycloalkyl can be

optionally substituted with one, two or three substituents

independently selected from the group consisting of C;-Cz alkyl,

-F, -Cl1,

-Br, -I, -OH, -SH, -C=N, -CF;, Ci1-C¢ alkoxy, —Ofphenyl,'+

CO2H, -CO;-(C1-C4 alkyl), and -NRj-aR;-p,

(III) -(CRc¢-xRc-y)0-a—Rc-ary1 at each occurrence is

independently phenyl; naphthyl; tetralinyl; indanyl; indenyl;

dihydronaphthyl; or 6,7,8,9-tetrahydro-5H-benzo[a]cycloheptenyl;

each of which is optionally substituted with 1, 2, or 3 groups

that at each occurrence are independently selected from the

group consisting of:

(1) Ci-Cs alkyl, optionally substituted with one, two

or three substituents selected from the group consisting of C;-Cj

alkyl, -, -C1, -Br, -I, -OH, -SH, -C=N, -CF3;, C;-Cs alkoxy, and - .

NR;1-aR1-p,

(2) -OH,

(3) -NOj,

(4) -F, -Cl, -Br, -I,
(5) -COzH,

(6) -C=N, and

(7) - (CHz) 0-4—-CO-NRy-2Rn-3;
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t hree substituents selected fromthe group consisting of C1-C3 alkyl,
C3-C8 cycloal kyl (optionally substituted with C1-C3 al kyl C1-C3 al koxy),

-F, -d, -Br, -1, -OH, -SH, -C=-N, -CF3, Cl-C3 alkoxy, -NRl-aR -b, and
-0C=0- NR1- aR1-b, where Rl-a and Rl-b are independently at each occurence-H
or Cl1-C6 alkyl, (I1) -CH2-S (0) 0_2- (C1-C6 alkyl) , (F¥5°TEMEBR&®- s (0)

0 2- (C1-Co6 al kyI) , (I'V) C2-C6 al kenyl with one or two doubegyubeBsts,
optionally substituted with one, tvvo or three substituents selected from
the group consisting of -F, -d, -OH, -SH, -C=N, -CF3r Cl-C3 al koxy, and

- -NR _aRl b where Rl aeaargagn& - 5gr§nd§ﬁqde%g§sghgxted(%9 “2E0 ALyl

with one or twotrlp’f ption friuted with one,

three s el ected from the group consisting of -F, -CI -'C]-I
-SH, - %%%E&%?E%%C?fsa al koxy, and -NR -aRl-b where R -a and R1- b are -H

or C1-C6 al kyl, ory (VI) - (CH2) n1- (Ri-aryl) where nl is zero or one and
where Rl -aryl is phenyl napht hyl , indanyl, indenyl, dihydronaphthyl, or

tetralinyl each of _whigh s, 9Pt on nysu%lgfezuwa%eﬁ NeOBE: 100, hr ee,

four, or five substltuents s l'ecte romthe group consisting of: (A

ClC6aIkyI opti gnally thre |_t ents
selected fromt h(cawglr:ouapl co SI Eﬁﬁrqawfj %fg%glt{}g%diq{ltinSEgTE%é? 5306 19
JULY 2006 al kyl . : -NR1-aR1l-b, -C=N, -CF3, and
Cl-C3 al koxy, (B)(ché) &5 G k% 3)?416’6‘%. Mol I y substituted with one, two or

t hree substltuentc's % aelq{% lfromthe group consisting of -F, -d, -OH,
-SH, -C=N, - % and -NRl -aRl -b, (C) C2-C6 al kynyl opt_i onal |y
o T o s e Sibel L St sa S
(D -F, d, -Br a&%q}) E -Cl- C6 hal oal koxy (F) -C1-C6 al koxy (G

- NRN- 2RN- 3, (I) C-N (J) &3-C7 cycloalkyl, optionally

substituted 3‘4: llgl ong, Pgwo aprret rk%g §ng[d*éyegj}ﬁ‘ %ge %ear}% tltgc%%%:gﬁt ed

fromthe group COI’ISI St g of - al koxy,

and - N%%R?R%rg atéggheéjgb %g}mcn @Akﬁggydle gk)thﬁgg NﬁhuaR%EQe (le

- C0- NR1- a

and seven carbon atoms;

(V) - (CRC—XRC-y) 0—4_RC~aryl_RC—arylr
and

Rys 1s hydrogen or C;-Cg alkyl.

2. A compound according to claim 1 of the formula:

251
and pharmaceutically acceptable salts thereof wherein

m is 0;
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(N -S2- (Cl-c4 alkyl) , .where "R2 is selected fromthe group consisting
of: .(1l) C1-C6 alkyl, optionally substituted with one, two or three
substituents independently selected fromthe group consisting of Cl-C3

al kyl, -F, -d, -Br, -1, -OH -SH, -C=N, -CF3, C1-C3 al kox and

-NR, -aR -b, (1V) C2-C6 al kenyl with one or two double b TEMBER 20041 | y
Substituted with one, two or three substituents independentIMJULQQ&G 20
SEPTEMBER 2006 19 JULY 2006 selected fromthe group consisting of -F, -d,
-OH, -SH, -C=N, - CF3, C1-C3 al koxy, and -NR -aR -b, and (V) C2-C6al kynyl
optional 'y sybstit d e bstituent ndependent | y
sel ected fro% tS'Lhe Aé&tr@up%%:%nn%qs S\Aﬁjsc% tiilwé %l%H ?%f %&- 8&&%, Cl-C3
al koxy, and - NRiraRpepdeheie R@lestsel dcbad n‘hreormrcbl@ glcouplst)nsg sbing of:

(1) -H (1) Cl-gg ORI, @na sybstituted wth one, or hr ee
S. ubstituents sel ect eggyfl’om%t hg g%lc%p iéonse% stllﬁg Vﬁ&c -G3 w&%?l , a-r%:, -d,
-Br, -1, -OH, -Sl—inde@enNentuZ3r L~ C3 (@l kopdy), abidyl, NR(CERIOHH- R(alry; C2- C6

al kenyl, and ez €0 Al & BB and TR Ave LBKRH LORUen, wiih the

carbonto WhICh ey are attached to form eof t four,
five, -six, and senvenatdyborsudsomEut®RN i sltl(ll) ORN-rl XNo wher e XNres -CO,
where RN-1 is (A) erei ar C ce '

i ndependent |y phen ;&%é!ﬁﬁ% Seél{%é:'t@%gl |anJ % E%ﬁoq} égpsj{stlng of

di hydr onapht hyl ; mﬂo@,ez 8,-%H, et rahydr- O-—BH— b@np [ca}cychmhem,enyalnmoﬁachof
which is opti onal | substl tuted with 1, roups that at each
occurrence are i MEEPendenttISEIEEd F’F%rﬁlt ﬁé ]g‘rydUpoEonsi sting of: (1)

Cl- C6 al kyl, - ogd.) gnal ty-csubgdidaatked whthoia,y stwetotutdd efthubstjtuents

sel ected fromthe group consisting of Cl1-C3 alkyl, -F, -d, -Br, -1, -COH,
-SH, -C=N, -CF3, tGib 63 ahkexysubsanduehRs - &Rledredicori thRlgupnd R1-b at
each occurrence are independently Hor Cl-C6 al kyl, -949 20 SEPTEMBER 2006

19 JULY 2006 (2)corHstfsy sNFalogen, -OH, -SH, -C=N, -CFs, Ci1-Cs
alkoxy, amino, mono- or dialkylamino, and C;-Cg alkyl;
or

benzyl where the phenyl ring is optionally substituted with 1-3
groups independently selected from halogen, -OH, -SH, —Csﬁ,
mono or dialkylamino, C;-Cs alkoxy, or trifluoromethyl;Re, |
R’6, R"74, and R’’’',, independently are -OR, -NO, -ha'logenv,
-CO,R, -C=N, -NRR’, -SR, -SO;R, -C{=0)R, -0OCF;, -CFj3, - |
_CONRR‘, -SO;NRR’, -0-P(=0) (OR) {OR"), -N(R) (COR’), -
N(R)(SOzR’), = (CH2) 9-4—CO-NRsR’ 7, - (CH3) 9-4—0— (CH3) 9g-4—CONRR’ , —.
.(CH2)m4—CO—(C1—C12 alkyl), -(CHz)-4-CO-(C;-Cy, alkenyl), -
(CH2) ¢9-4—CO- (C,-C;, alkynyl), -(CH;)-4—CO-(C3-Cs; cycloalkyl),
- (CHz2) 0-4—Rary1, —(CH2) 0-4-CO-Rary1, - (CH2)-4—-CO-0-Ry1, —(CH2)_0—
4—S02-NRsR’ 7, =(CH3)¢-4—SO-(C1-Cg alkyl), - (CH;)-4-S05-(C1-C12

alkyl), - (CHy) ¢_4—-S05- (C3—-Cy cycloalkyl), -(CHz)0-4—N{(H or Rjj)-
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(4) -F, -d, -Br, -1, (5 -C®H, (6) -C=N, (7) - (CH2) 0_4-CO NRN_2RN 3
wherein at each occurence RN-2 and RN-3 are the sane or different and are
selected fromthe group consisting of: (a) -H, (b) -Cl-C8 al kyl optionally
substituted with one substituent selected fromthe gr consistin

(i) -OH, (ii) -NRR', and (iii) phenyl, (c) -Cl-C8 al k#%atvawqog
substituted with 1, 2, or 3 groups that are independently -4{g,gut¥boos- Br, or
-1, (d) -C3-C8 cycIoaIkyI (e) - (C1-C2 alkyl) - (C3-C8 cycloal kyl) , (f)
- (C1-C6 alkyl) -0- (C1-C3 aIkyI) , (g) -C2-C6 alkenyl (h) - C2- C6

| k I - d i pl
:{&%?l VéR% 59 S ary 1O wﬂt“*( B R OORoR Ry ”%R ""( 5" ff‘%rt S 2)0 N
ar a ey /
a0’ 20 oo %\{/JééER%\] %b 1étJﬁ(N) 200(8%?4?17@ A 5) %52) o S] (6) a
bond; where_ ﬁgi _KL O_ﬁ§ ; J$¥h¥| 0?&h9”a|b¥p%&P5{ %le math one, two
ec e

or three substltuents se m't he group consi s |ng of'c1-c3 al kyl,

TR o bbB”%ab B S S G e R T AE S R P%e“*:l-'l o0
NRi - aRi - 0)2 v (Bl 2 0 3-
o al yfiliﬁtg:ana)b(ﬁll L ?‘[Iﬁgoﬂnall(:IH 9qbstl b c3t%(€%c$§31£y hre

wher e cycl oal two or three

substltuents dep nd selegct gd front group_co of ¢ -
ool USE S (QAIOSRRRTE R SELREL R &%% SRRy p%enw

QO2H, CI)Z &C% %@lkﬂp)tlongﬁgy y@st@t@utgd \Htl,tl )one (%8 ét.RCttY}.)e -4-Rec-aryi

at each occurrence
groups independently selected from C;-C¢ alkyl, -F, -Cl, -

Br, -1, -OR, -NO,, -F, -Cl, -Br, -I, -COzR, -C=N, -NRR’, -
SR, -S0O;R, -C(=0)R, -0CF3, -CF3, -CONRR’, -SO;NRR’, -0-
P (=0) (OR) (OR"), -N(R) (COR’"), -N({(R) (SO3R’"), -(CH3) 0_4.—CO—
NRsR’ 7, =(CH2)0-4-CO~(C1-Cy2 alkyl), = (CHz)o0-4—CO-(C2-Cy;
alkenyl), - (CHp)o-4=CO-(Co—C1» alkynyl), - (CHs)o_q—CO- (C3~Cy
cyclealkyl), -{(CHz)g-a-Raryi, —(CH2)0-4—=CO-Rary1, - (CH2)(-4—CO-
O_R.n, - (CH32) 9-4—S0>-NR7R’ 7, - (CHj3)-4-SO-(C1-Cg alkyl), - (CHZ) 9_
4=S0z. (C1-C1, alkyl), ~ (CHy) 0-4-50z- (C3=C7 cycloalkyl), ~ (CH)) o
4"N(H or Ri1)=CO-O0-Ru1, = (CHz)o-s=N(H or Ru1)~CO-N(Ru)z, -
(CH2) 0-4~N{H or Ri1)-CS-N (1I°\t1) 2, —(CHz) o-4-N(-H or Ryj) —C(.)—R7I,_ '.-_ I
= (CHz) 0-4~NRsR" 7, = (CH2) 0-4-0-CO-(C1-C¢ alkyl), - (CHz)o-4-0- - -.
P(O) - (O-Rary1) 2, = (CH2)0-4—0O-CO-N(Ri13)2, - (CHz2)0-4-O-CS-N (R_u‘)'zl' -
(CHz2) 0-4=0- (R11) , —(CH2)0-4-0—(Ry1) -COOH, - (CH2)0-4—5-(R11), Cl?ai"Ct
cycloalkyl, - (CH3) 9-4—~N(-H or Ri;)-S805-Ry, or —(CHj,)g-4— C3-Cy ..

cycloalkyl, or C»,-C; alkenyl or C;-C; alkynyl, each of which
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i ndependent |y phenyl; naphthyl; tetralinyl; indanyl; indenyl;

di hydronapht hyl; or .6,7,8,9-tetrahydro-5H benzo[ a] cycl oheptenyl; each of
~which is optionally substituted with 1, 2, or 3 groups that at each
occurrence are independently selected fromthe group consisting of: (1)
Ci-C6 alkyl, optionally substituted with one, two or t?Pr%EepTEMB'gWQOGents
selected fromthe group consisting of C1-C3 . alkyl, -F, -d,1gBly 2006, -OH,
-SH, -C=-N, -CF3r Cl1-C3 alkoxy, and NRi-aR -b, (2) -OH, (3) -N02, (4) -F,
-d. -Br, -1, (5 -C2H, (6) -C=N, and (7) - (CH2) 0-4-CO NRN-2RN-3; -951

20 SEPTENBER, 2005, 9.1 UL ¥,2008 ey § 86 fand, e ahecd ndepgndent |y

sel ected fromthe group™ consisting o nal |y

substituted Wb ane an two,OHy CL; A % Y, 0PLionally substituted with
1, 2, or 3 -F, & (C2) Y074- 3288 cycl o%?%i ,oé(z)-élg’a enyl, C2-C6

al kynyl, ~andc, phegytenor o'?ctx—@%”glx%%g}iéare%ckagf”wﬁj%gaeﬁge[épﬂ&baltﬂ;e. carbon

to which they are attached to for arbocycle of thre our, five, six

and seven carbon é}b%ﬁrﬁ;tquQi a1 i CRGX wg)op-tﬁfllg(;- ?EXL‘BC‘ arylr and R25 is
. ing to c

hydr ogen or Cl-C6 al kyl . A conpolnd accor aim1 of the fornula:

Z51 and phar maceytd n e S f 1er ej is Q; -952 20
SEPTEMBER 2006 ‘i&g%d\] %\L}L%Ofg%?é%lge@gr%?l ﬂ(:)lf)rtﬁi}zi)atrllgz{%‘:ég1 's\gggﬁ %\ Elt(g%' witH one or

two groups indepgndently selected fro he group consisting of R6, R 6,
R 06 ana R PRy B T R R S BRaeRtt ot St o)

al kyl, - (CH2) 0-4-Raryl,. orC2-C7 al kenyl or C2-C7 al kynyl, each of which
is optionally SLFB?&%@’ fBY "W tH one, two or three substituents sel ected

fromthe group consisting o
—(%Hz)éi—o— C1-Cs agkyI), where the alkyl portion is optionally

substituted with one, two, three, four, or five of halogen;
Ry ana R’7 are the same or different and represent -H, -C3-C-
cycloalkyl, -(C;-C; alkyl)-(C3-Cy cycloalkyl), -(C1-Ce alkyl)-
0-(C;-C3 alkyl), -C,-C¢ alkenyl, -C,-Cg¢ alkynyl, -C;-Cs alkyl
chain with one double bond and one triple bond, or
-C1-Cs alkyl optionally substituted with -OH or -NH,; or;
-C1-Cs alkyl optionally substituted with one, two or three
| groups ihdependently selected from halogen; or
C1-C¢ alkyl optionally substituted with one, two or
three groups independently selected from C;-Cj
alkyl, halogen, -OH, -SH, -C=N, -CF;, C;-Ci
alkoxy, amino, and mono- or dialkylamino; orC;—Csg
alkenyl or C;-C¢ alkynyl, each of which is
optionally substituted with one, two or three

groups independently selected from C,-C3 alkyl,
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hal ogen, -OH, -SH, -C=N, -CF3r Cl1-C3 al koxy, am no, nono- or dialkylam no,
and Cl1-C6 al kyl, or -(CH2)0-4- C3-C7 cycloal kyl optionally substituted with
one, two or three substituents selected fromthe group consisting of

hal ogen, -OH, -SH, -C=N, -CF3, Cl1-C3 al koxy, am no, nono-_ or dialkylam no,
and C1-C6 al kyl; or benzyl where the phenyl ring is optd5HAFMGER WS i t ut ed
with 1-3 groups independently sel ected from hal ogen, -OH, @HULYQ‘QON nono

or dial kyl am no, Cl-C6 al koxy, or trifluoronethyl;R6, R 6, 6 , and R
6, independently are -OR, -NX2, halogen, CQ2R, -C=N, -NRR , -SR -SX2R,

-C (=0) R NRR.. -OF (50 (R (R),

-N(R) (COR ), N(R) (%&%?“'R%”(m%‘)zo b KPR 72 ] '0-4-0- , (CH2)

0-4-CONRR -. (CH2) 0-4-CO (Cl-Cl2 alk ) 0 4-CO (C2-Cl2

al kenyl) , - (CH2) O0- &J&RP: (f@zi EPPo3) R{jnéjr%lkylam(léﬂé)oé 4 CoO (C3-C7

cycl oal kyl') , - (CH2) o- y ‘(%
0-4-CO-O-R11, - (‘CHSY %}kozfyseétmﬂélwsub%&%e% &%O“Emt A kyI) , -
(CH2) 0-4-SC2- (C1-Cl2, alk %CHZ) -4-SO2- (C3-C7 cycl oal k -
(CH2) 0-4-N (H or R11)y"ree ‘é%élaléﬁe EPTENERE - 215)@613119119%#%@6’6“%’00%1
- (CH2) 0-4-N (Hor R11) -CO-N (R11) 2, - (CH2) 0-4-N (H or Rll) -CS-N
(R11) 2, - (CHZ) 0- 4- RalogPRr FRLTP,- CORR7,Or dighEylemingR7RHE,7-C=N, (CH2)
0-4-O-CO (Cl-C6 alkyl) , - (CH2) 0-4-0-P (0) - (O-Raryl) 2, (CH2)
0-4-O0-CON (R11) 2, - -ECHAH:0-4AS@Q-CB-fh{R1a}kpl, --5(061=12)C10£4-@Lk}(l|3211) -
(CHZ) 0-4-0- (R11) -OOH, - (CH2) 0-4-S- (R11) , C3-C7 cycloal kyl, - (CH2)
0-4-N (-H or R11l) -SO2SR#r(GrCs al®k2) , 0-40-NEB- C7Cey¥H dalkylalked, Cl-C8

al kyl optionally substituted with one, two or three groups independently
sel ected from Cl- C6 abkytGO=N(Ci=C} ,alkyRp;; -4xCi=ORalkdRoptionaldly, -Br, -1,

-C2R, -C=N, -NRR, - SR, -SO2R, -C (=0) R -OCF3, -CF3r -CONRR , -SO2NRR ,
-0 P (=0 (OR) (OR) subpkRufe@Omifrh, on¢y Rwq S@Rhyee grquEl?) 0-4-CO NR7R
7, - (CH2) 0-4-CO (C1-C12 alkyl) , - (CH2) 0-4-CO (C2-C12 alkenyl) , -
(CH2) 0-4-CO (C2-Cl2iafgyendontly- seCpRyed-Z4-a@OC: (@3 aLkyl cyled lswleky| ), -
(CH2) 0-4-Raryl, - (CH2) 0-4-CO Raryl, - (CH2) 0-4-CO OR11, - (CH2)
0-4-S2-NR7R 7, - (CH2M, 0-%8,SO-CERL- €8Fal KytQ; alkokHHmilo,4- 562- (Cl- Cl2
al kyl) , - (CH2) 0-4-S2- (C3-C7 cycloalkyl) , - (CH2) 0- 4-N (H or R11)
-C0-O-R11, -(CH2) O0-4mbnéH @r REIKky1EEMN{RI) 2, (CH2) 0-4-N (H or R1l)
-CS-N (R11) 2, - (CH2) 0-4-N (-Hor R11) -COR7, - (CH2) 0-4-NR7R 7, -
(CH2) 0-4-0CO (@iclrmlixekyl)or G-CECE2kyOyd, OedH @f wh(rRasyl) 2, - (CH2)
0-4-0-CON (R11) 2, - (CH2) 0-4-0-CS-N (R11)'2, - (CH2) 0-4-O0 (R11) , -
(CH2) 0-4-0- (Rl11) - CophliorallGH2pbetdtSed Rlith on€3-Gio wydheakkyl, - (CH2)
0-4-N (-H or R11) -SO2-R7, or - (CH2) 0-4- C3-C7 cycloalkyl, or C2-C7

al kenyl or C2-C7 al kygybypeactiepenahnthy sel®sted?Or SERLENBER K006 :

halogen, -OH, -SH, -C=N, -CF;, C;-C; alkoxy,
amino, or mono- or dialkylamino; br
Cl—C;'alkoxy optionally substituted with one, two or three of
 halogen;R;1 is C1-C¢ alkyl, C,-C¢ alkenyl, C,-C¢ alkynyl, C3-Cy
_cycloalkyl,
or - (CHz2)o9-2-Rary17Raryi is phenyl optionally substituted with

halogen, amino, mono- or dialkylamino, -OH, -C=N, -S0,-NHj,
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19 JULY 2006 is optionally substituted with one, two or three groups

i ndependently sel ected from hal ogen or -OH, or C2-C7 al kenyl or C2-C7

al kynyl, each of which is optionally substituted with one, two or three
groups independently selected from hal ogen, Cl1-C3 alkyl, -OH -SH -C=N,
-CF3, C1-C3 al koxy, amino, and mono- or di al kyl ani no, SEPTE#PE%Z%mq-C)
(C1-C6 al kyl), where the alkyl portion is optionally substitu/ed2%Fth one,
two, three, four, or five of halogen; R7 and R 7 are the same or different
and represent -H, -C3-C7 cycloalkyl, - (Cl-C2 alkyl) - (C3-C7 cycloal kyl) ,
3 (1B Ak e (Sl 2l kg, o (.G OBy plKENY oo G108, ahigyayl, - C1- 08

al kyl chain W 1h one dou bond “and oné tr € bond, or - al kyl
optional |y substjtut edoWed -~ N ANHZ . Of g 1. |, ionally
substi tuted m??h 5ﬁe,e?mo g% ?Efgéy ér%ﬁps&?Hﬁgégﬁggﬁﬁpéyébﬁgited from

hal ogen; or £l1- | kyl ti I i tut i o] t hree

gr oups indepg% én??@y%eF§§f€§ﬂikoﬁ¥%%g%%t%§|ﬁg??ﬁﬁgroggﬁ,g?giﬁ&*%H, -C=N
-CF3, Cl1-C3 alkao . no- i al i NO; -C6 al kenyl or
C2- C6 al kynyl, eaccnl% ﬁﬁ?gﬁgﬁgan%ﬁkfggéfgéésu(%??%d§%39&§?h one, two or
three groups independently selected from Cl-C3 alk - 955 20 SEPTEMBER
2006 19 JULY 20 Ol?&l“ogeﬁ{*' cﬁiF -sﬁ?ﬂlcc:%g'%%# é’-‘?ﬁy'alal%&?/ aff no, and
mono- or dial kylanmi no; or Cl-C6 al koxy optionally substituted with one, two
or three of hal &P afyl Sopt o/ sBbstituted with hal ogen, anmi no,

nono- or dialkylamno, -OH -C=N,  -S02-NH2, -SO2-NH C1-C6 al kyl, -SO2-N
(Cl-C6 al kyl Y225 aikgprl Qu{pyCe 2B Nip, S2eb Na“éil-‘@a 51 RBFIoR Loo N
(C1-C6 alkyl) 2; orCl-C6 aIKél optionally sybstituted with one, two or
three groups indBPetdeHEr) YEHEAEd FPONMEILBEa9RYFPS hal ogen, -OH, - SH,
-C=N, -CF3, Cl-CB,e%%pxy, agino, or no- or dial kylam no; or C2-C6

al kenyl or C2- 06 AIPTPHE EAE R T WRACh PR C1of8 | Yry PEdBeER 1 it B wit h
one, two or three groups independently selected from Cl-C3 al kyl,

hal ogen, -OH, -SHSH/C=NC=NCFFIF:c1CCFapklonsy: AW Ro, ®F TITO- O&r

di al kyl am no; or Cl-C6 al koxy optionally substituted with one, two or three
of hal ogen; R11 digl®yledimpkydr C2-C6 al kenyl, C2-C6 al kynyl, C3-C7

cycl oal kyl , _ _ .
Ci-C¢ alkoxy optionally substituted with one, two or three of

halogen;R; and Rz are independently hydrogen or C;-C¢ alkyl; or
Rz and R; taken together with the carbon atom to which they are
~ attached form a 3 or 4-membered ring; and

Rc is phenyl optionally substituted with C;-C3 alkyl, C;-C4
alkynyl, trifluoromethyl, or C;-C, alkoxy.

3. A compound of the formula
H  OH Rs

I :
Rao N ~_-N._Raia
\(r)r E\R35 \éRm
or:a'pharmaceutically acceptable salt thereof, wherein
Rag is selected from the group consisting of phenyl,
dihydronaphthalenonyl dihydronaphthyl, and

tetrahydronaphthyl, wherein each of the above is
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or -.(CH2) o-2-Raryl; Raryl is phenyl optionally substituted with hal ogen,

am no, nono- or dialkylamno, -OH -C=N, -S02-NH2, - 956 20 SEPTEMBER
2006 19 JULY 2006 -S02-NH Cl-C6 al kyl, -S02-N (C1-C6 al kyl) 2, -S02-
(C1-A4 alkyl) , -CONH2, -CONHCl1-C6 al kyl, or -CO-N (Cl-

é C6 al k¥lo) 2; or
Cl-C6 al kyl optionally substituted with one, two or thr&ESERJFYHPR=006

i ndependently selected from Cl1-C3 al kyl, hal ogen, -OH, -SH, +15GelN 20d6F3,
Cl- C3 al koxy, ami no, or nono- or dialkylam no;, or C2-C6 al kenyl or C2-C6
al kynyl, each of which is optionally substituted with one, two or three

groups inde | | gat ' - al kyl, | qge - SH, -C=N,
-CF3, Cl-C3 gﬁggkgé;%l%nﬁ%ﬁo? orggbrr%%lgg-nt%i gFgltal % én‘i@goggo?rci%uglskoxy
optional | y stubatiaxg dddgipehdenely tsgd egitetihfeen dfhe lyglbogene R HridioR3 ar e

i ndependent | ychydrogen or C1-C6 al kyl; or R2 and R3-taken together with the
carbon atomto which they are attached forma 3 or 4-nenbered ring; and Rc
i s phenyl opfithaldhkydubstionsbly wiudstCluG3d afdyl 1 CRe@dl @t Ky §yl:,
trifluoromethyl, oy Gl C2.al Koy, 3k A § d of.  the; I H OH R42 |
R30oyN\yR4la 0 R35 Fé4lij4oxgr.h>%?1ar né@eu ?ga: | yi};g’geplﬁég‘?{eé&sla "t her eof ,
wherein R30 is sdleutledrf (6GmIshel gybupheoonsi StiGagabkopherprlionally

di hydr onapht hal engpyl ;qi,hxdr ghapht hyl » and,, 4 etfahydron \ erein
each of the above 1% 857" S0 SEPTENVBER 3006 T10 JUrY %%"Beé}yudr??ﬁ tituted
or substituted wih¥rbxy2or3phenylor helgrdps, htdiatalieayi ndependent |y

selected fromthe onsi_gki ng~. of~ Gl- h k £ I bstituted
with 1 phenyl or “1cq%z|*;&“%ﬁ,' hégﬁlo%c/)z Czlc-lg%%]il?(@l) b(gllp])?)l?ep(;lndal @% é%ﬁi?. tuted
with phenyl or (Ckud4ial Rpt)phelip substOsutddkodyrhopt i onadt y3 asebsei t ut ed

bl oal koxy, (0K2) 0 4C () NEAITED RRAL & ot PRy T i n the
al kyl group is opthivdnakhgreubstlie @lédlwreud,is2 opgioBagkvups that are
i ndependent |y hal 9gen ;@[ B33y ; £ 02 Mo ( Gls & taJaKyla)few@ﬁaeegé}l&eaglgl Kyl
group is optionally substituted with 1 or 2 groups that are 1 ndependently

halogen, OH, alkoxy, or Rs3;; —-(Ci;—-Ce alkyl)-S0,-(C;—C¢ . .

alkyl) wherein the alkyl group is optionally

substituted with 1 or 2 groups that are independently

halogen, OH, C;-C4 alkoxy, or Rsiz; -S0,-(C1-Cg alkyi).

wherein the alkyl group is optionally substituted with

1 or 2 groups that are independently OH or C;-C4

alkoxy, -S0;-N (C;-C¢ alkyl) (C1-Cg alkyl) wherein each

alkyl group is optionally substituted with 1 of'Z :

groups that are independently halogen, OH or R33;  —SO0,-

NH(C;-Cg¢ alkyl)-phenyl wherein the phenyl is optionally

substituted with 1 or 2 groups that are indépendently

C1-C4 alkoxy or halogen, -{(C;-Cg alkyl)-O-phenyl, -(Ci-

Ce¢ alkyl)-0-(C;-Cs alkyl)-phenyl, halogen, —NHC(O)NHZL

-NHC (O) NH (C;1-Cg alkyl), -NHC (O)N (C;-C¢ alkyl) (C1-Csg

alkyl), -N(Cy;-Cg¢ alkyl)C(O)NHp, -N(C1-Cs

alkyl)C(O)NH (C,-Cs alkyl), ¥N(C1—C6 alkyl)C(O)N(C1-Csg

alkyl) (C;-C¢ alkyl), —S—(CI—CG alkyl) phenyl,

—-SO2NR31R32, —C(O) -NR31R3z2, -NR31R3z, -NHC(S)NHp,

—NHC(S)NH(Cl—CG alkyl), -NHC(S)N(C;-Cs alkyl) (Ci-Cq
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hal ogen, OH, al koxy, or R33; - (Cl-C6 alkyl) -SO2- (Cl-C6 alkyl) wherein
the al kyl group is optionally substituted wwth 1 or 2 groups that are

i ndependently hal ogen, OH, Cl-C4 al koxy, or R33; -SO2- alkyl) wherein the
al kyl group is optionally substituted wwth 1 or 2 groups_that ar

i ndependent|ly OH or Cl-C4 al koxy, - SO2- N(C1- C6 al kyl) (&S%E%P%F‘j%mﬂe. n
each alkyl group is optionally substituted with 1 or 2 grogpsLybse are

i ndependently hal ogen, OH or R33i-SO2 NH(Cl-C6 al kyl)-phenyl wherein the
phenyl is optionally substituted with 1 or 2 groups that are independently

Cl- C4 al koxy or hal,agen, _»ofl- @ﬂ'k@[d @%}{ﬁn%hc (O)Ph—( G al kyl) -G

(C1-C6 al kyl) -phenyl, halo en, -NHC ( (C1-C6 al kyl),
-NHC (O N (C1- C@@S@ylt)lt(f@lw{ﬁl laloky R) groppg Chats agkkyhjeed®ptN2r - N

Cl-C6 alkyl) C H (Cl; C6 al kyl )4 al ky 0) N (Cl-Cs
gl kyl) ?myczs al (ky'l) N -%-Céc’l- 2. Fk)ﬁkﬁ)}lyg%?&@ySozﬁR)& %3(2 )-0(8) - NR31R32,

-NR31R32, - NHC (s;yq\qulrlkyNHCQs9clNP|e (a@icy@@ Bkakyl ¥C (ONHC1(S)o RLKTL: O6 al kyl)
(CL-Co. - 958 20, SERTENBER 2005 191Uk 2000, AbkyLy, c QORLAL, CBal kyl),

phenyl optionally substituted viith roups that are i ndependently F,
C or Br; -C2-C4 MbkyNyFrShenifyl -rOD@ZBN((Bl C@y@l}@all ki Cs @i—lké’@:LC(% al kyl)

-R33; - C (0) - the, |
substi t ut (ed)vm t h(éls\cl)c):k@1 Elh%b&i y@(ﬁi (s ,&]gr% yC]g{Cg&gl IkSI ?pg %6 le kyl) ;
- C(O NH phenyl, a2lBY1lQ) "Ne{€in Ggl%laléyb/)l gp%mnws OPS-IOO@J-)CG aI kyl) wherein

the al kyl group 'é;b%%'t%é&'%t}?%b%&' buped.wd th 1 gre u%é}&é%e% qf are
i ndependently OCN or OH, (Cl-C6 thioal koxy)-(CLl-C6 al kyl) - al kynyl ,

- (CH2) 0-4-S2- PCPrCoPl: al k@ﬂl )Csmkfelr@lhkoﬁblé &kl anlﬂdl)p iCg- Q?)Eptl onal | y

bstituted with H H( C3 sz L 1) C (0
N (G GB oyol oaltol Rl S S RN (e Tt s (7

cycloal kyl), -NHGQO) iN (’E@Ll@ﬁalelIka%IU S(&Ui@i cvyélhoaﬁky‘rljﬂc (Q) NHEE: 6
al koxy) - (C1-06 ahtgal koo v =008 Chafpy el ofhly wharelyc: shaabky! orovp

is optionally substituted with | ; wherel n R31 and R32 at each
occurrence are |nd\‘a(|§en@le@tllkyléﬁl(%b1‘ﬂ ~£5 crhkivhe ( Qrﬁupcﬁw@‘mlﬁg of -

hydrogen, Cl-C8 aldeyboy nG2: 8 &t kenylo,-Bydreiya C1- 6
hal oal kyl, Cl1-C6 al ko(x)Nng-Q% al 391‘) °© Sy 2@1 YS%!? S(Cl CG al kyl)

wherein the al kyl2ixox3pri(Gmdel thscﬂﬂ)]éiqxty ted OW tch Gs agky®) gyhepein
i ndependent | y selagt %(ik @I g8up sat @?‘anna(%l -, sak kykda- & {HOpnbHRE ; - (C1-C6
yI) Cl- C6

alkyl) C (0 NH (CL-C6 kyl) -C (O N (CI-C6
herein Ri; and R3z at’ each occurrence are independently

selected from the group consisting of hydrogen, C;-Cg
alkyl, C;-Cg alkenyl, hydroxy C;-C¢ alkyl, C;-Cg
haloalkyl, C;-C¢ alkoxy C;-Cs alkyl, - (CHz)0-4—S02-(C1-Cs
alkyl) wherein the alkyl is optionally substitufed
with 1, 2, 3 or 4 independently selected halogen
atoms; - (C1;-Cg alkyl)-C(O)NH,, -(C1-Csg alkyl)—
C(O)NH(C1-Cs alkyl), -(Ci-Cs alkyl)=C (O)N (C1-Ce
alkyl) (C;-C¢ alkyl), —-(Cy-C¢ alkyl)-NH;, -(Ci-Cs alkyl)-
NH(C;-Cs alkyl), -(Ci1—-Cs alkyl)-N(C1-Cs alkyl) (C1-Cg
alkyl), -(C1-C¢ alkyl)phenyl cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, -CO;-(C;-Cg alkyl), -(C1-Cq
thioalkoxy)-(C1-C¢ alkyl), -C(0)- (C1-Ce alkyl), (C1-Cs
alkoxy), —-(C,-Ce alkenyloxy), and -(C;-Cg alkyl)-CO,-
(C;-Cg alkyl), ; wherein
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al kyl) (C1-C6 alkyl) , - (C1-C6 alkyl) -NH2, - (Cl1-C6 alkyl) - NH (Ci1-C6
| alkyl) , - (Cl-C6 alkyl) -N (C1-C6 alkyl) (C1-C6 alkyl), -(Cl-C6

al kyl ) phenyl cycl opropyl, cycl obutyl, cyclopentyl cyclohexyl - 002-
(C1-C6 alkyl), - (Cl-C6 thioal koxy) - (Cl-C6 aIkyI) - Q (Cl C6 al kyl),
(Cl-C6 al koxy), - (C2-C6 al kenyl oxy), and - (Cl-Co6 al k§ASEFTEMBER2R88- co

al kyl), ; wherein - 959 20 SEPTEMBER 2006 19 JULY 2006 thaggbgnmmsgroups
af e unsubstituted or substituted with 1, 2, 3, 4, or 5 groups that are

i ndependently Cl1-C4 al kyl, hydroxy, Cl-C4 alkoxy, hal ogen, R33 at each

Ces e T PR i e @ o UL M B
is phenyl, C3-C8 by@lfoél, kgt ,> ﬁmnyhat@rmwewmee‘abh @fCawhich is

unsubstituted or _ " groups that are
i ndependently C1- EP&E%& a%[i(oaf(l;]/{,&&—l aﬁég roxy Cl-C6 al kyl, hal ogen,

hal 0 Cl-C6 aRkyht mro o@l:u@@enaqa kb:ande@)en(i@ltm al kY)Y, P]b‘h@nyqig - O2-

(C1-C6 al kyl), - (Ci- kyl\y (’%—)&q%)y%ﬁkhgénk%{u y1 07 b{g—iZ% _4CN; R40 is

phenyl, bi phenyl, -(CI- a1 Ky er'ein e phenyl is
optional ly substitutedliyth Hherafl)or N3C:1fal egenl attemsyl) ; (C1-C4 al kyl) -OC

O N h 1- | kyl
Stonors PP L G SR R iy el g S
(C1-C6 al kyl yhiad1 1@6unaukyt1)tuteos©2NH2bstS®2Nd (\N@LhCB, a?kyd,) 4, o8N (Cl-C6

| kyl Cl- Kyl 1-C4
iy k%% (g (0 %‘%é%f)a&agf\l k”f%e(pgﬁ%)e(‘gfém(g kgﬁﬁy%% Skesva, PP -8
al kenyl , - (mdMYaICkyCFs) alKHC, (@é)lege(riﬂh@&oa‘likﬂe)alkyl ( CE2p 01-‘4:6 C (0)
NH2, - (CH2 H I -

-al kyl )((Clz%:gkégf)%yl(_)%)_ Elap t% &l)aé%y nh’ydr ongz;?r_llt%)ﬁy 6_%"Lg?lliupdr onap%f hyI

a: toi(g/al kyl l,al}pYﬂény(IC-scgclcahéwllzxg) phenyChchel@pent yl , - phenyl (C1-Co6

a ~CyGl.0 - c

bi cycl of 2 %.Sﬁ%ﬁiyﬁ fl%ﬁ%ﬁé? %ﬁ&c%b? 58 ”ﬁﬁfﬁ“ﬁhﬂéﬁf‘% P )
heptyl ; -phe «Oylphengptic vy subst phetgd witphény? - Ghenzyl V\,her ein
each of the abpye ] %tu%ubedt%teadlk%)swébét(bw@d W1} pRendy, 4 OF 5

groups that are 1ndependently hal ogen, Cl1-C8 al y opti onaIIy substi t ut ed
with 1 or (G660 2SEFPPERBER 2008 ~C4 R IJULY -300812, t Cigfaupsktiiat are

mdependentlgogﬁ @-Ha 16156 - (c;-cy alkyl) -SO,N(Ci=Cs alkyl) (C1-Ce
alkyl), -SOpNH,, —-SO;NH(C;-C¢ alkyl), -SO2N(C;-Cg alkyl) (C1-Cs
alkyl), CN, -(CHz)p-4—(C3—Cg cycloalkyl), -(Ci-Csy alkyl)-
C(0)0-(C1-C4 alkyl), -(C1-C4 alkyl)-Rs3, C1-Cyip alkyl, C,-Cg
alkenyl, -(C;—-C; alkyl)-NHC(O)-(Cy-Cs4 alkyl), -(CHy)-4-
C(O)NHz, -+(CH;)-4—C(O)NH(C;-Cs alkyl), -(CH3)0-4—C(O)N(C1-Csq
alkyl) (C1-C¢ alkyl), naphthyl, tetrahydronaphthyl,
‘dihydronaphthyl, alkoxyalkyl, -phenyl-cyclohexyl, -
ﬁhenyl—cyclopentyl, -phenyl-(C,-C¢ alkyl)-cyclopentyl, -
phenyl-(C;-C¢ alkyl)-cyclohexyl, 7T-oxa-
bicyclo[2.2.1]heptyl; -phenyl-bicyclo{[2.2.1] heptyl;
‘bicyclo[2.2.1] heptyl; -phenyl-C(0O)-phenyl; —phenyi—o—
rhenyl; -phenyl-O-benzyl;
wherein each of the above is unsubstituted or substituted
with 1, 2h 3, 4, or 5 groups that are independently
halogen, C;-Cg alkyl optionally substituted with 1 or
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al koxy, halo (C1-C8 alkyl), halo (Cl-C4 al koxy), -0-(Cl- C4 al kyl)-phenyl
wherein the phenyl is optionally substituted with 1 or 2 hal ogens, ON,
-CHO, Cl-C4 thioal koxy, -NHS2- (Cl1-C6 alkyl) , -N (ClL-C4 al kyl) sS2- (Ci-
C4 al kyl) wherein the al kyl groups are optionally substituted with 1, 2,
or 3 hal ogens; OH -S02R33; R33; C2-C8 alkynyl; C2-C8 %{1%"?%\*"35“006

t hi oal koxyal kyl ; -SC2 alkyl) ; -NR31R32; -C (0) -NR31R32; ey 26883
Cl-C8 al kanoyl; and - (Cl1-C6 alkyl) -C (0) - (Ci1-C6 al koxy) , -C (0) -
(C1-C6 al koxy) ; -0- (Cl-C6 alkyl) -C (O NR31R32; -C02- (Cl1-C6 alkyl);
R4la and R41 are i ng -y, cycl ; y .Gl al kyl
optionally subst i‘%ﬁ}’??ﬁ‘%&ﬁ?# éltorl_;!lrze é?‘gggg?‘(%{ %%lwz;r%g L’Ehgﬁy% %droxy, Cl-c4
t hi oal koxy, Cl-Cllkixyal kexy CL-C6 alddyl,; heto- CL—Co alHoHy) S020€1CC6 al kyl ;

Fing whi eh 15 optionally’ SUbEEIT U e thCE AT BTN G alkoxy.
hal ogen, - CO2NH2, sulG@2NHteC1w 38 al kyl ¥ habpg@BNNCL-CBOalkyF) (Cl- C6 _
That Are i ndependbtTy ShAl ogthisr T oSl HHET e TN % e dompound
of the fornmula \ & aRkyl) WI@mRAnREhe aREINGTouPs #re RIRIRBALIOH or a
20 SEPTENBER 2006 10000 Y3005 "Ra ‘and PG Are Both hydrboen & A0’ R are.
i ndependent | y hal@gén;ali®@Byils CI-Gg2adk«yy 1l s HhfionykoxemidkyR8 i§O0hydnoxyet hyl
BRSO R o DRETRaehatTdl 1y tcunt AR Qalt PRerdor: wherein RL
is C2-C3 al kyl, GEZanowl: NHIC3= C6-CydldallkyF)0) - R -GndRXoae  bof kOhydr ogen;
or (C1-C¢ alkoxy); -O-(Ci-Cg alkyl)-C(O)NR31Raz; -COz- (C1-Ce
‘alkyl);
Rs12 and Ry are independently H, cyclohexyl, phenyl, or C;-Cg
alkyl optionally substituted with 1 or 2 groups that are .
phenyl, hydroxy, Ci;-C; thioalkoxy, C;-C; thiocalkoxy C;-Cs
alkyl; or -C;-Cg¢ alkyl-S0,-C;-Cs alkyl;
Rap, R4q1, and the atom to which they are attached form a C3-Cg
" cycloalkyl ring which is optionally substituted with Ci-Cq.
alkyl, C;-C4 alkoxy, halogen, -CO;NH;, -CO;NH(C;-Cg¢ alkyl), or
.._CQZN(CI_CG alkyl)(Cl—CG alkyl);' or phenyl which is - |
"optionally substituted with 1, 2, or 3 groups tﬁat are'a
independently halogen or C;-Cs alkyl; and .

R42 is H.

4. A compound of the formula

R

or a pharmaceutically acceptable salt thereof, wherein

Ry is Co-C3 al'ky'l;
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R2 and R3 together with the carbon atomto which they are attached forma
3-nmenbered ring; RP is amno, amno( Cl-C5) alkyl, nono (Cl-C2) al kylam no
(C1-C5) alkyl, di.(C1-C2) alkylam no (Cl-C5) alkyl, nono (Cl- 03)

al kyl am no, di (Cl- C3) al kyl am no, am no (C3-C4) al kyn

al kyl amino (C3- ¢4) alkynyl, di (Cl-C2) alkylanino (C3- &éEPJFM 'ﬁ F°°6 N
(Cl-C2 alkyl) -S®@ (Cl-C2 al kyl) , -NHSC2 (Cl-@€24alkyl), -NT 0°6a| kyI)
-S02 (Cl-C2 hal oal kyl), di (Cl-C2) al kylam no (C3 C4) al kynyl, or -

al kynyl ; Rf and Rg are independently hal ogen; R5and R6 are |ndependently
c3-4 aI Ky Q.S 2006 19 JULY 2006 ,6. A conpound of the
f or mul aRﬁfanq P] QO%) %@%N@E&S HOHHRDS5 Rp or a. pharmaceutically
accept a: earsdalR, ahermapameneim hﬂlog@ C2-C3 al kynyl; R2 and R3 are both
hydr oge R.1 d Rg are |ndependently hal ogen; R5 and
R6 are %ﬁde%eﬁdeﬁ%lk%%g%?%ﬂ .2 gr one of R5 and R6 is nethyl and the
ot her 1 R¢CBs drydehxgkkyyl o7 meAhosgpound.- of the formula RF /\ | s 0 ORz R3
R RSJf / HOHHC4, or a pharnaceutically acceptable salt thereof,
wherein R5 is NR531R541 where RS31 is Cl1-C2 al kyl; and RS91 is Cl1-C6
al kyl, allylp.cyammpoChdC8F ah&kyllormC4 C7) cycl oal kyl, phenyl, phenyl
(C1-C3) alkyl, amno (Cl- C3) alkyl, ngno(Cl-C3) al kyI am no (Cl-C2)
al kyl, or di (Cl C3) al kyl am no (Cl- ngkyl or RSis CH3, -N (C1-C2

\’\

al kyl') phenyl, or -N (C2-C3 al kyl) (C3- C4|al kyI) Rl is C2-C3 al kyl; - 963
20 SEPTEIVBER 2006 19 JULY 2006 O R, Rs
R
ell\] N - N R1
'R5 H OH H

Rp

or a pharmaceutically acceptable salt thereof, wherein

Ry is C,-C3; alkyl, CF;, or -NH(C3-Cg cycloalkyl);

R, and R3 are both hydrogen; or

R, and R3 together with the carbon atom to which they are
attached form a 3-membered ring;

Ry, is amino, amino(Cl—Cs)alkyl, mono (C;—-Cz)alkylamino (C;-Cs)alkyl,
di (C1-Cz)alkylamino (C1-Cs)alkyl, mono (Cy;-Cs)alkylamino, di(Ci-
Cs)alkylamino, amino (C3~C4)alkynyl, mono (C;-C;)alkylamino (C;-
Cq)alkynyl, di(C;-Cz)alkylamino (C3-Cs)alkynyl, -N(C1-C;
alkyl)-S0,(C1-C, alkyl), -NH-SO,(C1-C; alkyl), -N(C1-C;
alkyl)-S0;(C;—-C; haloalkyl), di(C;i-C3) alkylamino (Cs3-

_ Cq)alkynyl, or C,-C4 alkynyl;

Rf and Ry are independently halogen;

Rg;and R¢ are independently C3-C4, alkyl.
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R2 and R3 are both hydrogen; and Rf and R are independently hal ogen. 8. A
conpound of the formula RF RO OORZRBR- R, 1 / HOHH RP or a
pharmaceutically acceptable salt thereof, wherein Rl is hydrogen or
met hyl; R2 and R3 are both hydrogen; or R2 and R3 together with the carbon
atomto which they are attached forma 3-nenbered ring2® B TEYBED2¢%
al kynyl or Cl1-C3 alkyl; Rf and RO are independently hal ogen; "WYY 28§ and R6
are independently C3-C4 alkyl, or R5 is nethyl and R6 is C3-Cl al kyl. 9. A
compound of the formula: R\./RO R6 NI\ NR . OOR2::il:::r. s R/ H
OHH OROR wherein RLis C2-C3 alkyl; R2 and R3 are both nethyl or R2,
R3, and the carbon to which they are attached forma cycl opropyl ring;
-964 20 SEPTEMBER o@eungigofUthe 200&wulRf and RO are i ndependently hal ogen
R5 and R6 are independently C3-C4 alkyh§ agnd Rs is -NH (C1-C4
hydr oxyal kyl ) 10. A conpound of the forgokd: R \./i9 OORz RB R6 NI NN
RR RS HOHHIs" R wherein RL is - C3 al kynyl; R2 and R3 are both
~hydrogen; Rf and Rg are ;nd enden®l y ¢hat‘oggrg, RRS and R6 are independently

C3-A4 al kyl; and N Ry
oH H

or a pharmaceutically acceptable salt thereof, wherein

R; is Cy-C3 alkynyl;

R, and R3 are both hydrogen;

Rp is 'C;-C3 alkyl;

Rf and R, are independently halogen;

Rs and R¢ are independently C3-Cs; alkyl; or

one of Rs and Rg is methyl and the other is C3 or C; alkyl.

7. A compound of the formula

Rt R

S

o . Rz Rs
. SNTYTINTS Ry
R.S\ ; H OH H '
o°R
o)

or a pharmaceutically acceptable salt thereof, wherein
Rg 18 NRgrRﬂl where
Rs3y is C1-C; alkyl; and
Rsa1 is C;-C¢ alkyl, allyl, cyano(Ci-Cs3)alkyl, (C4-
Cy)cycloalkyl, phenyl, phenyl(C;~-Cs)alkyl, amino(Ci-
C3)alkyl, mono(Cl—C3)élkylamino(C1—C2)alkyl, or di (C;-
Ci)alkylamino (C;-Cy)alkyl; or
Rs is CH3, -N(C;-C; alkyl)phenyl, or -N{(C,-C3; alkyl) (C3-C4 alkyl);
Ry is C-C3 alkyl; |
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RS is -NH(C2-C4 hydroxyal kyl) 11. A conpound of the fornmula: 19 0 0 Rs. |
HOH'RC RP wherein, Rc: is C4-C5 al kyl; cyclopropyl;

t et rahydr onapht hyl enyI, -CH(C2 al kyl -S- (Cl C2) al kyI) C (0) NH (4 al kyl)
; or -CH (C2 al kyl -S®2- (Cl1-C2) alkyl) C (0) NH (4 alk . are

i ndependent |y hal ogen; RP is - NHSORCF3r - SO2NH ( C3- C4 héb‘%ﬁff%%?ﬁ@égos or
-NHSQ2CH3; and R5 and R6 are independently C3-C4 al kyl

SEPTEMBER 2006 19 JULY 2006 12. A conpound of the formula: 0O RZ Rs R N
NRHOHH P Rm wherein RL is C2-C3 alkyl, or halogen; R2 and R3 are

bot h hydro ndependent |y hal ogen; and Rmis - NH SQ2CF3r
-N (CHS% S&%ﬁ ﬁrk?cfggé%d% rgxyarpcgyl) S (Ci1-C2 alkyl), and RPis H;
or Rm i &:Hah®R RPreé sinddi$e8CREE3y onalq@42S2 (C1-C2 al kyl) 13. A conpound of
the formula: RF- \./i g 0O 0O R RBRG'NI NNRL RS/ HOHH/. 'RP wherein
Rl is C-C5 al kyl, C3-C6 cyanoal kyl, C3-C6 al kenyl, -NHSOQ2 (Cl-C2 alkyl),
C4- C5 hal oal Ryl ,A -<C3paluky| e COhe (fOkmG2aal kyl ), CN, -N (Cl-C2 al kyl) SO2
(C1-C2 alkyl) , -s@ (C1-C2 al kyl) rRNFk (C3-C6 cycloalkyl), or -OCC (0) N
(C1-C2 alkyl) (C1-C2 alkyl) ; R2 and /& e both hydrogen; Rf and R are

i ndependent |y hal ogen; RP is Cl-C2 a\ky| ; and - 966 20 SEPTEMBER 2006 19
JULY 2006

O O Rj
RG\N)KQ/H y\©/
! H H
Rs OH
R

or a pharmaceutically acceptable salt thereof, wherein

R; is hydrogen or methyl;

R, and R; are both hydrogen; or

R, and R3 together with the carbon atom to which they are
attached form a 3-membered ring;

Rp is C»-C3 alkynyl or C;-C3 alkyl;

R¢ and Ry are independently halogen; and

Rs and R¢ are independently C3-Cy alkyl, or

Rs is methyl and Rg is C3-C4 alkyl.

9. A compound of the formula:

wherein
Ry is Cz-Cs3 alkyl;
'R, and R; are both methyl or
R,, R3, and the carbon to which they are attached form a

cyclopropyl ring;
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R5 and R6 are independently C3-C5 al kyl or Cl-C2 al koxy Cl-C2,3 alkyl; or
RS is Hand R6 is C4,5-C6 al kyl or (Cl-C2 al koxy) - (C2-C3 alkyl) ; or RS
is ethyl and R6 is C2-C3 hydroxyal kyl or - (Cl-C2 alkyl) -N (CL-C2 alkyl)
(C1-C2 alkyl) ; or -R5is CH3 and R6 is C4-C5 al kyl, cyclohexx‘

(Cl-C2 al kyl)- phenyl; or R5 is methyl or ethyl and R6 #&°f7 @ﬁq%ﬁoﬁoxy)
(C2-C3 alkyl) 14. A conmpound according to claim 287, wher eleR&Y?@G

cycl opentyl, cycl ohexyl, propenyl, allyl, or -(C3-C6 alkyl)-CN, C2-C5

al kyl', 4-chlorobutyl, nethyl 2- nethylpropanoate, hex-5-enyl, CN, -N (CH3)

SOZCHBI’ %QﬁZ r -NHSOZCHS and RP is nethyl. 15. A
corrpound thé for wqégg-e%élgkgp%)q%lﬂg A RS"RI\HOHHRSsS/ RP

wher ei nRR1and Rg2aG3 ldependhat bygefs- C@raLlNHl;( eydl opropyl) ; Rf and Rg are

mdepen%en]{ A ogen; al kyl or C2-C3 al kynyl; R2, R3, and the
carbon to |é\ﬁﬁ(ltchg§4 2 gﬁ’%;t( al lngorma cyclopropyl ring; or R2 and R3

are both net hyI and R5 and R6 are independently C3-C4 alkyl; or -R5 s

met hyl and IS OctR ﬁh Yd# 9 SEPTEMBER 2006 19 JULY 2006 16. A
conmpound of t e onr rru%?o é/% QéIBal?g' N NR R5 1 / HOHHRP wherein

R is -Cl-C3 alkyl-C (O NH (Cl C3 al kﬁt R, Rf and Rg are independently

hal ogen; RP is Cl1-C2 al kyl or C2-C4 al I; R5 and R6 are independently
C3-C4 al kyl . 17. Acorrpoung of th(g,\f Igl'RFQ/\ ~l s
2 3

\'.“ \ R |
Rs oH H
G

s
wherein

R; is C,-C3 alkynyl;

R, and R; are both hydrogen;

Rf and Ry are independently halogen;

‘Rs and Rg are independently C3-C4 alkyl; and
Rs 1s -NH(C,-C4 hydroxyalkyl).

11. A compound of the formula:

wherein,

‘Re 1s C4—Cs alkyl; cyclopropyl; tetrahydronaphthylenyl; -CH(C,
alkyl-S-(C:-Cz) alkyl)C(O)NH(Cq alkyl); or -CH(C; alkyl-SO;-
(C1-Cz) alkyl)C(O)NH(C4 alkyl);

Rf and Ry are independently halogen;

Ry is -NHSO,CF3, -SO,NH (C3-~Cjy hydroxyélkyl), or -NHSO,CHs; and

Rs and Rg are independently C;3-C4 alkyl.
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OORZRsi Rs NI\ HHRR5/ OH Hal wherein Hal is a halogen; Rl is
Cl-C2 al kyl, or halogen; R2 and R3 are both hydrogen; Rf and Rg are

i ndependently hal ogen; and R5 and R6 are independently C3- C4 al kyl. 18. A
compound which is N-[1-(3,5-D fluoro-benzyl)-2-hydroxy-3-(1-

i sobut yl car bamyl - 3- net hyl sul f anyl - pr opyl am no) - pr opy| ] % EPTEMBERZOOG

net hyl - N , N - di propyl -i sopht hal ani de; - 968 20 SEPTEMBER 2008Y-18°0§uLY
2006 N-| 1-(3, 5-Di fl uoro- benzyl) - 3- (1- et hyl car banoyl

et hyl am no) - 2- hydr oxy- propyl ] -5-nethyl -N , N -di propyl - i sopht hal am de;
-N-[1-(3,5-D fluoro-benzyl)-3-(3-ethyl -benzyl am no) - 2-

hydr oxy- propyl ] - N -di net hyl car banoyl net hyl -5, N -di net hyl - i sopht hal am de;
N-.[l-(3,5-Difluoro-benzyl)-2-hydroxy-3-(1-

met hyl car ba | - I m no) - propyl ] -5- net hyl -

N -di propyl ?'?éslopﬁ% hatﬂ%\élugH bEMe RCORYAST

N-[ 3- (1- Benzyl car banoyl - et hyI am no) - 13&,3R5 di fl uoro-

benzyl ) - 2- hydr oxy- propyl ] - 5- et hyl - N /3 di propyl - isopht hal anm de;

N-[ 3- (I - Car banoyl - 3- net hyl - but yl am 3, 5-

di f1 uoro- benzyl) - 2- hydr oxy- propylj] - 5 met hy? Ry , N'R- di propyl -i sopht hal am de;
N-[ 3- (1- Car banoyl - et hyl am no N5 N !
benzyl ) - 2- hydr oxy- propyl ] - 5- yl HN oN -Hli plopyl - i sopht hal ani de;

N-[ 1- (3, 5- Di f 1 uor o- benzyl $ 2- Rydr oxy- 3- ( 3- net hoxy-

benzoyl ani no) - propyl ] - 5- met hyR=aN | N' - di propyl - i sopht hal ani de;

5- Acetylwgg'kgpnl\l-[l (3,5-difluoro-benzyl)-3-(3-ethyl -

benzyl am no).- 2- hydr oxy- propyl ] - 2- hydr oxy- benzam de;

N-[ 3- ( 3ROyktd dheSEyIalP(éféhe‘?WlhaéPGSW amno)-1-(3,5

di fluore;benz,) 22s hy@mp XWaRPbeRY] ] - 5- net hyI N, N - dipropyl -i sopht hal am de;
4- Acet yl am no- R [ 1-( - d| fl uoro-benzyl) - g3 et hyl -

benzyl afe mNd Rshy e o%}ﬂeme@ﬁ‘?fl]—lbé?ﬁ]a%ﬁed’e an

N [1- 3, Bs Dig-wer@rbenzikdn 3soiet hyh1beray hapt 80) a1 y1) 50, (C1-C,
alkyl), and Ry, is H; or
Rn is H and Ry, is -NH-S0,CF3 or -CH;80;(C;-C, alkyl).

13. A compound of the formula:

wherein

R; is C,-Cs alkyl, -C3-C¢ cyanoalkyl, C3-C¢ alkenyl, -NHSO;(C;-C,
aikyl), C4-Cs haloalkyl, -C3 alkyl-CO,-(C;-C, alkyl), CN,
~N(Cy-Cz alkyl)S02(Cy-C; alkyl), -SO0z(Cy-Cz alkyl), -NH-(C3-Cs
cycloalkyl), or -OC(O)N(C;-C, alkyl) (C;-C, alkyl):;

R, and R3 are both hydrogen;

Rf and Ry; are independently halogen;

R, is C;-C; alkyl; and
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hydr oxy- propyl ] - 4- met hoxy- benzam de;

4- Acetyl -N-[1-(3,5-difluoro-benzyl)-3-(3-ethyl -

benzyl am no) - 2- hydr oxy- pr opyl ] - benzam de;
N-[1-(3,5-Difluoro-benzyl)-3-(3-ethyl -benzyl am no) - 2-
hydr oxy- propyl | - 4- hydr oxy- 3, 5- di met hoxy- benzam de; 20 SEPTEMBER 2006
4- Acet yl ami no- N-[ 1- (3, 5-di f | uor o- benzyl ) - 3- (3- et hyl 19 JULY 2006
benzyl am no) - 2- hydr oxy- propyl ] -2, 6-di net hyl - benzam de;

N1-[ (IS, 2R)-1-(3, 5-difluorobenzyl)-2-hydroxy- 3- [(3-

965 20 SEETENELE 50 %(PJP%%%%W%%%MM{ e SRR AT oo -

5-di fl uor obeﬁ,’zwl) -C8$
et hyl be zZy Ypr } h
di met hy:ﬂ{et qgnam noRf Jhs?Ifoh {gy}ll o ﬂ% gcpy?éigég thadl aC3 lkyNi { fls 2R)

-1- (3, B5- gﬁfqnnmiobgdz§¢)ls.gg ¢s b 3droxyalkyl or —(C;-C; alkyl)-N(C;-C;
et hyl be n roxypropyl }-5-{[(3-
hydr oxy%ﬁ%kl?n%m%]ﬁo I ]%%on%lsf N3, N3- di propyl isophthal am de; net hyl
[ 3- ({[ ( 2R, BB)CH- €l13d5Red|lfSI Gmcaphéhyl) - (LpBexyl, or -(C;-C; alkyl)-
[ (di propyl a r yl ] -5-nmet hyl benzoyl } am no) - 2-
hydr oxybut yln’ijﬂglq %} ?r)eq?hyl ) phenyl] nethyl carbanat e;
N1- { (1SR2R}s Imqt3y3- dirf £ tiloy blrerdz Y ) + 2- By dE o)k« | 34C2-C; alkyl).
propyl benzyl ) am no] propyl } - 5- net hyl - N3, N3- di propyl i sopht hal am de; NI1-{
(1S, 2R) . (3, 5-difluorobenzyl) -3- [ (3-
et hynyl benzyHamMcﬁOﬂ@OMydr@&Ww ro5ceahyRA 7, NFhRBein
di propylgi s | ) - di £ obenzyld).- [(3-
et hyl benzy%)mr%a ?%g%drl\%};é/pr%géﬁ %Cﬁ&en@l =191 P61 oy é
[ (di met hyl amthbyBui@onykCN3 L K31 di h@ﬁ@lrpbgphthalmﬁl'dfé' 2-
5- br ono- N1- { di zy 2-
3-1(3- |odobeﬁé—§f\3)2 Orj%ﬁé?g%ﬂ/ %&y%r %9_9@ %%opy‘{ll sop cg am c?zCH CH3{ (1S, 2R
-1- (3, 5-di fFEorwherzpPyl, 30r [-1\(H§02CHzr and
et hyl bepzyl) qT(gtrpg,]l 2- hydroxypropyl }-5- ({[ (1R) - 2- hydr oxy- 1 -
met hyl et iyl ] am no} sul f onyl ) - N3, N3- di propyl i sopht hal ani de;
N1-{(IS, 2R)-1-(3, 5- d|fluorobenzyl) 2- hydr oxy- 3-[ ( 3-
i sobutyl benzyg) ami nQfRLARY! & Scetdayhu N3, N3- di pr opyl i sopht hal am de; N -
((is, 2R -1- (3, 5-difluorobenzyl) -2-hydroxy-3-{ [3-
(trifluoronethyl)benzyl]am no}propyl)- g\g}Rbynyl N3, N3-
di propyl i sopht hal ami de; N1- { (1S, 2R) (=14 (3, 5-difluorobenzyl) -3- [ (3-
et hyl benzyl ) am no] - 2- hydr oxypr opyl g - 5+ I;I{ZS)R32 hydr oxy-1 -
. ; R1

N
oH H

Z
IZ

wherein

R; is Cy;-C3 alkyl, halogen, or -NH(cyclopropyl):

Rf-and Rg are independently halogen;

Rp-1is C1-Cz alkyl or C,-C; alkynyl;

Ré, R3, and the carbon to which they are attached form a
cyclopropyl ring; or

R, and R; are both methyl; and

Rs and Rg are independently C3;-C, alkyl; or

Rs is methyl and R¢ is C3-Cs alkyl.
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. met hyl et hyl ] am no} sul fonyl ) - N3, N3- di propyl i sopht hal am de; N1-butyl - N3-{
(1S, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3-
et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 5- net hyl - N1- propyl i sopht haI am de;
N1, N1-di butyl-N3-{ (1S, 2R) -1- (3, 5-difluorobenzyl) -3-
[ (3- et hyl benzyl ) ami no] - 2- hydr oxypr opyl }-5- net hyl i sopht %?%EFHEER”O@?O 20
SEPTEMBER 2006 19 JULY 2006 19 JULY 2006
N1-( (1S, 2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-{[3
( 3- hydr oxyprop-1-ynyl ) benzyl ] am no} propyl ) - 5- met hyl - N3, N3-
~di propyl i sopht hal am de;
N1-[ (1S, 2R)-3-{[ 3-(cycl opropyl am no) benzyl ] am no}- 1-
(3, 5-di fl uor bbenzy|Jor@olpdr ok ypreofdrjubaet hynyl - N3, N3- .
di propyl i sopht hal am de; NI1-((1S, 2R)-1-(3,/§-difl uor obenzyl ) - 2- hydr oxy- 3-{[ 1-
(3-iodophenyl ) cycl opr opyl ] ani no} pr opyl ) - 5 *hyl - N3, N3-
di propyl i sopht hal am de; N1-[ (1S, 2R)-3-[(3kS self- butyl benzyl )am no] - 1- (3, 5-
di f | uorobenzyl) - 2- hydr oxypr opy®] - 5- mét hy - N3, di propyl i sopht hal am de;
N1- (cycl opropyl nethyl) -NBs. R
di f1 uorobenzyl)-3-[(3-ethyl b&hzy y_plr §fypr opyl } -
R, 5- dlfluorobenzyl)

5- nmet hyl - N1- pr opyl i sopht hal afrde;

5- (am nosul fonyl )-N1-{ (1S, 2R)-1- (

3-[(3-et hyl benzyl ) am no] - 2- hydr oxypr opyl } - N3, N3- di propyl i sopht hal am de;

N1-[ (1Sw2Ryeln( 3, 5-di fl uorobenzyl)-2-hydroxy-3-({3-

[(12)- prop;l-e L}b I} opy! thyI N3, N3-

di propyli soépht E:yal Jém%g%(xllN?(%@%R)eyfh 1 d| fl uorobenzyl)-3-{[ 1-( 3-

et hyl ph&ayand Eqnetﬁyirgidnﬁn]danthm}h@ldm oxypr opyl ) - 5-

et hynyl N3, 1 $ephLl I N- [(is, 2R} -3- [ (3-allylbenzyl)

am noj -Ri-l%\gc l:pdaq’fgi)g)uor%gbgnrztf/ll ?ﬂg&f}ydr oxypropyl] -5-nethyl-N3, N3-

di pr opyRs sophtiakagm dededdhdefl s, R« 1aXK315- di f | uor obenzyl ) -3-{[ 1- ( 3-

et hyl phenyl ) cycl opr opyl ] am no} - 2- hydr oxypr opyl ) - 5- net hyl -

N3, N3- di propy! |53£hthal am de;

N1-[ (1S, 2R) - (RPECEBropY I Hif FOFBEAZY1 ] ani no} - 1-

(3.,5-difl uorobenzyl) 2- hydr oxypropyl ] Rb- mgt hyl - N3, N3-

di propyl i sophthal am de; .. NL-((1S, 2R)- 5-di fl uorobenzyl ) -3-{[ 1-( 3-

et hynyl phenyl ) cycl opropyl ] ani no} - 2- hyd Br opyl ) - 5-

et hynyl - N3, N3-di propyl i s,gphtOnaI am gle; 2 Rs

N1-[ (1S, 2R)-I-(35d|flu06r 3¢ R
Rs H

EroNy>

OH H
Hal

wherein

Hal is a halogen;

R; is C;~-C, alkyl, or halogen;

R, and R; are both hydrogen;

R and Ry are independently halogen; and

Rs and R¢ are independently C3-C4 alkyl.

18. A compound which is

N-[1-(3,5-Difluoro~-benzyl)-2-hydroxy-3-(1-
isobutylcarbamoyl-3-methylsulfanyl-propylamino)-propyl]}-5-
methyl-N', N'-dipropyl-isophthalamide;
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[ (et hyl sul f onyl ) am no] benzyl } am no) pr opyl ] - 5- net hyl -

N3, N3- di propyl i sopht hal am de;

N1-{ (1S, 2R)-1-(3, 5-di fl uorobenzyl)-2- hydroxy-3-[( 3-

i sopent yl benzyl ) am no] propyl } - 5- met hyl - N3, N3- di propyl i so ht hal am de; -971

20 SEPTEMBER 2006 19 JULY 2006 EPTEMBER 2006
N1-[ (1S, 2R)-3-{(1, 1" - bi phenyl-3-yl net hyl )am no] -1 19 JULY 2006

(3, 5-di fluorobenzyl)-2-hydroxypropyl ] -5-net hyl - N3, N3-

di propyl i sophthal am de; N1- ((1S, 2R) -I1- (3, 5- difluorobenzyl) -3-{ [I-
(3- ethynylphen cyclo a rop

ot hyl - Ng 8 ﬁ?%%% e § Q Fobysy

5-di I uor 65 H éox%t%ﬂpa’ iz l'] hy8ﬁ8§z§/ ]Opyl }-5-({[2-

(met hyl ani 8 “&rgl no}sul fonyl ) - N3, N3 di pr opyl i sopht hal am de;

N1-((1S, 2R)- 1 P€3 15 i ﬁr@efblb@me)myl{? 3-(3=ethyl-benzylamino)-2-

et hyl phenpyiraxyrertopyat hijl T@m&td}ylzampam@xymtﬁwl—)is -dimethyl-

met hyl - N3 1NgPUtprlemildes opht hal am de;

N1-{ (1S, 2R) - 1-'163[, B- (@i,fSI—UQED@@fE’-%He)rTZ%'lB €3=hydroxy—3— (1-

et hyl benzylk}ap dloadolyy dB oxy ek wRyl lradyi [ Zopylamino) -propyl]-5-

hydr oxyet mﬁtbxﬁmmt)]bsuldﬁp@yﬂahA&mmﬁhbﬁg@@; hal ami de; Ni-{ (1S, 2R -1- (3,
gt ﬁ;f Lg(r)];olbenfq Inoj f]i glcarbam ﬁ% lno) >- %%%lﬁiﬂ i sopht hal ani de;
NL- { (15}é %E{{thal b8l g%’ﬁ}ﬁr obem P% d@a Py

et hyl benzyFQ' m no ydroxypro yl }- N3, d| et h | - 5- gret hyl i sopht hal am de;

N1-( (1S, 2R)-1-¥3! <d| frabrBbHeh: 1H)etQY%r§utylamln0> 1=

(et hyI sul ﬂﬂﬁW?%r’%’ﬂlz émh%ol}yézrwdpéﬁw%bp@metsly%ef“h Ni-

N3, N3- di pFBYPPEopifoRAlaft &t dNL- [ (1S, 2R) - 3- [ ( 3- cyanobenzyl ) ani no] - 1- ( 3, 5-
di f | uor obenzyly- B-hyldcaxypnopyHdthy-laet hy) - NS(NI—-ddifpropy+ | sopht hal ani de;

N-{ (1S, 2Rpeiz{B), -B-thyidrogy opeszyl )~-53mpEByl-N',N'-dipropyl-

et hyl benzykyamha]and-deydr oxypr opyl }-3-[ (1-

propyl butyl) subf onyls] Brepanass deserbllaf (35 Roxd~635=Abid -Obenzyl) 3-[(3-
et hyl benzxg)l%nm&mo# BYdp xyy-aRY &3 %B) X% oM. 5 il

di met hyl i igebﬁi(}adlaez?ﬂl

NL- (18, 2R) - 1 |uoolp ) l dr oKy L6
2 e L D A i e

[ et hyl (rreth I%U[I%‘ oRyFY éi‘ﬁ’ E
difluoro- benzyl) -2- hydroxy propyl] -methy

dipropyl-isophthalamide;
4-Acetylamino-N-[1-(3,5-difluoro-benzyl)-3-(3-ethyl-
benzylamino)-2-hydroxy-propyl]-benzamide;
“N-[1-(3,5-Difluoro-benzyl)-3-(3-ethyl-benzylamino)-2-
hydroxy-propyl]-4-methoxy-benzamide;
4-Acetyl-N-[1-(3,5-difluoro-benzyl)-3- (3-ethyl-
=benzylamino)—2—hydroxy—propyl]—benzamide;
N-[1-(3,5-Difluoro-benzyl)-3-(3-ethyl-benzylamino)-2-
hydroxy-propylj-4-hydroxy-3,5-dimethoxy-benzamide; C
~ 4-Acetylamino-N-{1-(3,5-difluoro-benzyl)-3-(3-ethyl-
benzylamino)-2-hydroxy-propyl]-2, 6-dimethyl-benzamide;
Nl—{(18,2R)—1—(3,5—difluoroben2yl)—2—hydroxy—3—[(3—
isopropylbenzyl)amino]propyl}—5—ethynyl—N3,N3—
dipropylisophthalamide;

951 (3,5-
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met hyl - N3, N3- di propyl i sopht hal am de; - 972 20 SEPTEMBER 2006 19 JULY 2006

N1-{ (1S, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - N2- ( 3-

phenyl propanoyl ) -3-[ (1- propyl butyl )sul fonyl ] al ani nam de_ trifl uoroacetate;

N1- ((1S, 2R)-1-(3, 5-di fl uor obenzyl)-3-{[ 3- 20 SEPTEMBER 2006

(et hyl sul f onyl ) benzyl ] am no} < 2+hydr oxypr opyl ) - 5- aet hyl - 19 JULY 2006

N3, N3- di propyl i sopht hal am de; N1- (sec-butyl) -N3-{ (1S, 2R -1- (3,

5-di fl uorobenzyl) -3- [(3 et hyI benzyl )arri no] 2- hydr oxypropyl }-5- .
orobenzyl) -3- [ (3-

met hyl i sophth
et hyl benz I a g]? % y gi
phenyl et hiiF p%?f {5[ él 1h 5 ’(%e]nz]y—l) 3-[(3-
et hyl benz _ ﬁthé’l gﬁi Bl Cdi met hyl - NG- pr op-
2-ynyl i soph SRt es 2R) -1- (3, 5-difluorobenzyl) -3- [ (3-
et hyl benzyl )anl‘iI rrd] 12, 211§')d'r10x pﬁoéyf}uwkeqwl)m 543di net hyl i sopht hal ani de;
3- ({ [ (erRvyBsnzvg) a(ngnos-%wworphenyl) 230 (@F 3-
[ (di pr opyhadi errznrydngphl sl st dppiyBen¥ oy Fami no) - 2- hydr oxybut yi |
am no} net APy peliydordic et ayl &sar banat e;
N1-benzyl - N3- {{dAR)31+( B(Zr,dd)l-uorgbenays Juctobhdnyl) -3- ({3-
et hyl benzyl y agi :10]1-a4r Y e OXyROPYHS}-mbitn H1 o &h AWKk sepht-hal ani de;
N(13(se<r:] ng&faxmrdym&mz&rraet(r%/s15pdlef1lymprﬁ@@®17ﬁ)élrbﬁﬁate ot hal g
et y enzyl ) o X r opyl i,sop al am de;
et hy| Q i ig &9%919 8%}3( zr;gt)g{ yc%rmpy 9 X 5
[(dlpropy th Ibenzoy 0) - 2-
hydr oxybu §$f henyl(nethyl)carbanate
N1- ( (1S, 2R)- d|r< § 2&‘ 12 @ 5=6F £ PRisBENIY I $- BI3- ,
([3-(trife By Cvd bémw -a?rﬁw&}rmsamy%}-r?eteﬁwnm—%bl -
di propyl i §b®ﬁ‘fﬂ’1¥éﬂllaﬁ?ip éhai\ﬁm{ 1S, 2R).-1-.(3, 5-difluorobenzyl) -3- [ (3-
et hyl benzyl ) ani'ng](12- ImmkkﬁmﬁpBepyf}uéfbﬁﬂ&z@ﬂbsabuty4-5-
met hyl i sophhhebemyde amide {{2-8)2Rox¥pE3py1 i-0- 5- hydr oxybenzyl ) - 2- hydr oxy- 3-
[ ( 3- et hoxybdemneyHylamino] pubfnd yi-15Nret hyili p NSp NGi-s cibphepyhi d@pht hal ani de;
N1-{ (1S, 2R) - 1-{ 35xItoofo- Heifdl, yay obenz yd Jai21hBepeXYz 3r) - 2-hydroxy-
[ (3- met hoxy benzadart. po) £ 0Ry)ldroNd 1 Naxdinor opy | benzene-
1 3,5-tri Q@ﬁb&@(ﬂrﬂs@%hthalamlde
-{(1S,2R)-1-(3,5-difluorobenzyl) -3- [(
ethylbenzyl)amino]—2—hydroxypropyl}—5 ({[ (1R) -2-hydroxy-1-
-methylethyl]amino}sulfonyl)—N3,N3—dipropyl1sophthalam1de,
_ 1-{(18,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3-
isobutylbenzyl)amino]propyl}-5-methyl-N?, N>~
dipropylisophthalamide;

- ((1s,2R)-1-(3,5-difluorobenzyl) -2-hydroxy-3-{[3-
(trifluoromethyl)benzyl]amino}propyl)—5—ethynyl—N3,N3—
dipropylisophthalamide;

- N'-{(15,2R)-1-(3,5-difluorobenzyl)-3-{ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-5-({[(1S)-2-hydroxy-1-
.methylethyl]amino}sulfonyl)—N3,N3—dipropylisophthalamide;

N'-butyl-N3-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
'ethylbenzyl)amino]—2—hydroxypropyl}—5—methyl—N1—
‘propylisophthalamide;
N', N'-dibutyl-N>-{ (1S, 2R)-1-(3,5-difluorobenzyl) -3~
[ (3—ethylbenzyl)amino}-2-hydroxypropyl}-5-
" methylisophthalamide;
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N-{(1S, 2R)-1- (3, 5-di fl uorobenzyl)-3-[(3

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 4-
{[(trifluoronmethyl)sulfonyl]am no}benzam de; NI1- [ (1S

5-di f1 uorobenzyl) -3- ({ 3 o &eniER bovs
[ (di met hyl am no) sul f onyl | benzyl } am no) - 2- hydr oxypropyl ] -5- 19 JuLY 2006
met hyl - N3, N3- di propyl i sopht hal am de;

N1-{ (1S, 2R)-1-(3, 5-di fl uorobenzyl) - 2 hydroxy 3-[(6

met hoxy 1,2,3, t dr on t%t al o2 III nglg opyl ~
et hyl - ga d‘ﬁT >§i %l U m?% ropyl -5- met)}iy3l g\l[3N -
3- ({[(2R%%‘f¥, %X ES’P% eGHW) 1gmeng

[ (di propyfa 't hyl benzoyl } am no) - 2-

hydr oxybut yl ] aIﬁn‘r{d}lﬁ'eﬁlhyT1}‘p{H§n3KIC(z’§ﬂBBm§elamlNPJ pepag ] ZRpoH-1-( 3,
5-di f 1 uor dBehz§} §lugobenggl) -2-hydroxypropyl] -5- ethynyl N, N~
et hyl benz gipappnblsaphipdl arigeg opyl } - N3-i sobut yl - 5- net hyl i sopht hal ani de;
,N-{ (1S, 2R) ~%-( (@8, 2&y dif{ycrabenzytiberdyl)) -€3hydroxy-3-{[1-
et hyl benzyB) asdisy]erd1hge 0xypspYlalrido ) propyl) -5-methyl-N3, N3~
[ met hyl (rra&byblsyifﬁmlthammp&@enzam de; N1-{ (1S, 2R -1- (3,
5-di fl uor obenz 1I_) gz )(3’3
Il

(3- sec ino]-1-
thylb % |-
g W)ét h§|nlz E}E‘g}ifﬂe ha % ;E% ’H{ ysfluorgbenzyl) -3- [ (3-
rox

et hyl benzy yp ro -i so

éﬁ? {

di met hy Iléofgt%a%oéwa%zrmﬁlélel Ly Pg;;ﬁg??@% 8%;&61(5%1’81? 2pR)l}-1 (3, 5-
di f1 uor ob&nzyt T rrgx Lopyii—

5- et hyl i §oﬁﬁ¥%&§n8é®ﬂ\ﬁls{°@f§2 m3d¢73, 5-di f | uor obenzyl ) - 2- hydr oxy- 3-[ (I -
met hyl hexyl ) an-hodnpmopyl ooy ety « N3, 248-- 1di (31, 6p§ti £ sophitealzam de;

_N1-[ (1S, 3R A 3- € fHy l(cemiz g d Lan onyH -ty di- okeptyd o yllrhi-Noy Nt

. (3, 5-di f HuprobghizydphtBahydidecy pr opyl | - 5- met hyl - N3, N3-

di propyl i sopht fpal giisdes) NL (o 55a2B) b2 (b By Lhugy SRSNEA ) 8- [ (2F) - hex- 2-
enyl am noj+ izhyﬁfg reqpyh Dz Bl ho 5\? 1]d15pqn@|w nsl@aofmvhal am de;

N1-[ (1S, 281§;Lo WL hftIhHQé@pc%”'ZW) 3-({3- (1E) hex-

enyl ] b(egéyl %%lno) Qﬁ(drlgxyjipr ogxﬁlu rg?e 4 (x - gj_pr opyl i sopht hal am de;
et hyI benz Ei n?helczxga- 3 g@ﬁ%% A amlgopropﬂ/o ygro%pny? i sopht hal am de;
-974 20 S

-[ (18, 2R) [(3—allylbenzyl)am1no]—l—(3,5—
difluorobenzyl)—2-hydroxypropyl]—5—methyl—N3,N3—
dipropylisophthalamide;

'1-((1s8,2R)-1-(3,5-difluorobenzyl) -3-{[1- _
ethylphenyl) cyclopropyl]amino}-2-hydroxypropyl)-5-methyl-
N3,N3—dipropylisophthalamide;

N'-[(1S,2R)-3-{[3-(cyclopropylamino)benzyl]amino}-1-
(3,5—difluorobenzyl)-2—hydroxypropyl]—5—methyl—N3,N3—
dipropylisophthalamide;

_  N1—((lS,2R)—1—(3,5—difluorobenzyl)—3—{[1—(3—
ethynylphenyl)cyclopropyllamino}-2-hydroxypropyl)-5-
ethynyl-N3,N°-dipropylisophthalamide;

1-1(1Ss,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3- ({3-
[ (methylsulfonyl)amino]benzyl}amino)propyl] -5-methyl-
N3, N3-dipropylisophthalamide;

_ N'-{(1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3-
isbpentylbenzyl)amino]propyl}—5—methyl—N3,N3—
dipropylisophthalamide;
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19 JULY 2006 NI1-{(1S,2R)-I-(3-bronmbenzyl)-2-hydroxy-3-[(3

nmet hoxybenzyl ) am no] propyl } - 5- net hyl - N3, N3- di propyl i sopht hal am de;

N1-{ (1S, 2R)-1-(3,5-difl uorobenzyl)-3-[(2

et hyl hexyl ) am no] - 2- hydr oxypr opyl } - 5- net hyl - N3, N3- di propyl i sopht hal am de;
N-{(1S, 2R)-1-(3,5-difiuorobenzyl)-3-[(3- 53R ERBER B2

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 3- (2- et hyl but anoyl ) benzaniyghe s008/1- {
(1S, 2R) - 1- ( 3- bronobenzyl ) - 2- hydr oxy-3-[ ( 3- .

met hoxybenzyl ) am no] propyl } - N3, N3 di propyl benzene- 1, 3,5- tricarboxam de;

N1-{(1S, 2R) 1-(; uo, n h y-3
ot oy 43 g‘ %ﬁg shot: @“’1 STl Xﬁeofglmﬁéﬁ anino}-1-
di propyll r? Ypr‘ipy 5wk P’Ilu%r%enzyl) -3- [ (3-
et hyl benz Of opyI }-N3-[ 2-

(di net hyl am nd?et Hy B} 21N8-Je1 ¢i3yl5- 81 e diydhergpht hakam des-

N1-{ (1S, ZR}hXDXQMlﬁPMGiM])MQHPQ? hydroxypropyl) -5~

et hyl benzyﬁ}hyﬁ'rfba} N2=chiyrchomyy pe oplyti Ha IB1iNG- di i sopr opyl - 5-

net hyl i sopht hay'ani(ds; 28 {{-13, 2R} £1 (S Sodhify1yorobenzyl ) - 3- [ (3- _

et hyl benzyth b drdy13-ahy d6 pxy-piy@indxyp3opf { pes-hyd 2ul f onyl ) am no] benzam de;
N1-[ (1S, ZR%e{:h}(fa-nﬁmoQ"th§ifim&@%n@%h}ig—mfﬁﬁpﬁ)xy 3-

(i sopentyljam PrpythaNmNgdi propyl benzene- 1, 3, 5- tricarboxamn de;

[ (1S, 2R quoroez roQxy pentyl am no) propyl ]
STy 'Z&E"?ﬁl%h%w R
met hoxybenz O{lclfrop da aml erbenzene 1,3,5- tricarboxam de;
Ni- [ (1S, 2R b%%&- X r% ﬁg‘glflluo @—leéﬁo%l (3-
fluor oben?‘;'/]l‘y @eW& GWB% T opPRYPY NS, N3-{ [dipr opyl i sopht hal ami de;

_N1- cycl oREs§Pxehy ) eBinoRjulipnyll -N5RfoEyhd F oBhA Jnids:

[ ( 3- et hyl benzy')-ani 8p2R2-1hy(dr, 6xy pf Dyt Joadbveh hgt t B3- et hyI i sopht hal am de;

2-{[ (2R, 38} hyiichAldiabt nol opHemtokyBx 6HBt } -N?, 5-dimethyl-N3-

[ (di propybaopyio)scanhbaybhide met hyl benzoyl } ami no) - 2- .

hydr oxybut yl | aginoj et fiy) - 12, &- dLEl HOL ORI g@t@g@ - 975 20 SEPTEMBER

2006 19 dbkyn12008:1) Mk L6 19 AR)arbxb3: bp erphenzy e?ehlg}idsoxy—3 :
methylisophthalamide;

'-((18,2R)-1-(3,5-difluorobenzyl) -3-{ [3-
(ethylsulfinyl)benzyl]lamino}-2-hydroxypropyl)-5-methyl-
N3fN3—dipropylisophthalamide;

N'-[ (1S,2R) -3-[ (3-cyanobenzyl)amino]~1-(3,5-
difluorobenzyl)-2-hydroxypropyl]-5-methyl-N3, N3-
dipropylisophthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-[(1-
propylbutyl) sulfonyl]propanamide; .

N'-{(1S,2R) -1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino] -2- hydroxypropyl}—N3—isobutyl—N3f5—
dimethylisophthalamide;

—{(IS 2R)-1-(3,5- dlfluorobenzyl) -2- hydroxy 3-[ ¢
pyrldln 2-ylbenzyl)amino]propyl}-5-methyl- N3, N3-
dipropylisophthalamide;

N'-[ (1S, 2R)-1-(3,5-difluorobenzyl) -2-hydroxy-3- ({3-

[methyl (methylsulfonyl)amino]lbenzyl}amino)propyl]-5-
methyl-N?, N*-dipropylisophthalamide;
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(1 sopentyl am no) propyl ] - N3, N3-di pr opyI benzene-1, 3,5- tricarboxam de;

N1-{ (1S, 2R)-1- (3, 5-difluorobenzyl)-2-hydroxy-3-[(6-

hydr oxyhexyl ) am no] pr opyl } - 5- net hyl - N3, N3- di propyl i sopht hal am de N1-
(1S, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3-

{[ (2R) - 2- hydr oxypropyl ] am no} pr opyl) 5- met hyl - N3, N3- 20 SEPTEMBER 2006

di propyl i sopht hal am de; N-{(1S,2R)-1-(3,5-difl uorobenzyl)-3-{s(3ty 2006

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 3-{[ ( 2- hydr oxy- 1, 1- di net hyl et hyl)

am no] sul fonyl }benzam' de; NI1-{ (1S, 2R) -1- (3, 5-difluorobenzyl)

_2-hyd 3- but vl ) “5- et hyl - N3, N3-

i prgp;f’f‘g B ?M H}ys lcE‘éoxPz\’yl} -5_meLhy

3 Cacoty ﬁ% : |a§l %‘j%OXHP ot 403 )
UBRORYPF 1) R AR AR e

[(3 et hyI %y %
Ni-[ (1S, 2Rf ﬁéulfonyl)ethyl]amno} 1(3 5-

di f I uor obenzyl 17-‘2 (Wd%ky}m Gy Fislnereanayd ) N3-dipr opyl i sopht hal ani de

NL- ( (1S, 2RptHy {8 5-aivil) Borawetayine)32f ppdroxypropyl) -5-tethyl-

(et hyl t hi §) &t hgli paspnib}sopnsypdlarigs opy! ) - 5- met hyl - N3, Na-

di propyl i sophtiral @ecdput Nly-N>-( 156, 28)-1~33, bbengzylodcbyanomethyl ) am no] - 1-
(3, 5- difk a%@rb}el%yiz)ylxaiﬂyﬁldspxaﬁpwwk p Bopel id - N3, N3-

di propyl i sephyhad ayrtden aiaéf 1S, 2R) - (3 5-di f 1 uor obenzyl ) - 2- hydr oxy- 3- [ ( 2-

??/csir o>2<3|%3r?py| )I@méq%pggpyi} (P ”%E?Xhoi%%zzé i @r?pgl i sopht hal ani de; N1- [

Hi%BY 9P fﬁ?yﬁe &3 1%ethyl ﬂ
o 1 soren BB T S S DR R o vt o e

. [ (di propyl amlﬁo){déﬁb%%w @-'ﬁefiﬁﬂb%w é of 3=

hydr oxybue§nY 1t zrld PEAPRAT €7 P REqrYRroRy T | 17(355‘16!1?1?‘?% dbeRssR) - 3-[ ( 3-

et hyl benz?l’)’%ﬁﬂﬁﬂpr‘zthﬁ&ﬂ‘bﬁ?propyl} 3- (1- hydroxy- 2- propyl pentyl)benhzani de;
N1- [ (1S, 2R)N-3-(16beRpyl-afd,se)iifluocf@atlydn o35y (3-

f | uor obenzyhy12enusdn ey podpyt]rddDNMBrdppt bpy-behgemes, 5, 3, 5-tri car boxami de;
-976 20 SHPTEMBER R@06halSmidéy 2006 2-{[ (benzyl oxy)car bonyl ] am no}-7

[ (cycl opropyl met hyl a9l 11 (2, A 8.1 uBeBbRAeXY--35-(( 3, 5- -

di f1 uor obgnaybopyildniney epybory vl ssukbtapybdnddihueenbept- 3-ul ose . .

trifl uor oagetat@utyl]amino}methyl)phenyl dimethylcarbamate; L

Nt -benzyl-N —{(lS,2R) 1-(3,5-difluorobenzyl)-3-[ (3~
ethylbenzyl)amino]-2-hydroxypropyl}-N*, 5- '
dimethylisophthalamide;

N'- (sec-butyl) -N>-{ (1S, 2R) -1- (3, 5-difluorobenzyl) -3~

[ (3-ethylbenzyl)amino]-2-hydroxypropyl}-5-methyl-N'-
propylisophthalamide;

- methyl 3-({[(2R,3S)-4-(3,5-difluorophenyl)-3-({3-
[ (dipropylamino)carbonyl]-5-methylbenzoyl}amino)-2-
hydroxybutyl]amino}methyl)phenyl (methyl)carbamate;
1—((1S,2R)—2—_hydroxy-1—(2,3,5-—trifluoroben_zyl)—3—
 {[3-(trifluoromethyl)benzyl]amino}propyl)-5-methyl-N?, N°-
dipropylisophthalamide;

- N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—N3,N3—diisobutyl—5—
methylisophthalamide;

N!-{ (1S, 2R) -1- (3-fluoro-5-hydroxybenzyl)-2-hydroxy-3-
[ (3-methoxybenzyl)amino]propyl}-5-methyl-N3, N3~
dipropylisophthalamide;

N'-{(1S,2R)-1- (3-chloro-5~fluorobenzyl)-2-hydroxy-3-
{(3—methoxybenzyl)amino]propyl}—N3,N3—dipropylbenzene—
1,3,5-tricarboxamide;
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N1-{ (1S, 2R)-1-(3, 5-di fl uorobenzyl)-2- hydroxy-3-[(5-

hydr oxypent yl ) am no] propyl } - 5- net hyl - N3, N3- di propyl i sopht hal am de;
3-1({(1S,2R) -1-(3,5-di fl uorobenzyl ) -2- hydroxy-3-[(1-

met hyl - | - phenyl et hyl ) am no] propyl } am no) sul fonyl ] -N, N- d| | benzam de;
5- br omo- N1- ( (1S, 2R) - 2- hydr oxy- | - (pent af | uor obenzyl ) - o $EpTEMBER 2008
3-{[3-(trifluoronethyl)benzyl]am no} propyl ) - N3, N3- di propyl i §oph¥ bspgam de;
N-{(1S,2R)-I|-(3,5-difluorobenzyl) - 3-

et hyl benzyl ) am no] 2- hydr oxypr opyl } - 4 [(rret hyI suI fonyl) am no] benzam de;

N1- { (1S, 2R) ( o o] enzy

et hoxyprop E}Fﬁ?‘ﬁ %Rﬁ %é !D%%%g] 3N§
di propyli§ K\i I chl orobenzyl ) - 2- hydr oxy- 3-

(i sopentyl Uroorp?ﬂ]e]th ‘B’rldﬁﬁ‘ll 8?19%?1 “fd§ 5- tricarboxamide; Ni-{
(1S, 2R) -1- [BldvﬁRUﬂntferﬁzydll)fluerokEer(ZSIl 33-({3 .

di net hyl bdt(ylhr)\amyﬂ@gmzlorhyd&me}p]r]dwllz}/lPoamemwZ-N?deQxypropyl] -5-

di propy! i sephyha¥’adi ddipibylfis¢gShRmide; (benzyl ani no) - 1-

(3- br onobenzyl y' 21 shyRy oxyps,epwlikidbBenzyl) -2-hydroxy-3-[ (

3-di propykbensgper,b,3, a-tet eak ROXAFEURhalen-1-y1) amlno]propyl} 5-

N1-[ (1S, ZR%tﬂyiﬂwtBwLafpﬁ%p&hueefb@ﬁamaﬁhd%~hydrOxy 3

i sopentyl am n r I dipropyl.i sopht ha de; NI- 1S,
(ZR) E)l- y% r&gﬁluggo})é ¥b —d J%Puorp%hen Eb 9 l{a'am { (

di phenyl p 68 n‘ita“]lgg i erﬁﬁ ﬁgllR@

di propyli sgp%? am c] lRI% GIRRN uorobenzyl ) - 2- hydr oxy- 3-
{:[(1S)-1- (hydﬁ‘o%y‘ﬁét%@]) b3p>5l af )-IQBH‘@‘

dlpropylﬁ§ E ¢ﬁﬂ¥%ha@én 2-hy roxypropyl -N"-isobutyl-5-
[ (1S, 2Rty hyenriadapige et hoxybenzyl ) ani no] - 1-

(3- met hyl benzyl) prignR) —IN3 ( D35 -ei iflapy bbenzene-31,[335- tri car boxam de;

N-{ (1S, 2Rethy(Bertewi)famianb pberizgd JoxIplkbByl} -3-

et hyl benzyhm)eam'rnoﬂeﬁryhydwxypr)@pr)ﬁan Befidamiddyi azol - 2- yl)benzam de; -977 20

SEPTEMBER 200 %21 ; 5- dlfluorobenzyl é

N1- [(18 Zg):h lﬁ lqlat'nlngl]’Q -etlf&zcyrlc)xy%r ¥?£ P)(I\yj' é'{:gf/ N3—1sopropyl—

[nethyl(p@emxkaﬁﬂm RHQPYh}add no) propyl ] - 5- net hyl - N3, N3-

di propyl i sopht % i\ﬁhjs 2R dr(%,?g nmet hoxybenzyl') ami no] - 1-
(4- nEthylb%QZ g yﬁino qhéié%?opy i1sbpfof>ytrld3(,:§'£boxamd6;

dlmethyllsophthalamlde,

Nl—allyl—Nl—cyclopentyl-Na—{(1S,2R)—1—(3,5—
difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-hydroxypropyl}-
5-methylisophthalamide;

1—{(1S,2R)—1-(3,5—difluorobenzyl)—2—hydroxy—3—[(l—
methylhexyl)amino]propyl}-5-methyl-N3, N3-
dipropylisophthalamide;

N'-[(1S,2R)-3-{[1- (aminocarbonyl)cyclohexyl]lamino}-1-
(3,5-difluorobenzyl)-2-hydroxypropyl]-5-methyl-N*, N>~
dipropylisophthalamide;

_ . N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ ( -hex-2-
enylamino]-2-hydroxypropyl}-5-methyl- N3, N3-
dlpropyllsophthalamlde,

-{(1S8,2R)-1-(3,5-difluorobenzyl) - -3- ({3-[(1E) -hex-1-
enyl]benzyl}amino) ~-2-hydroxypropyl]-5- methyl—N3,N3—
dipropylisophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-N*-isopropyl-5-
methylisophthalamide;
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N-{(1S, 2R)-1-(3,5-difluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypropyl }-3-{[ ( 2-

hydr oxyet hyl ) am no] sul f onyl } benzam de;

N1-{ (1S, 2R)-1-(3, 5- d|fluorobenzyl) 2- hydroxy 3-[(3-

net hyl cycl ohexyl ) ani no] propyl } - 5- net hyl - N3, N3- di pr opy! ?%WFMQF%?HO%

N1-[ (1S, 2R)-1-(3-bronobenzyl)-2- hydr oxy- 3- 19 JULY 2006

(1 sopentyl am no) propyl ]-5-met hyl - N3, N3- di propyl i sopht hal am de; N1-.{ (1S,
2R) -1- (3, 5-difluorobenzyl) -3- [ (2, 3-

di hydr oxypropyl ) m -5-et hyl - N3, N3-_

di propyli so lh 1 rlng% R;mﬁ; %S‘;%? igg%%%ﬁgﬁ?oﬁsﬁﬁl ) - 2- hydr oxy- 3-
{[(25)-2-

di pr opyI| ﬁ?% e E % 5, 2R) - 1- (3, 5-di f | uor obenzyl ) - 2- hydr oxy- 3-
{[(1R)-1- et hpr‘r{de?&mhog%r%ﬁytf)lugrmwl— 82~ di propyl i sopht hal ani de;
2- chl or o- REhyisepR))-aning ] 52 di fdymrvsirenzy ) ) - 3716{1(13’—1 N?, NP~

et hyl benz gipaapnblsophiypdil exyge opyl } - 4- (et hyl sul fonyl ) benzam de; NI1- {
(1S, 2R -1- (8+{ brdizk) uor 0benzyi )1 uoZoByHE PXY-B-[ (3-( 2-

“hydr oxyet Byhy apeiglL)RnepYh } 2 Sh yeeidkyord8y NB-3-dipr opyl i sopht hal ami de;
N-{ (1S, 2Rethy{Budarbifl) u@h@&em@yn 3-[(3-

et hyl benzyl )ar‘rllqlnq] 7€~ by dr pxype o })eg.z
et byl L Chet wa E m gpgy I pthenzdy AR Mt s 20 o [
difl uorobenzy rox yI ]- rret hyl - N3, N3- di propyli sopht hal am de;
N1-[ (1S, 2R) - 3- éH %ﬂ?ﬁ n'lo c£ 5h ﬁés& groRqupyl) -2- ~hydroxy=3-[(3-
hydr oxybeﬁiylr%}‘o]p “51%? amgnméprapb%bp%meéc@prﬁrﬂalbhm de:
N1- { (1S, 2R}PEORYHrBBPE32] pBL¢t hoxybenzyl ) ami no] - 1-
[ 3-(trifl uor omettyh}yberpryl (@, Gpyl ¥ i dBrdgerdivan epyl benzene-
1, 3, 5-tri eahbbamn yde amin8782 -2 SERPEMBER) 20062-19 JULY 2006
[ (1S, 2R n8tl Pemzyloaat np) HNC8chy bnbbertayll ) s@phthalamide;
hydr oxypropyl |g5-ethyky N3, N3=sdiy 9%99&%65‘&&@1“353”‘(%
N1-{ (1S, nghblﬁé% 1Q%RHHQ!D L dllSO yl-5-
et hyl propmgiamfgﬂp&haygﬁgdypropyl } 5 rret (}iDI propyl i sopht hal am de;

"N (15, 2R> =0 5 dif )4 i %@%xkz ia [%3-
i methyl cye ;)ﬁ | hO rox}g/gro&y _- - met hyl - N3, N3-
d|propyl|§qg ylsu fﬁnyl)amlno]benzamlde,

_—[(15,2R) - (3-chloro-5-fluorobenzyl)-2-hydroxy-3-
(isopentylamino)propyl]—N3,N3—dipropylbenzene—l,3/5— '
tricarboxamide;

1—_[(18,2R)—l—(3,5—difluorobenzyl)—2—hydroxy—3—
(pentylamino)propyl]-5-methyl-N*, N3~
dipropylisophthalamide;

N'-{(1S,2R)-1- (4- fluorobenzyl) -2-hydroxy-3-[ (3
methoxybenzyl)amlno]propyl} -N*, N° -dipropylbenzene-1, 3, 5-
tricarboxamide;

N'-[ (1S, 2R)-3- (benzylamino) -1~ (3-chloro-5-
fluorobenzyl)-2- hydroxypropyl]—5—methyl—N3,N3—
dlpropyllsophthalamlde,

N! —-cyclohexyl-N 3-{(1S,2R)-1-(3,5- dlfluorobenzyl)—B—
[ (3-ethylbenzyl)amino]-2-hydroxypropyl}-N* —ethyl- 5—
methylisophthalamide;

2-{[(2R,358)-4-(3,5~-difluorophenyl)-3-({3-

[ (dipropylamino) carbonyl]-5-methylbenzoyl}amino)-2-
‘hydroxybutyl]amino}ethyl 2,4-difluorophenylcarbamate;

-975-



N1-.[(1S,2R)-1-[3-fluoro-5-(trifluoronethyl)benzyl]-2-

hydr oxy- 3- (i sopent yl am no) propyl]-N 3, N 3-di propyl benzene-
1,3,5-tricarboxam de; N1-{(1S, 2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[(2-
met hyl cycl ohexyl ) am no] propyl } - 5- net hyl - N3, N3- di propyl i sopht hal am de; N1-][
(1S,2R) -3-[ (2-{4-[ (3- chlorobenzyl)oxy] phenyl }et hyl )aﬁ“iﬂ%]TEMBF%Z%’S

di f1 uor obenzyl) - 2- hydr oxypr opyl ] - 5- net hyl - di propyl i sophfupabaa de;
N1-{ (1S, 2R)-1-[ 3- (benzyl oxy) -5-fl uorobenzyl] 2-

hydr oxy- 3-[ ( 3- net hoxybenzyl ) am no] pr opyl} N3, N3-

di pr opyl benzenﬁf ,

e
Ni-. {(1S, 2R)- 2} Sx RAC yglroxy -
(trl Huoréﬁr\%i}ﬂ% § / E gj E%‘ d'?ﬁ’ly& §P btz ene- >~
1,3,5-tri CArBRRAR UL 1- (1S, 2R) 1- (3, 5-di f| uor obenzyl ) - 2- hydroxy 3-{[1-

(hydr oxynet hyF)= {3-1(5m’§8hy11 tﬁ@)‘ﬁrlééyp]f@mrrmﬁdprépywrgxy 3-1«

et hyl - N3 hxgrdk phreyiidiagaphi hedrind Jde-methyl-N

N1-[ (1S, 2RipIopBlfsarirthadamedey| benzyl ) - 2- hydroxy 3-

(i sopentyl am n@)pr@pybky N3 (3-sdidpropytbeszang~1-8y&roty4ar boxam de;
1-* (1S, 2R) 28y {3, Byddiciklyeb pPenayino) 2rby dI pxy-rdthlyl-n°, N°-

(hydr Oxymﬁbyb@prmﬁdt&mla@ld@f Opyl ) - 5-met hyl - N3, N3-

di propyl i sopht
NL-[ (1S, 2R) f ZE %Rnnn 12’1h @ [OFbbenzy T 2z o hyds oxypropyl 1-N 3,N
3 dor %%E?ﬁ g”fe %5 %hzaml%e,
) , r OX
met hoxybenzyl ) m{rfé]S £B %-ht%\@ Fé’a“f(]j}ly énéy‘ir%x35'3‘t[r (¥car boxani de;

N1-{ (1S, P2RyYlhutyl3 amsnaﬂwwldtréﬁmt)‘ly 2N §ﬂdr oxy-3- [ (4-

met hyl cycPARERDY) LTARNSPAL8BYHS - 5- met hyl - N3, N3- di propyl i sopht hal ami de; N1-

[ (1S, 2R) - 3-3{ beryllaniino) -N-1- (1S3 2R - At ¢h) Drdilfanpybpen2yl) -3~

hydr oxypr op$t¢ £y Tretnizyll) B3 NS} -l Pryvoippikiys opbi hial 4amedey 1Lben 258 de20 SEPTEMBER

2?g6| béngtJ;Y @ggdﬁlrihlzﬁél% 2R (%m£§o§uﬂfc§rlﬁ9 QQ?@?é{rlu)neo'% D1(33, 5- |
y Wk } &b AOJerg 1y db h?&éﬁg?gZRf 1@ bengxyhanzangd

. [ (am n@gegtbonyid t'ﬂQ]L (3 S5-
d|f| uor obenzyl 1—3 [ 3

h]?ll@ hygr propyl } benzam de;
NL- ( (1S, 2R ’é g enz % Ei%ﬁ% 3}}‘3( ydr oxymet hyl ) - 3
r = . /
(et hy ¢ hi'G1BY fply%jo it f@%@g rype by Sopht hal an de;
—[(1S,2R)—3—[benzyl(cyanomethyl)amino]—l—(3,5—
difluorobenzyl)-2-hydroxypropyl]-5-methyl-N3, N3~
dipropylisophthalamide;
'-{(1S,2R)-1-(3,5-difluorobenzyl) -2-hydroxy-3-[ (2-
hydroxypropyl)amino] propyl}-5-methyl-N*, N>~
dipropylisophthalamide;
l—[(IS,2R)—3-[(3—butoxypropyl)amino]—l—(3,5—
difluorobenzyl)-2-hydroxypropyl]-5-methyl-N3, N*-
dipropylisophthalamide;
methyl N-[(2R,3S)-4-(3,5-difluorophenyl)-3- ({3-
[ (dipropylamino)carbonyl]-5-methylbenzoyl}amino) -2~
hydroxybutyl]-beta-alaninate;
N-{(15,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-(l-hydroxy-2-
propylpentyl)benzamide;
- N'-[(1S,2R)-3-(benzylamino)-1- (3-chloro-5-
fluorobenzyl)—2—hydroxypropyl]—N3,N3—dipropylbenzene—
1,3,5-tricarboxamide;
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N1-( (1S, 2R)-1-(3, 5-di fl uorobenzyl)-2-hydroxy- 3-

{[(1S)-1- ( hydr oxynet hyl ) - 3- et hyl but yl ] am no} pr opyl ) - 5-

nmet hyl - N3- di propyl i sopht hal am de;

N1-( (1S, 2R) 1- (3, 5-di f | uor obenzyl) - 2- hydr oxy- 3-

{[ (1R) - 1- (hydr oxymet hyl ) pr opyl ] am no} pr opy! ) - N3, N3- di pfoiiyi" F¥Bpheal ani de;
N1-{ (1S, 2R)-1- (3, 5-difluorobenzyl)-2-hydroxy-3-[(1- 19 JULY 2006

met hyl - 3- phenyl propyl ) am no] propyl } - 5- met hyl - N3, N3- di propyl i sopht hal am de;
N1-{ (1S, 2R)-1-[ 3- (benzyl oxy) benzyl] 2- hydr oxy-3-[ ( 3-

met hoxybenzyl ) th di propyl i sopht hal am de;
N-{(1'S, 2R) - 1 nls[n@ ﬁXg E rIiE g?‘;h"’\l?
et hyl benz g S/%IP Efl ki ?Potra(?ﬁgf(ﬁg;gfqle%ztam de;
3-(1-cyanqé % “%f( Ri GFY tbY SheiAH) o

[ (3- et hyl BeR2§Fy arf a1 xypropyl } benzani de; Nl- { (1S., 2R) -3-
(benzy|an]n0) N .JHQ@; &y~1 q;;.dlfluorobenzyl) -2- hydroxy 3—[(5—

(trifl uor bHBE prexseien2 RNk pe bipsaBy-IN3 SNBe th pk 3Py Nbenzene

1, 3, 5-tri dapbexamispehthplam{de’s 2R) - 1- (4- chl or obenzyl ) - 2- hydr oxy- 3-
(isopentylaninD)pﬂQpﬁLthBlbﬁbﬁﬁ4&&@@Mbb&&&%ﬂﬂﬂ123h5dr&§§{gﬂﬂMl*a”idei N1-, [
(1S, 2R) mdthy{beniHeagiiBohyt lami(d1@RbpyDbamzd))sulZonyl] -N, N- -
hydroxyprap]yf&)pﬁrmtzawldb@ N3- di propyl [ sopht hal am de;

| S, 2R - f 7 A -
N(1 i [s%é)gntz I 2{31 15h_( ﬁrnf%:égii(n ;TP? T gg&ﬁﬁ _@@Pt};gm%{]ﬁlgo}:ﬂ'ﬁfﬁeglzgrlﬁ de;
met hyl benz ]i) eir%%h%%gg \ - N3, N3- di propyl benzene- 1, 3,5-tricarboxan de;

rop
N1- [ (1S, 2RN f3CL ()85 ya ?ln I lfl_’foreheﬂ robdrZyl) -2-
hydr oxypr 8159 YiRsn gyt R LRB TorgpyPPebprthal ami de;  -980 20 SEPTEMBER
2006 19 JUp @Cﬂ(ﬁ?lfﬂfylf%ﬁ@?]l%enéa(“b@‘ﬁzyl ani no) - 1- (4-cl | or obenzyl ) - 2-
hydr oxypr opy! [N'N{3 15|, 3R+ Ipr GpypHBeAzensstkn3,y3d) B+ cat-boxan de;
N -{ (1S, 2R h&x yrytioydy ad4 (1o sehentdroagpnopy LF{B methyl-N>, N°-
(trifl uordinetdpylizempnyhhpaoidd} - N3, N3- di propyl benzene- 1, 3,
5-tri car boxanige'; (N b4/1S, 2R), s2hy T Oxyisdrr-A by ok pxobgnzyl ) - 3-
(i sopent yl agbpa)dr1eayhb) §r@ﬁny4NﬁN334&3prdpmwyﬂedesqpbt bal am de;
N-{ (1S, 2R} ricd b hcilikyor obenzyl) 2- hydroxy-3-[ (3-
met hoxybenzyl ) am nokps oy +r383( 4 prol MLV RFNZ0YL Y -
dimethylbutyl)amino] - 2 hydroxypropyl}-5-methyl- -N3, N3-
dipropylisophthalamide;
'1-1(1S,2R)-3- (benzylamino) -1- (3-bromobenzyl) -2-
hydroxypropyl]-N°,N®*-dipropylbenzene-1, 3, 5-tricarboxamide;
' N'-[(1S,2R)-1-(3~-chloro-5-fluorobenzyl)-2-hydroxy-3-
{isopentylamino)propyl]-5-methyl-N3, N3-
dipropylisophthalamide;
Nl—{(1S,2R)—1—(3,5—difluorobenzyl)—3—[(1,3—
diphenylpropyl)amino]-2-hydroxypropyl}-5-methyl-N>, N>~ -
dipropylisophthalamide;
—((lS 2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
{[( S) - (hydroxymethyl)propyl]amlno}propyl) -N3, N3-
.dlpropyllsophthalamlde,
, Nl—[(18,2R)—2—hydroxy—3—[(3—methoxybenzyl)amino]—l—
(3—methylbenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-(1,3-thiazol-2-
yl)benzamide;
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met hyl benzam de; N-{(1S, 2R)-1- (3, 5-di fluorobenzyl) - 2-hydroxy-3-[(3-

nmet hoxybenzyl ) am no] pr opyl } - 3- [ hydr oxy( 2-

nmet hyl phenyl ) net hyl ] - 5- met hyl benzam de; N1- [ (1S, 2R) - 3- (benzyl am no)
-1- (3-fluoro-4- nethyl benzyl)-2-hydroxypropyl]-5-nethyl

di propyl i sopht hal am de; N-{(1S, 2R)-1-(3,5-difl uor obenzy‘fO)SEflrW%ER 2006

et hyl benzyl ) am no] - 2- hydr oxypropyl }-3- (ethylthi-o) benzam de;19NUtry $0061S, 2R)
-3- (benzylam no) -1- (4-fluorobenzyl) -2- hydroxypropyl]-N 3, N

3- dlpropylbenzene 1, 3 trlcarboxanlde N1- [ (1S 2R) - 3-

(cycloheptyla

di f b ’x“ “ZRié Bpyiiiddpht hal ani d
e é; »oggé @%ﬁgajw TS A o s e
met hyl ben? T opyl benzene-1, 3, 5- tricarboxani de;

N1i- ( (1S, 2R) - 1I(3 (8187 PRUOH Blysireyl ) 3 21 hirdiedhy xgbenzyl) amino]-1-
{[(IR-1- ((ﬁym‘d)oylrb@tnﬁyll)PQomlt]hW pwapypranyh@?rpzwly355—

met hyl - N3t KBcalf pr@myides opht hal ami de;

N1-[ (1S, 2R) - 3-{-benzybam-no) 3 5-yidnasyobedAy1) -3- 1 (3-
hydroxybeazyijgnﬂynlbm&Bobﬁe£hguﬂm@ybbeﬁgﬁne}n[325- tri car boxam de;
-N1- { (1R, Bwr@?xmcdfqumsnb(s”ulrmiﬂmwbaazryiaeam noj - 1-

[ (phenyl thi o) ngt hyl kpsopy] 3, NEsdis riscar boxani de;
NN .- (1S, 2 r@c( ‘lligi‘?g 3'1%%%? %}ﬁy&r%ey 3-4h
{[(|st)Ol Z A bY opyl ) - 5-

nmet hyl -

) i sop t al‘ani de

N (1S, 2R) - 1- (8 514 (1Tl yPo B3, ~2-hydrony-3-

et hyl benzwi%ﬁﬁwla@lﬁga 69(1%7‘1' opyFFE Yl'(%hé]noxymst hyl ) benzami de; - 981 20

SEPTEMBERA2P0®Y g ophiiya

N-{ (1S, 2R) - 1- ("85 tsf 2rRiorlchen By H} £ PaduydtremeyiB-B€ B(2, 3-

met hoxybedzwmjzam'ytw]oplympyrhj}ncS]——(Z}hlydthmxghﬁrLZIOyls)-msthyrHN?yNbenzam' de;

N1-{ (1S, 28 pdegB-i(soehzyhbay)denzyl | - 2- hydr oxy- 3-[ ( 3-

nmet hoxybenzyl )aui neg ps@pwl -} =N .- B@f%w&%|zgglngﬂﬁy&ré’ky5_—3 tri carboxam de;

met hyl 4- {(ZB_:,ﬁ@ m%,d(ré?e HQ;B;PIJ%HME%%PQQ B onyl by =y, n2-

met hyl bengoyld@n 1@% Heh ygﬁmg/ (3- rret hoxybenzyl )am no] butyl }benzoat e;

N -{(1R, 2R) 2- X yZQ n%tgo Yb anB thydroxy 3-

[(phenylth ?ifgﬁt i 98¥ ;lylsj amlnﬁ)fprﬁogﬁ}// ~5- -methyl- N3, N3-
dlpropyllsophthalamlde,

2-chloro-N-{ (1S,2R)-1-(3,5-difluorcbenzyl)-3-[ (3~
ethylbenzyl)amino}-2-hydroxypropyl}-4-
(methylsulfonyl)benzamide;
 N'-{(1s,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-{ (2-
hydroxyethyl)amino]propyl}-5-methyl-N3, N3-
dipropylisophthalamide;
" N-{(1S5,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-3-
- {methyl[(trifluoromethyl)sulfonyl]amino}benzamide;
N'-{(1S,2R)-3-[(1,3- dlcyclohexylpropyl)amlno] -1-(3,5-
difluorobenzyl)-2-hydroxypropyl]-5-methyl- N3, N3-
dipropylisophthalamide;

'-[(1s,2R)~-3- (benzylamino) -2~-hydroxy-1- (4-
hydroxybenzyl)propyl]-5-methyl-N?,N3-
dipropylisophthalamide;

'1-{(1s,2R)-2-hydroxy-3-[ (3-methoxybenzyl)amino] -1~
[3—(trifluoromethyl)benzyl]propyl}—N3,N3—dipropylbenzene—
1,3,5-tricarboxamide;
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di propyl i sophthal am de; N1- [ (1S, 2R) -1- [3- (benzyloxy) -5-fluorobenzyl]
-2- hydroxy-3-(isopentyl am no) propyl ] - N3, N3-di propyl benzene- 1, 3,
5-tricarboxam de; 2-{[ (2R, 35)-4-(3,5-difluorophenyl)-3-({3-

[ (di propyl am no) car bonyl ] - 5- net hyl benzoyl } am no) - 2-
hydr oxybut yl ] ami no} et hyl ~ 3- net hoxyphenyl car banat e; 20 SEPTEMBER 2006
3-(benzyl oxy)-N-{(1S, 2R) - 1- (3, 5-di f| uor obenzyl) - 3- 19 JULY 2006
[ (3-ethyl benzyl)am no] - 2- hydr oxypr opyl } benzani de;

N1-((1S, 2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3

([(13)-2-hydr oxy- ;e %Pé Loty 'Jzyma OhBY OPY (I 1 MBEEY L 51 ) —2-

N3, N3-di pro 17 st

NL- ((1S, 2R g% 8?&‘%&|“bo}“ob%lﬁzrﬂp)ylés‘{’lf%thalamlde'

(trifluor orret hly Uéﬁz?R] ahT o} depy by r Sherashy I-SN3, (NS

di propyl i @@pmhmm derinN] = 2 ¢ 1B rokypr PRy L 1= Fryeitdysl—dC [N '3-

met hoxybelqizlylr?m#ﬁqmtﬂwll]amgd%t hyl but yl ) - 5- net hyl - N3, N3- _

di propyl i sophtialansder) Ni- (3, d-di$1udRberdkyi(barzybam no) - 2- hydroxy-1- (4-
met hyl benzy n} pr ey d1-core®t Rith 1 MNS], 31 vai pk 9Ppydp SIopst-hak ARl o€, n°-

N1-[ (1S, 2Riptofgtiddtorobenryls - 2- hydroxy 3-

(i sopentyl am il %m@ N3, N '?w 80| PERZANSbndeyn fid ERARORRM de:
E

NL-{ (1S, 2R )
(trifl uor f i3 (le pr o’ yl %e%roepr?/lbenzene

1, 3, 5- trlcérb% m 1§ ﬁ% Jo %25565}%}1 (3, Sk{dlfll?géolﬁ)enz yl) 03

ethylbenzyl)a noj\+2+ Foxypr I ugr ¢y 1) ret Ry A aed Yio) ﬁyl]

ani no} sul FERYY I BERRIR*gé) ani g roRy % % 19 JULY 2006

N-{ (1S, ZRFlEr?BY%lﬁﬂhWtﬁélléﬁéﬁ%yl) 2- hydr oxy- 3- [(3

met hoxybenzyl )@ [napperpyd} E @-@thyB-5- (4- net hyl benzoyl ) benzami de; N1- [
(1S, 2R) <Blofépbénzyl)dxylphenyllethyl)amino]-1-(3,5-

(am nosul fBanyhd phtemdylletbyhyanex@roby(3 - 5-ok fiwienobehzyl ) -

2- hydr oxypiippyby I Ssaretthyll aNBd&N3- di pr opyl i sopht hal am de;

N1-((1S, 2R)-1- ﬁ3a§1g|§h 010 %%Ekygogyﬁu§vﬁdd%rgkgnz 1]-2-

hydr oxy- Ih@Hygﬁpxyf@@hm ):EB Ybd AP INQKBLOPYE I P B hiyd -

N3, N3- di pap Yb iﬁgﬂ leat, des - trlcarboxamlde,

N1-[ (1S, 2R)- 3s1 benz
(eerertylan gaé! T sf%%’ﬁeﬁ e A aagoram ce
uQr oRenz
et hyl benzyl’ am n aﬁfbﬁjx(‘i:l“rn(l)xejbropyI?l - 0X0- 2-
(1s 2 ) -1 y f uorobenzyl -2-hydroxy-3-{[1-

(hydroxymethyl) -3- (methylthio)propyl]amino}propyl)-5-
methyl N3, N3- dlpropyllsophthalamlde,

-[(1S,2R)-1-(3-fluoro-4-methylbenzyl) -2~ hydroxy 3-
(1sopentylam1no)propyl] -N?, N3 dlpropylbenzene 1,3, 5—
trlcarboxamlde,

_ -((18,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-{[1-
(hydrbemethyl)propyl]amino}propyl)—5—methyl—N3,N3—
dipropylisophthalamide;

' -[(1S,2R)-3-(benzylamino)-1-(3,5-dichlorobenzyl) -2~
hydroxypropyl] -N*, N3- dlpropylbenzene 1,3,5-tricarboxamide;
N'-{(1S,2R)-1- (cyclohexylmethyl) —-2-hydroxy-3-[ (3
methoxybenzyl)amino]propyl} -N3, N3 -dipropylbenzene-1, 3, 5-

tricarboxamide;

' l_{(1S,2R)-1-(3,5-difluorobenzyl) -2-hydroxy-3-[ (4-
methylcyclohexyl)amino]propyl}-5-methyl-N>, N3~
dipropylisophthalamide;

Nl—[(1S,2R)—3—(benzylamino)—1—(3,5—dichlorobenzyl)—2—
hydroxypropyl]-5—methyl—N3,N3—dipropylisophthalamide;
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(propyl am no) ethyl]benzam de; N1-[ (1S, 2R)-3-(benzyl am no)-1-(3-fl uoro-4-
met hoxybenzyl ) - 2- hydr oxypr opyl ] - N3, N3- di propyl benzene- 1, 3,
S5-tricarboxam de; NL- [ (1S, 2R) -3- (benzylam no) -2-hydroxy-I- (3-

met hyl benzyl ) propyl ] - N3, N3-di propyl benzene-1, 3, 5- tricarboxan de

NL-[ (1S, 2R) - 2- hydr oxy- 3- (i sopent yl ami no) - 1- ( 3- 20'SERTEMBER 2006

nmet hyl benzyl ) propyl ] - N3, N3- di propyl benzene-1, 3, 5- tricarboxajg ey 2006

N1-[ (1S, 2R) - 2- hydr oxy- 3- (i sopentyl am no) - 1- ( 4-

met hyl benzyl ) propyl ] - 5- net hyI N3, N3- di pr opyI i sopht hal am de;

NL-{ (1S, 2R)- 3- 0) 1

(trifluoro t?g fzg%(;%llﬁi(% élgluor@? m;hk}[ly 3, N3- .

di propyl i §5 Rt Rhal 2 R pf % di'chi'o) enzyrf”) *- hydr oxy- 3-

(i sopent yl ami nd) pfaspyo aSbﬁ@YhmmJN@]N@- (ﬂi%r%@wl‘l (Sepht hal amide; N - [(is,
2R) -1- (@éhu@rmwm )'3 2 { hyrirosdjpenzyl) amino] -2~

(i sopent yhagrasyprapiiipeszapi®gd - N3, N3- di propyl i sopht hal ami de; -N1- [ (1S,
2R) -1- [3- (benzyhexyyr) -b- {1, ucebendyddenzdrl) -2-hydroxy-3-

“hydr oxy- 3-{(i(sopent yHa1F-ROnpt BPY] 13-5- met hyl - N3, N3- di propyl i sopht hal am de;
N-{ (1S, 2R)(mktt 31 & 1H)idrupl obenzyd Yo rdpi oF 9xye Sryf (-8, N°-

met hoxyberaz pkdpyl Nddire@pyY bhide jret hyl - 5 (2 rret hyI benzoyl ) benzam de; - 983

20 SEPTEIVBER 2 06 1%9 LY. 2006 dll}q nzyl am no)

- 2- hyd 1, 3, 5-
2 g ooy gg@g LR s s e

et hyl benzyl )a ro y propoxybenzam de; .

N-{(1S, 2R) - 1- éIF’f? brbbeh yioy-£ UEE%benzy ~2-hydroxy-3-

et hyl benzyilYa nJo] Urzf dVB??%Y 9py4] pnige)propyl) -N°, N~
di f1 uor opRéRYPHY HLIAN f(‘ yahldxobut anam de;
N -[ (1S, 2R) - 3- r@’ber(zyztamﬂbam, -S(-cij Ell obeotyd rmatiny Ry h@droxy-3-[ (1-
hydr oxy pr opyhj : 53-etdmyll o N3p NB)- ah iprad pyrbbs b phi +rad tauyilets?, N°-
N1-{ (1S, 2R)ip2epylismpnthaldmiet hoxybenzyl)-3-[(3-
met hoxybenzy! ) g ngkpsRpyl 3 rMNEN3=gh ok é&%ée En a8y 1L17i(gar boxani de;
N1-[ (15, 2RLthokFsdd AN 8m2nbtpidd MO QIR J(ih@nz:w] 2- _ _
hydr oxy- Sd(lbgg‘,@p@mégpﬁhmha@}lm@@yl - 5- net hy N3- di propyl i sopht hal am de;
-{(1S,2R)~-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—3—
(trifluoromethoxy)benzamide;
3-(l-cyanoethyl)-N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-
[ (3-ethylbenzyl)amino] -2-hydroxypropyl }benzamide;

N'-{(1S,2R) -3~ (benzylamino) -2-hydroxy-1-[3-
(trifluoromethoxy)benzyl]propyl}-N?, N*~-dipropylbenzene-
1,3,5-tricarboxamide;

Nl—{(1S,2R)—1—(4—chlorobenzyl)—2—hydroxy—3—
(isopentylamino)propyl]—N3,Na—dipropylbenzene—l,3,5—
tricarboxamide;

N'-[(1S,2R) -3- (benzylamino) -1- (4-chlorobenzyl) -2-
hydroxypropyl] -5-methyl-N?, N®*-dipropylisophthalamide;

—[(1s 2R)-1-(3-fluoro-4-methylbenzyl) -2-hydroxy-3-
.(isopentylamlno)propyl]—5—methyl—N3,N3—
‘dipropylisophthalamide;

N'-[ (1S, 2R) -3- (benzylamino)-1-(3-fluoro-4-
methylbenzyl)—2—hydroxypropyl]—N3,N3—dipropylbenzene—
1,3,5-tricarboxamide;

Nl—[(1S,2R)—3—(benzylamino)—1—(4—fluorobenzyl)—2—
hydroxypropyl]—5—methyl—N3,N3—dipropylisophthalamide;
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N1-{ (1S, 2R) - 3- (benzyl am no) - 1-[ 3-f | uor o- 5-
(trifluoronethyl)benzyl]-2-hydroxypropyl }-N3, N3-
di propyl benzene- 1, 3, 5-tri car boxam de;

N1- ((1S, 2R)-1-(3, 5-difluorobenzyl)-2-hydroxy- 3-
{[ (1R) - 2- hydr oxy- | - net hyl et hyl ] ani no} pr opyl ) - 5- net hy| - 20 SEPTEMBER 2006
N3, N3- di propyl i sophthal am de; N1- [ (1S, 2R) -3- (benzyl am n@)jurLy 2006
- 2-hydroxy-1- (3- methyl benzyl )propyl ] - 5- met hyl - N3, N3-

di propyl i sopht hal am de; N-{(lS 2R) 1- (3, 5-di fluorobenzyl)-3-[(3-

et hyl benzyl ) am n ro
di rrgt hyl p%';o) a% O[] &%ﬁ % p %‘ ﬂ%LﬁnJiz él ch rf i’%ﬂéfﬁ% - 2- hydr oxy- 3-
(i sopenty'& ﬁf >J<§/°58 Y Ibzreélﬁyil] 52 et de

di propyl i sophtﬁal{drihsdéR ZMXCKIPS,YZQ)ULSQB‘@ITHMJ@MD%Z%93'2 hydr oxy-3-{[ 3
(trifluor dﬁé@ﬁw?wypahﬁnéyb}mnﬂ}BNir[l\( 3dipeemobbereszplh) am nol

sul f onyl } Bedzant decarbgkapfds; 2R) - 2- hydr oxy- 3- (i sopentyl am no) - 1-[ 3
(trifluoronethyl)heszyk]-2pt@dxy~5-methydrdN3pNazyd) p3-opyl i sopht hal am de;
N- ( (1S, 29)(i obenzyl ardnidy grexyt B-ddm@thyl-N°, N3~

(trifluor @ﬁpﬁ:hyﬂi&%&lh]aamnn@épr opyl )-3-{[(3- nethoxybenzyl)ami no]

sul f onyl }benza&n%-\/ §1§4d125) or3h Q}{Q%P)X :gd(rlo pgn H am no) -1- (3-

met hoxybegléé ol igL]A]IdZ i %;S’%ﬁﬁ@ gqus xam de; -984 20

SEPTEMBER yI am -hydroxy-1-[3
(trifluor orret enzyl -5-net hyl - - dipr opg/l i sopht hal am de;
N-{ (1S, 2R) - 1 (@ ikﬁdﬂR&o obén HElng eéenzyl) b hydroxy-

et hyl benzye W2 1A pAE BR Iﬁ?‘ﬁfb\yll} 34 [hygrethokymet hyl ) t h| o] benzani de;

N1-{ (1S, m?R}WlBher(kbléﬁ‘f?Pé n%‘)methflbe[‘?,am{%nzyl oxy) -5-
f 1 uor obenzyl ] - 2*-hydsSe§ p+ DpiHenzi3 aiNdad) proqcﬁﬂfbenzeﬂe-
, 1, 3, 5-tr meahpoxem yde;-2-hydroxypropyl] -5-methyl-N3, N3-
N1- [ (1S, 2Rjiptef Bt fdamptaadameddoxybenzyl ) - 2- hydroxy 3-
(i sopent yl ani nﬁ)Pi QP = 5= m@tmlmow%begwfw sapht hal ani de;
N1-[ (1S, ZBLh}ILéh ﬁﬁ@%ﬁhkgyi r@%@dyg%og ydf oxy- 3-
(i sopentylant p }pﬂg |propyl enzene-1, 3,5- tricarboxam de; Nl- [
(1S, 2R) -3- {'IO% Jo; LRX o{ 1—((321 fluorobenz
“1-(4- yl)-2-
nEthOXybegzgl%QypEé/ %%Nﬂqp &1propﬁ¥%enzene—l,3,5—tricarboxamide;
-[(15,2R) -3-(cycloheptylamino)-1-(3, 5—
dlfluorobenzyl) -2- hydroxypropyl] -5- methyl N3, N°-
dipropylisophthalamide;
N'-{ (1S, 2R) -2-hydroxy-3- (isopentylamino) -1- (4-
methylbenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—

tricarboxamide;
((1s 2R)-1-(3,5-difluorobenzyl)-2-hydroxy~-3~
{0 - (hydroxymethyl)-2-methylpropyllamino}propyl) -5-

’methyl N N’~dipropylisophthalamide;

1—[(18,2R)—3—(benzylamino)—2—hydroxy—1—(4—
hydroxybenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

Nl—{(1R,2R)—2—hydroxy—3—[(3—methoxybenzyl)amino]—1—
[(phenylthio)methyl]propyl}—N3,N3—dipropylbenzene—l,3,5—
trlcarboxamlde,

N'- ( (1S, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3-
{[(1R,2S)-1-(hydroxymethyl)-2-methylbutyl]amino}propyl)-5-
methyl-N3?,N>-dipropylisophthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-2-
(phenoxymethyl)benzamide;
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di propyl i sopht hal am de; N-{(1S, 2R)-1-(3, 5-di fl uorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 2- hydr oxy- 4-

{[ (et hyl am no) car bonot hi oyl ] am no} benzam de;

N ( (1S, 2S)-1-benzyl - 2- hydr oxy- 3-{[ 3-

(trifluoronethyl)benzyl]am no}propyl)-3-{[(3- chIoroben%@?%ﬂFNﬁEszm
sul fonyl } benzam de; N {(1R 2R)-1-(3,5-difluorobenzyl)-2-hydraxynd20ds3-
met hoxybenzyl ) am no] propyl } - 3- gl ycyl benzam de;

N—{(lS,2R)-1-(3,5 difluorobenzyl) 2- hydroxy 3-[(3

met hoxybenzyl) pyl } =3z no thyl ] ben de;

NI1- ((1S, 2 Bl § 6%@%@ gb'?df%lb S0FPI
{[(1R-1- {;)gé %% W&Q uty %‘? SBVOy)

met hyl - $opht hal ani de;

Ni-[ (1S, 2R) - 3- P%érﬂSbaByf¥cy%1®ﬁ@% Lpav] bryjzvi] (3, Bydroxy-3-{ (3~
.d|f|uorobéﬁ29P§YQem@dr@wyppbpy¢q¥EVﬁht%yﬁhEBORBleﬁ&ﬂﬂﬂm}hﬁséphthaIanlde
N1- ( (IS, 2RpitarBosandidd;uor obenzyl ) - 2- hydr oxy- 3-

{[(1S) -1 - (hydrexyuget byl ()28, 2rH 27t {3y (REEPY b ATEMIp capBbhyl ] -5-

5- et hyl - N3 £ N1 6k s 3y lains apht hrad @i - 4- [ (3-

N1- ( (1S, ZR)atﬂ;o@o&ud,ilf lath@ .6 PeRZyl })be3rz{>[a3e,

(d'”Ethy'a”‘“o r% h etg%iggﬁ‘g Q§QL|§9§§i enzﬁe aningds 1720 SEPTEMBER

hydr oxypr R

2006 19 &i n% Iuorobenzyl) 23-{ [2

(dii sopropyfa hEamno - 2- hydrox pr o yI )-5-nmeth

N3, N3- dlpropyIWsd H§hé3 o~ Renzyd ?ﬁ@ Luprop §“Z$ﬂﬁ}%ﬂ uor obenzyl) -3-{

[ 3- (dlnePH FaryT 7bmﬁﬁvpfahﬁ%hw>ZHﬁ?d#éxyp@bp9+9rqaxﬁ9¢ﬁﬁﬁne-
N3, N3- di propyPTsbifttraxamide; N1- [ (1S, 2R) -3- { [ 2- (acetylanino) ethyl
]am no } -1- (35{5c2RJi36) uor obenzid)ludrhypdeoxy)propyBE- 5- met hyl - N3, N3-
di propyl i dapght hew@imndeyo) carbonyl]-5-methylbenzoyl}amino)-2-
N1-[ (1S, 2RydBet{Hut(yl-layanotychylprimplthphepydjdmanbpnate;
1- (3, 5 OF {1 uor 9bpouylyrode YA OXYIARYhL1S; S bt sohB Rz 1) -
dlprOpY"%QQh&bﬁnyB &éln ] =B ypgo%# fb Tnide;
(acetyl am no) p. BQO%%]? nyhgg ﬁo%luoﬁ i If E FogenéyLQ
2- hydr oxy [? ¥ lZéBIrox %HRRX 159 Ht 13”% Kethyl-
N1-[ (1S, 2% Ipﬂeny aﬁy Y
1- (3, 5-di Iuoro nz ypropyl] 5- nethyl-hB N3-
dlprOpy|ISOpht%aﬂdﬁ§d 2 hydroxy pentafluorobenzyl) -3- {[
NI-[ (1S, 2RFr3t}y QF%ﬂﬁqﬁdl?b%&6¥llﬁﬂ%@ﬁj?é?ﬁylbéﬁﬂﬁ@Pyi N?, N7~
(3,5 d|f|&épéw@ﬂaﬁqphzhﬁﬁawa%ypropyl] 5- met hyl - N3, N3-
-((18)-1-{ (1R)~1-hydroxy-2-[ (3-
methoxybenzyl)amlno]ethyl} -3-methylbutyl)-5-methyl-N?,N°-
dipropylisophthalamide;
‘N'-[ (18, 2R) -3~ (benzylamino) -2-hydroxy-1- (4-
methylbenzyl)propyl]—5—methyl—N3,N3—
. dipropylisophthalamide;
Nl-[(1S,2R)—1—(4—fluorobenzyl)—2—hydroxy—3—
(isopentylamino)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;
Nl—{(lS 2R) -3- (benzylamino)-2- hydroxy 1-[3-
(trifluoromethyl)benzyl]propyl}- -N?, N? dlpropylbenzene—
1,3,5-tricarboxamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-](
ethylbenzyl)amino]—2—hydroxypropyl}—3-({[2—
(methylamino)ethyl]amino}sulfonyl)benzamide;
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di propyl i sopht hal am de; N1-((IS, 2R)-1-[3,5-bis(trifluoronethyl)benzyl]-2-
hydr oxy-3-{[3-(trifluoronethyl)benzyl]am no}propyl)-5-
met hyl - N3, N3- di propyl i sopht hal am de;
N{(IS.,2R -I-(3,5-difluorobenzyl)-3-[(3-
et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 2- met hoxy- 4- (et hyf&iFoFYeRZ 4ede;
N-{(1S, 2R)-1-(3, 5-di fl uorobenzyl)-3-[(3- 19 JULY 2006
et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 2- hydr oxy-.4-
. (propi onyl am no) benzam' de; N—{(15 2R)-1-(3,5-difl uorobenzyl) 3-1(3-

et hyl benzyl ) am no dr ox 0 y dr oxy-5- i on m no) benzam de;
2- chl or o- c anat ig( é % § (gl }“ FPP%%?% Y _hiy% 99 dE2
[ (3-ethyl 88 % @] a?lﬂ B%%]za
3 (cycl op&h el (3 5 d|f| uor obenzyl)
"[(3-ethyl beﬁhz;il()lén?ﬁbﬁ—zt{ﬁydﬂoxypr opyl } - 4- net hoxybenzanmi de;
N1 ((1S, 2Rpming g1 5auivfl) Bbﬁ@bb}'ﬁzlyly)l-}am{l[@l 1-(3,5-difluorobenzyl) -
(di met hyl anhnéjexivareriyy eﬁhmqfarﬂaﬂlo}mzdhydpgxypmmwh)aiamlde,
met hyl - N3, N3- di'prqpyl peppit tilsanl denoroife y1402 SEPTERMBER 2006 19 JULY 2006
N - ((1S, 2Rydtok B35~ (dﬂyﬁ'rblﬁle@@@ﬂl]}’)'e)thgiI]Wﬂir%}}’pr%pyl -5-methyl-
{[(2R) - 2- nﬁtﬁ?yhbpfaﬁﬁ}@mdﬂ,@}taépwme -met hyl - N3, N3- di propyl i sopht hal am de;

Eét L)(/I:LSU'LZR) 3 1[-%} i%)h-ylg fr} Lc;g e tgly%benzyl) -2-hydroxy-3-
hydroxypré S Tan i pfop SRR e > >

N1 {(182? %’?c}l I"uor obenz hdrox-3[(2-

hydr oxy- 1, et @Ry I1 é?nih l(‘a‘ P ez E-yl[ (R, N3-

di propyl i §65WkaFH}7é’rh GéllHS 52‘6? &éé@ypa}ﬂ hod~IN-PEeS22R) - 1- (3, 5-

di f | uor ob&REGPYLaguinel ekhml ] BRAEANIF& no] - 2- hydr oxypr opyl } benzani de:
N-{ (1S, 2R) - 1- (1@-5dBf bRIOF Db@RDYl) aBifi§)3-1- (3-f luoro—4-

et hyl benzyk} aot yiodnz3-1hy dr oxyps:opyopy4 -N°, N*~dipropylbenzene-

[ met hyl ( met By st fcanypbkani ae] benzam de;

et hyi benzil) o ] 5%@8@?@%&&% LS
car bonyl ] amgygj}mz Aaer vy TR s
4- (cycl opentyllgxx) diflu VQQ ) (3=

té 3 58 (ﬁln %Q
3[(3eth| esr)rIl Iy i D Jali e
.’3,5-
N-{ (1S, 2R§F 133/ i f)Puo?%Jb nzy ) (% enzenes
et hyl benzy a s ydroxypropyl , 4- di hydr oxybenzam de;
1s 2R)-2-hydroxy ; 1sopenty amino)-1-(4-
methylbenzyl)propyl] -5- methyl -N*, N3-
dipropylisophthalamide;
-{(15,2R)-3-(benzylamino)-1-[3-fluoro-5-
(trlfluoromethyl)benzyl] -2-hydroxypropyl}-5-methyl-N?* N3
dipropylisophthalamide;
1—[(18',2R)—1—(3,5—dichlorobenzyl)—2—hydroxy—3—
(isopentylamino)propyl]—5—methyl—N3,N3—
dipropylisophthalamide;
Nl—[(1S,2R)—1—(4—chlorobenzyl)—2—hydroxy—3—
(isopentylamino)propyl]—5—methyl—N3,N3—
‘dipropylisophthalamide; _
Nl—{(IS,2R)—l—[3—(benzyloxy)—5—fluorobenzyl]—2—
-hydroxy—3—(isopentylamino)propyl]—5—methyl—N3,N3—
dipropylisophthalamide;
N-{ (1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3-
methoxybenzyl)amino]propyl}-3-methyl-5-(2-
methylbenzoyl)benzamide;

-1

SN

-983 -



N-{(1S, 2R)-1-(3,5-difluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 7- net hoxy- 4- oxo-

1, 2, 3, 4-tetrahydr onapht hal ene- 2- car boxam de;

N-{(1S, 2R)-1-(3,5-difluorobenzyl )-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 4- (2- hydr oxyet hoxy3%b&hZ SMPefa 2006

N1-{ (1S, 2R)-I-(3, 5- dlfluorObEnin) 3-1(3- i, 19 JULY 2006

et hyl benzyl ) ami no] - 2- hydr oxypr opy! } N2, N2- di net hyI pht hal am de; N1-{ (1S,
2R) -1- (3, 5-difluorobenzyl) -3- (3-

et hyl benzyl ) amn drx ro

ne?hylphgn) ?]633 ftf ﬁ% 1no [4z%ydroxy 1-(4-
a2 (d eg 39 S, gropy(geBzene-1, 3, 5-
di fl uorob ﬁ¥ 2%t 1§ ét hyl benzyl ) am no] - 2- hydr oxypropyl } benzam de;
3- (ami nosul fori%{)tléﬁ-r@ﬁl ot o{ N~ qifSupRpbgn BL)5=3- [ (3~
di f | uor obenzylhergyl) 3manhyt bendroxaricapy 1 2-4ﬁﬂfd>rp@%yp¢0wm}dﬁenzam de; - 987
20 SEPTEMBER 2006(1s19rJULY (200Giifluorobenzyl) -3-[ (
4-{[ (cycl ebuyybararonyhham nal yeidryblopl{ {1465, @Rk~ P _
(N?){ (51g| ;:??Qin?gweby}) [-Qam@ttymgybfnz)ybb?t]%m@-dg hydr oxypr opyl } benzam de;

(@%% % geﬂgy % y Y ﬁg%ylmethyl) 2-
3-neth F 0)
[E( ?éyg cgiﬁﬁ‘@ ? @ﬁ?l& dﬁgroagllsophthalamlde

3-
{[(trifluo

NL- { (1S, 2R) - 19§33 §c$%h—e21myﬁ§pﬁyrabgﬁgmhozyﬁ aF k=3~ L (3

3-.[(3- neFﬁBW@é?WY)l ARRBP BRIy —B: «PbrﬁyPr‘RBylf‘Hl?”Z&Flﬁrép?/l?sopht hal ani de;
3-chl or o- REtFARoRMEe¢ 4- 1 uor obenzyl ) - 2- hydr oxy- 3-

{[3-(trifluor dﬁet[hys)bleh-zlyl (3atfilno} p+ Dpid Hilfanpanmnedeiyl) benzyl] -2-

3- chl or o- Ny §£d:G;-2R) (4 kopdrt{ Linriche pzyby i P- Srynckroxy —8°, N°3-

[ ( 3- met hodybenzyl Dsaphnba paojdd ;} benzam de;

3-chl oro- N-( (18,2 Rislz}()Cé@CJ exyh BRL D3 shydroxy- 3

{[3- (trlflgpfpmm m'é ]rl@m ew@%ﬁﬁ%ﬂe 3.

3-chl oro- && £y nkCYCh Wxicg@ Bk s s Nydroxy- 5

l[\lE?( Im;t ggxy e% l p%)]‘ﬁr O()%§| E% oroqaenzyl) 2- hydroxy 3-
(trifluor !T%Jhglzr é tfgn V) P SR h L an ety L
N-{ (1S, 2S)-"1- 1297Ry roxy- HGE-
met hoxybenzgl )I‘hm r‘a&) p%%‘py?ibﬁ“éﬁ @)‘FHHZ—? mvgeoxy-1-
{[(3-chPf® ART AP m&whyw S, 2R) - 1- (4
uor oben%ﬂ’BQFZ’Wd’PBH)a%aT{@s
rifluoromet WH{)enzy) } am HoHoridpub) biearayt)de:- [ (3-
{ [ ( 3- chéonphenzyil) amino] s2HHyanykyp o ¢ IS, 2R)(212¢4
uorobendymétﬁyﬂp¢dpaxyy3>imﬁho] -2-hydroxybenzamide;
N'-[(1S,2R)-2- hydroxy-3- (isopentylamino)-1-(3-
methoxybenzyl) propyl]-5-methyl- -N*, N3-
-dipropylisophthalamide;
-((1sS,2R)-1-(4-fluorobenzyl)-2-hydroxy-3-{ [3-
(trlfluoromethyl)benzyl]amlno}propyl -3-{[(3-
_methoxybenzyl)amlno]sulfonyl}benzamlde;

N'-{ (1S, 2R) -2-hydroxy-3- (isopentylamino) -1-[3-
(trifluoromethyl)benzyl]propyl}—5—methyl—N3,N3—
dipropylisophthalamide;

N-((1S,2S)-1-benzyl-2-hydroxy-3-{[3-
(trifluoromethyl)benzyl]amino}propyl)-3-{[(3-
methoxybenzyl)amino]sulfonyl}benzamide;

N'-[(1S,2R)-2- hydroxy-3- (isopentylamino) -1~ (3~
methoxybenzyl)propyl] -N°,N’-dipropylbenzene-1, 3, 5-
tricarboxamide;

3-
£l
(t
3-

£
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met hoxybenzyl ) am no] propyl } benzam de;

3-{[(3-chl orobenzyl )am no] sul fonyl }-N-((1S, 2R)-1

(cycl ohexyl met hyl ) - 2- hydr oxy- 3-{[ 3-

(trifluoronethyl)benzyl]am no}propyl)benzam de;

3-{[ (3-chl or obenzyl ) ani no] sul fonyl } - N-{ (1S, 2R) -1 20 SEPTEMBER 2006
(cycl ohexyl net hyl ) - 2- hydr oxy- 3-[ (3- net hoxybenzyl ) am no] pr opyd jubenggam de;
N-:{ (1S, 2S)-1-benzyl - 2- hydr oxy- 3-[ (3 nmet hoxybenzyl ) am no] propyl )-3-{[(3-
chl orobenzyl ) am no] sul fonyl } benzam de;

N-{ (1S, 2R) - 1- ( rf| drox

met hoxyben ¥I }gm n ?Rg %yk%egquémm § }[ %ﬁi‘ é’g noj

sulfonyl}b nZa ?:s “g Qlcl 0 exy’fnﬁé hyi’ 2- hydr oxy-3-{[ 3
(trifluor SHBERYY ) bEAVRA propyl - 3-{[(3- methoxybenzyl)ani no]

sul f onyl } benzalt €S ,2R)88 - Re2epb) ~39l FULY 2006

N-{ (1S, 2R)etihyéb%mlﬁ@tryln@érﬁyhydlzowp@yw 341 (3

met hoxyber{z(vlle}h%}‘mﬂtﬁwdpyh}toisbﬂ{%ﬂl%t hoxybenzyl ) ami no]

sul fonyl } benzani-de;is, BR{ € 1-S(29)/1aheAd yt  2e Y @edxyi 3x{ (X -

met hoxyberayb} apé mo] 1pr-epnkHr3x i £ oy 1Imethoxdyhepzyb Y 1 A 2ok -

sul fonyl } henzant 8earNkam( dR; 2S) - 2- hydr oxy- 3-[ ( 3- met hoxybenzyl ) am no] -1

(4- et hyl benzy 1)_p[r quH{ N3. [\53 ﬂl Rrapyl lﬁgﬂigg%f:}l,z%l? Ztﬁ);&aor)gogam de; NI1- |

%thlzg)en@i%g qu@/j h% éggropﬁgb%%zene 1, 3 5- tricarboxam de;

N1-[ (1R 2 thoxybenz%/l )am nol -1 -

(4- met hyl benz IN ‘h CNRE IRIY ) i 01]‘ I'P%ﬁ‘l’f%aﬁ ani de;

N1-[ (1R, 23)1829ﬁrywlowr@J ergeysé wvélm%mfyéhenzene

met hyl benﬁllfﬁf- BSAM S et hyl - N3, N3- di propyl i sopht haI am de; N1-{ (1R 2R

-3- (benzyl am NB)[ (13, bRt x{pdnzylamino) -2-hydroxy-1- (3-

[ (phenyl t et horyiy 4ydn eppby i NS5 N tdhyaropy benzene- 1, 3, 5- tri car boxani de;

N1- (( 1R, 2Rip2ebylimphtdalesdpgent yl am no) - 1-

[ (phenyl t hi 0) ngt Wls] @ﬁ;@pyL}gl\gﬁ,d\pﬂmO@bggMggg)rLZ@ 3L, 3, 5- tricarboxam de;

NI- . { (1SetBRlberdzyiiRenzyh anlna): cdyprbhy1 { DENZY QXY ) abenzyl | -

2- hydroxynrqwtﬂlyi\ﬁmm%v@b@b@@a kbﬁﬂﬁ@@ﬂﬁﬂ;o$b<5ﬂzénfﬂc@@r boxanmi de;

N[ (1S, 2R) -1~ (47 (henzy | oxy) benzy) |- 2 hydr oxy 3
(trifluoromethyl)benzyl]amino}propyl)-3-{[ (3~
chlorobenzyl)amino]lsulfonyl}benzamide;

N-{ (1R, 2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3-
methoxybenzyl)amino]propyl}-3-glycylbenzamide;

_ "N-{(1S,2R)~1~-(3,5~difluorobenzyl)-2-hydroxy-3-{ (3-
methoxybenzyl)amino]propyl}-3-

[ (dipropylamino)methyl]benzamide;

N'-((1S,2R)-1-(3,5-difluorobenzyl)-2- hydroxy-3-
{[( R)-1- (hydroxymethyl) —-3-methylbutyl]amino}propyl) - -5-
methyl N?, N3 —-dipropylisophthalamide;

N'-[(1S,2R)-3-[tert- butyl(cyclohexyl)amlno] -1- 3 5-
difluorobenzyl)-2-hydroxypropyl]-5-methyl- N?, N’-
dlpropyllsophthalamlde,

-((1s,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
{[(18) 1-(hydroxymethyl)-2,2-dimethylpropyl]amino}propyl) -
5—methyl—N3,N3—dipropylisophthalamide;
- ((1s,2R)-1-(3,5-difluorobenzyl) -3-{ [3-

_ (dimethylamino) -2, 2-dimethylpropyl]amino}-2-

hydroxypropyl)—5—methyl—N3,N3—dipropylisophthalamide;
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(1 sopentyl am no) propyl ]-N3, N3-di propyl benzene-1, 3, 5- tricarboxam de;

.N1-[ (1S, 2R) - 2- hydr oxy- 3-. [ ( 3- net hoxybenzyl ) am no] - 1-

(1- napht hyl met hyl ) propyl . ] - N3, N3- di propyl benzene-1, 3,5- tricarboxam de; N1-
[ (1S, 2R) -3- (benzylam no) -2-hydroxy-I- (1-

napht hyl net hyl ) : pr opyI] N3, N3- di pr opyl benzene- 1, 3, 5- t r F&ZHBEXER &7

N1-[ (1S, 2R) - 2- hydr oxy- 3- (i sopent yl am no) - 1- (1- 19 JULY 2006

napht hyl et hyI ) propyl ] - N3, N3-di propyl benzene-1, 3,5- tricarboxam de;

N1-[ (1S, 2R)-1-(2- furyl met hyl ) - 2 hydr oxy- 3-

(i sopentyl am n % % I\E pr Bgl enze j?; trlcarboxam de; - 989

20 SEPTE u (%d it 5 (b no) S1- [ 3-
h -

(pemet on] M‘%@ S

(i sopentyl am nd)p éﬁy?ﬁilm N3SdidpEdpyt Peanzerde~3;78[5= tricarboxam de; Ni-
((18) -1- {déméﬁhyllanhy@nexypzl]qml(r@} ~2-hydroxypropyl) -5-methyl-

met hoxybeNzy¥ )y dib nep et ppchisbel migdsd ) - N3, N3-

di propyl benzeng-1,3spaky+ Tarfeoxaskd@lamino) ethyl]amino}-1- (3, 5-

NL-{(1S)- @iHll&)ob?eT(z@‘mZYLﬂWlf&Qyp]ro@X’dﬂ OBy dl 1-mef -

3-ynyl } - Naiplgo}d}plr%@,yﬂtagmg,eﬁ@el 3,5-tricar boxam de; N1- { (1S -1- [ (1R

- 1- hydroxy-2 (}S t )Lt hyl Y el Ibenzene 1, 3,
5- trlcarng ?1&] ? B %,Hoéx Py Ez V& gﬂ@ﬁnlﬁnéthyl) 2-
hydr oxypr §J) 1 J t a Lo ?{ i carbo% d

Nl[(lSZ ﬁ@h V) - 2 hydroxy3

(i sopentyl am i N&*W ~di*pr opyl benzene- 1, 3, 5- tri carboxami de; Ni-
((1S) -1- %aggpg amgnﬁy@ B8R x@lpqeqx}Jamlno) -1-(3,5-difluorobenzyl) -

met hoxy beRzHY J&eH HEPEYAY I ’Psetﬁ\\a&tlhﬁll bt PHpPrRBy Ngsophthalamide;

di propyl benzene-1,(3s52ky+3ar [@evanzdel-2, 3-dimethylphenyl) amino] -

N1-{(1S) - 1—[(6J.R)dﬂf—]huybdbbéyzﬁ]:)(423—0@elmbykﬁﬂd>p§d)]e{5hy1le]:hyl—N3, N3-

3. - et hyl bupybdpy NF I3t paopyd benzene- 1, 3, 5-tri car boxam de;

N1- {(lR 2R) 3- ﬁb-ﬂ%¥|§ﬂl39hw% Q%gﬁgxy Axo -phenylethyl) amln '
[(phenylthbognﬁﬂmr%gwyiy JFPJJ}BA g@owz]@%@QHthﬁoﬁﬁt Al'am de;  NI-;
{(1R 2R)- aibygl;swjyg nEh80BENY; am no

[(phenylthlo)q@IQy pEQPY!}[3,5q% ¥Lr£¥auoromet8r9H¥£|%ﬂHhEhalan]de;
hydroxy-3-{ [3-(trifluoromethyl)benzyl]amino}propyl)-5-
methyl-N*,N>-dipropylisophthalamide;

N-{ (1S, 2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-methoxy-4-
{methylthio)benzamide;

N- T(lS 2R)-1-(3,5-difluorobenzyl)-3-[ (3
'ethylbenzyl)amlno] -2-hydroxypropyl}-2- hydroxy 4-
'(proplonylamlno)benzamlde,

'N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-

--ethylbenzyl)amino]-2-hydroxypropyl}-2-hydroxy-5-
(propionylamino)benzamide;
' 2-chloro-4-cyano-N-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-
_[(3 ethylbenzyl)amlno] -2- hydroxypropyl}benzamlde,

' 3-(cyclopentyloxy)-N-{ (1S,2R)-1- (3, 5- dlfluorobenzyl)
3—1(3¥ethylbenzyl)amino]—2—hydroxypropyl} -4-
methoxybenzamide;

1-((15,2R)-1-(3,5-difluorobenzyl)-3-{[2-
" (dimethylamino)-1-methylethyl]amino}-2-hydroxypropyl) -5-
methyl—N3,N3—dipropylisophthalamide;
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{ (1S, 2R) -3- (benzylamno) -1- [ 4- (benzyl oxy) benzyl ]
ydr oxypropyl } - 5- met hyl - N3, N3- di propyl i sopht hal am de;
[ (1S, 2R) - 1-[ 4- (benzyl oxy) benzyl ] - 2- hydr oxy- 3-

opent yl am no) propyl ] - 5- met hyl - N3, N3- di propyl i sopht haI m_de [
(1S, 2R) - 2- hydr oxy- 3- [ ( 3- net hoxybenzyl) ami no] - 1-  SLPrERineR 200s
(1- napht hyl et hyl ) propyl ] - 5- met hyl - N3, N3- di proopy! i sopht hal ag gey 208b- |
(1S, 2R) -3- (benzyl am no) -2-hydroxy - (1-

napht hyl met hyl ) pr opyI ]- 5 rret hyI N3, N3- di propyl i sopht haI am de; -990 20

SEPTEMBER 2006, , 19 1 -3- tyl i .
-1- (1 na rEt g%d\’ ' I’ E% rh%%t SF%EE"E%; di y% soph'g Lzlog;ndg amNE?)
{ (1S, 2R) nf‘ i% a’il“ VI

2- hydr oxypr8p§P - d| propyl i sopht hal ani de

N1-[ (IS, 2R)-1- 1[1 - [(( Bénﬁbo&y{)ftﬂa{zﬁyp oL Ay Oxy-3-

(i sopent y g oYy wEiphAMing} met b, 45mfN30réb©rﬂ%)WI12§opht hal am de;

N1- [ (1S, 2Ryd1o¢¥r¥Irich] obengyhylar’ thT@am@yllsophthalamde,

(i sopentyl am n@)r@pybky 5tet, wyldi N3udBob shi 4ropyl-hsepht had-anizde; N1- ((19)
-1-{ (1R nydrBy@g+tOXy-dmefh{Bethyl)aminolpropyl}-5-methyl-N3, N3-

met hoxybelazpka)lamrgz;];ﬂitmgllhiauae,3 ynyl) 5- met hyl - N3, N3-

-h
L 1-
i's

di propyl i sopht £ {]zﬁ)- ) s(benzyl am no)

- 1- hydr ox EHES %Il l\%% éig i f)rzopyl i sopht hal am de;  NI1-{
(1S) -1I- ? ) E} 1de, .

(| sopenty zgm no¥et ut - % }-5- et hyl - - d| propyl i sopht hal am de;

[(1S, 2R) - g& vEl S $7d12flh59>af>85°< Zf81 T@r[
(| sopentyleéﬁiY E ming) rr%T}PﬁSHr%S’PNSPY t ptopyl i sopht hal anide; N1- { (19)
-1- [ (1R(megby W@“(P%wélﬂl;ﬂoéﬁﬁﬁéi‘%ﬂ*ﬁ
3- met hyl but yl }N-5¢ (i, [2R) ~IN3 ( 335 € ipTlopy bbsopht ) ha?l-a[rmde;
N-{ (1S, 2Rpthy{Bemei)faniopdberzydJox3okpByl ) -2-
et hyl benzyll xabh nigriohydrbxyp gwyiln-} Behe3mide;
met hoxypr opyl ) § et fwilopiaht onyk) a-nahkepgam des .s M1 (dSopaBlynl- (3,
5- dlfluor@b@mzyéeh%ﬁz gamﬁr%@y Jenayh)ast 1-}%emxgﬁgaapropyl} 4-[(3-

?Et hoxlypropyl)l(]r’qa{]1 2%1 onyl ac[nfrlo begég% I\IJ(3 S, 2R) -3-

enzyl am_p _ _

met hoxybegzx%’i nlzamld:kB dh drréjpﬁllpﬁeﬁ she? ’1 3, 5-
N-{(1S5,2R)-1-(3,5-difluorobenzyl)-3-[(3-

ethylbenzyl)amino]-2-hydroxypropyl}-7-methoxy-4-oxo-
1,2,3,4-tetrahydronaphthalene-2-carboxamide;

N-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-(2-
hydroxyethoxy) benzamide;

N'*-{ (1S, 2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-N?, N?-
dimethylphthalamide;

N'-{(1S,2R)-1-(3,5- dlfluorobenzyl -3- [
 ethylbenzyl)am1no] —2-hydroxypropyl} -N?-[ (4
,methylphenyl)sulfonyl]gly01nam1de,

.~ 4-[2-(diethylamino)ethoxy]-N-{ (1S, 2R)~-1-(3,5~
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl }benzamide;

3-(aminosulfonyl)-4-chloro-N-{ (1S,2R)-1-(3, 5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl }benzamide;
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tricarboxamde; N-{(IS, 2R)-1-(3,5-difluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypropyl }-4-[ (2-

met hoxyet hyl ) (et hyl sul f onyl ) am no] benzam de; . N1- [ (1S, 2R) - 3-

(benzyl am no) - 2-hydroxy-| - (4-

i sopropyl benzyl ) propyl ] - N3, N3-di propyl benzene-1, 3, 5- t rf&HIENERREDE  N1- |
(1S, 2R) -2-hydroxy-3- (isopentylamno) -1- (4- 19 JULY 2006

i sopropyl benzyl ) propyl ]-N3, N3-di propyl benzene-1, 3,5- tricarboxam de; - 991
20 SEPTEMBER 2006 19 JULY 2006 N1- [ (1S 2R) -3- (benzyl ani no)

- 2- hyd | - 4 b Iben ene- 1, 3, 5-

tri c;r Lgiy ? TNt % enf%a%%é ‘E@ig i’g% ro%)l%?%) 2N

met hoxybea?g ?er Hﬁﬁ Tk £¥ i car boxami de; N1- |
(1S, 2R) -%¢ % ﬁBfamjl (4 quoro 3-

met hyl benzyl ) - 1= hiid, @Ry plopyt |3, o8 «<dlil pe bipyd emzadé-2ihBlroxy-

5-tri car béxand des tiNkype18y 2RmiInq13riludi 034- net hoxybenzyl ) - 2- hydr oxy- 3-
(i sopent yl{ &t ndf braogepiethXB) NBL dinldpylibe hzemranid®;5- tri carboxam de; N1- [
(13, 2R) -3- (WEQZYBQBiTKm—FéL%@ydﬂ@nyirméﬁ%yl)bepzyl]—2-hydrpxy—

i sopr opyl bemzylﬂwmwbknéynﬁérhwc]&owi}dsm&nwu—&@mﬂ—ha' am de;

N1-[ (1S, lzg).pZOﬁ%'ﬂf%Yll‘tﬁa(LhrﬁQcﬂlfﬁlntW am no) - 1- (4- | ht el gy

i sopropyl benzyl) propyl i s9pht hal am de;

N1-{(1S, 2 %H’E h ﬁ%mg{*og Z P)Doer?tz\g/ge}@mnogrp%e{iﬁbe zamlde

(trlfluor t hoxy)benz th di“propyl i sopht hal ani de;
N1- [ (1S, 2R)3- Cehl F\:lzil(h%a gPd) L-A4p énd@mbqnzy@zl 2n§¥%7€9<>§bb'e’>n2yl )

propyl ] - Sir‘r%’frh%/tfhw 2y ??JTFHW]IHI%’M% har zan e

N1-[ (1S, 2R) - 2- hyadrleey—8- (i s®pEt-l-g@yBdphdx (rethyl) -2-hydroxy-3-

met hoxyber{lzylr}mmyjo]roﬁenﬁyhyded\d&lmmldbppsmgw sepbhbhadam de; N1- [ (1S,

2R) -3- (benzyiaming), iy ({ iﬂuqf
T N=7 ( § qygclohex eﬁﬁyéﬁopy?¥%%ﬁ%thalanlde

math | ben r

y(15 3&5)%(4- bﬁg’%gﬁ Jbenz |2( 2 h%[(froxy 3-
i sopentyl an \ r | i_sopht hal am de; N-{ (1S,
gR) P3 {6 ﬁk %3% h é ﬂ ¥%J qlnofgropy% §ﬂéhlorgbenzam1de

(15,28)-1- benzyl 2-hydroxy-3-[ (3-
methoxybenzyl)amlno]propyl} 3-chlorobenzamide;
3—{[(3—chlorobenzyl)amino]sulfonyl}—N—((lS,2R)—1f(4—_.
fluorobenzyl)-2-hydroxy-3-{[3-
(trifluoromethyl)benzyl]amino}propyl)benzamide; :
3-{[(3-chlorobenzyl)amino}sulfonyl}-N-{ (1S,2R)-1-(4-
fluorobenzyl)-2-hydroxy-3-[(3- :
methoxybenzyl)amino]propyl}benzamide;
3-{[(3-chlorobenzyl)amino]sulfonyl}-N-((1lS,2R)-1-
{cyclohexylmethyl)-2-hydroxy-3-{[3-
(trifluoromethyl)benzyl]amino}propyl)benzamide;
3-{{(3-chlorobenzyl)amino]sulfonyl}-N-{(1S,2R)-1-
- (cyclohexylmethyl)-2-hydroxy-3-[ (3-
methoxybenzyl)amino] propyl }benzamide;

N-{ (1S,2S)-1-benzyl-2-hydroxy-3-[ (3-
methoxybenzyl)amino]propyl}-3-{[(3-
chlorobenzyl)amino]sulfonyl}benzamide;

N-{(1S,2R)-1- (4-fluorobenzyl)-2-hydroxy-3-{ (3-
methoxybenzyl)amino]propyl}-3-{[ (3~
methoxybenzyl)amino]sulfonyl }benzamide;

N-((1S,2R)-1-(cyclohexylmethyl)-2-hydroxy-3-{[3-
(trifluoromethyl)benzyl]lamino}propyl)-3-{[(3-
methoxybenzyl)amino] sulfonyl }benzamide;
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(trifluoromethyl)benzyl]propyl}-5-nethyl-N3, N3- di propylisophthal am de;

N1-[ (1S, 2R) - 2- hydr oxy- 3- (i sopent yl am no) - 1- ( 3-

met hyl benzyl ). propyl ] - 5- net hyl - N3, N3- di propyl i sopht hal am de;

N-{(1S, 2R)-1- (3, 5-difluorobenzyl)-3- [(3-

et hyl benzyl ) ami no] - 2- hydr oxypr.opyl } - 3-[ 1- net hyl -1 - ( met #3EGFVBHY P06

et hyl ] benzam de; - 992 20 SEPTEMBER:'2006 19 JULY 2006 Nl-4o[ju(d&062R) - 3-
(benzyl ami no) -1- (3-fluoro-4

nmet hoxybenzyl ) - 2- hydr oxypr opyl ] - 5- met hyl - N3, N3- di propyl i sopht hal am de;

N-{ (1S, 2R) - 1( enz
et hyl benz |EL 2 % X}yl&gﬁiy%t%ﬂyqroxé’n@t h{isul fonyl)
et hyl ] ben: ég Zgl ﬂg l(ﬁf {21 pbenzyl ) - 3- [ ( 3-

et hyl benz{Jf %‘Wﬁn A78e 8 Wﬁ SRS €37 A ’sul f onyl ) benzani de:

N-{ (1S, 2R) - 1- (18; 5L, RS0 of obemzyd 2-ByPe8xy-3- 1 (3-

et hyl benzpe¥apk yisgnzy-1hpai ok yprapsd 1344 [(pr opyl sul f onyl ) benzami de; -
N-{ (1S, 2Rnetth¢Ryerdivil) aoinbeardiony3tpegzamide;

et hyl benzyl ) any'ng](12; by dr Dxupi-eRYyH B = f 3 {aMoxkysehi pnydnikenzani de;
N'{(ls,2RX41mé€h§iﬁ$h&b§@b@@ﬁﬁzyhf7ﬁl&ﬁimopylbenzene—l,3,5—

et hyl benzyhammana-dlaydroxypropyl }- 4 [(2 hydr oxyet hyl )

sul fonyl | benzap J.ZS_,h rox di fl 4o benzyl%— -] (3-

et hyl benzy| oxyet y‘lgq) sul f onyl ] benzam de;
N-{ (1S, 2R§f %Lgn%;%l Pﬁg%ﬁ (%Og’ ber@ R

et hyl benzy am no dr oxypr opyl 5 {Tmzeth%&ggéxéa;lh)y;glsn%l]f_(l)r_1yl ] behzam de;

N-{ (1S, 2R) - 1(%5&&? b OB g&
et hyl benz;ﬁﬂ)fa‘?ﬁ%d}be?zh’ IPBERE VY opy et Y[L(‘% N-

hydr oxypr 8pyFIRV ORI BeAR R de; N1- [ (IS, 2R) -1- [3- (benzyl oxy)
-5-fl uor obenzy'} (2R, hymb%wd}o@ysaﬁemqﬂmynampn@py]l—](—45- met hyl - N3, N3-
di propyl i mephizltadrmyild@;roplgu]{5{nib$,hy2RN3,-N§— (benzyl ami no) -1- [ 3-
(benzyl oxyjp=&pyfissphobhenayide 2- hydr oxypr opyl } - 5- met hyl - N3, N3-

di propyl i sophtjraliqakdeg) NL- ({13 gg}u _(hlg,g% Oxy) - 5-fl uor obenzyl | - 2-
hydr oxy- 31Qb§&ﬁﬁrﬁhﬁo§%@9}£’f§ﬂ}ﬂy 1'}N§? -di propyihenzenes: , 3, s-

1,3,5-tri gar boXsytMRde;

N'-{ (1R, 2R) -2-hydroxy-3- (isopentylamino)-1-
[ (phenylthio)methyl]propyl}-N°,N>-dipropylbenzene-1, 3, 5-
tricarboxamide;

1—.{(1S,2R)—3—(benzylamino)—l—[4—(benzyloxy)benzyl]—

2—hydroxypropyl}—N3,N3—dipropylbenzene—1,3,5—
tricarboxamide;

Nl—[(18,2R)—l—[4—(benzyloxy)benzyl]—2—hydroxy—3—
(isopentylamino)propyl]—N3,N3—dipropylbenzene—1,3,5—
tricarboxamide;

Nl—[(lS 2R) -2-hydroxy-3-[ (3-methoxybenzyl)amino] -1-
(1 naphthylmethyl)propyl] - -N3, N3- dlpropylbenzene 1,3,5-
tricarboxamide;

_ N'-[ (1S, 2R) -3- (benzylamino) -2-hydroxy-1- (1-
naphthylmethyl)propyl]—N3,N3—dipropylbenzene—1,3,5—
tricarboxamide;

Nl—[(lS,2R)—2—hydroxy—3—(isopentylamino)—l—(l—
naphthylmethyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

Nl—[(lS,2R)—1—(2—furylmethyl)—2—hydroxy—3—
(isopentylamino)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;
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N1- [ (1S, 2R) - 1- (cycl ohexyl met hyl ) - 2- hydr oxy- 3- '

, (1 sopentyl am no) propyl ] -5-net hyl - N3, N3- di propyl i sopht hal am de
N1 [ (IS, 2R)-1-[ 4- (benzyl oxy) benzyl ] - 2- hydr oxy- 3-

" (i sopentyl am no) propyl ] -5-net hyl - N3, N3- di propyl i sopht hal am de: 20
SEPTEMBER 2006 19 JULY 2006 Ni1-[ (1S, 2R)- 1- (cycl ohexyl fetRiyFye '%Q%%P&r oxy- 3
(i sopent yl ami no) propyl ] - N3, N3-di propyl benzene-1, 3, 5- tri car b@yan s®s
N1-[ (1S, 2R) - 3-(benzyl am no) - 1- (cycl ohexyl et hyI) 2- hydroxypropyl]-N
3, N3-di propyl benzene-1, 3, 5-tri car boxam de { (1S, 2R) -3- (benzyl am no)

-1- [3- (benzylp Y, drox ropyl benzene-1, 3,5
tricarbox N )15 %igéfébe{l y& %8;%’}}‘\'3 gtﬁe&?&%iy 3-
(i sopent y?ghyﬁéggpor % %]I;CP ﬁ?g - tricar boxam de;
N-{ (1S, 2RF lfjleuorobenzyl) 2- hydr oxy- 3- [ ( 3-
met hoxybenzyl )Pém (&P pr Bpyd Fy3iokydi pk§(iprdroxybenzyl) -3~
rret hyl pheﬁyﬁym%ylla]ﬂLIQDhﬁFmYbbﬁka?h'di-:lpropylbenzene 1,3,5-
-[ (I R, 28¥igahyirasiye3d- (i sopent yl am no) - 1- (4-
rret hyl benzyl ) prepyhky 51 retihyl-1NBy8Box ¢ Pt oy | sopht hal am de;
N1-[ (1R, 2&ptRokytslroxy - 3mf 431 &t Ji0pyeszyh )y pmntok-1-
(4 mFE hyl be?zwﬂgﬂlm@méh]e -d; BIE5-|f‘ty1|1d§sl3bN3amj)iH¢){ (()pyl i sopht hal am de;
IR, 25) - Zghy FL }y13r (f528ent, Dot -64n drox ethyl]but-
rret hyl benzy 5% nzene 5 (%xarri de;
NL- [ ( 1R, 2§ &épﬁf’ﬁ@" ﬁ ngg ox’l; eriz S#%a%b dield
(4- net hyl benzyl]] r(éﬁ ri- PNISIGP b%nzaeng 3,5- tricarboxanide;
3-chl or o- NH ?a@tzﬁamfneé%%h@&w r?etyﬁw Wyd‘FJd?(Vié’lbenze“e‘
[(3 net hoxy e?le/IIJ)Cé‘r’ﬁbﬁéPB%%%yl }benzam de;
3-chl oro- N- (( 1S-2ZRLs 12Ky ( (Ghexyl gt iyl )-2cypdobayy Bethyl) -2~
{[3-(trifhydroxgsdopylbenzy’ ]-amjanm}ﬂrkﬂa[nl)zb)lbehzmﬁ-dﬁ‘icarboxamide;
4-[2- (di et hyl ag_ ngt@@%yﬂ yEﬁ$§e2§Qméfﬁ§i ydroxy-3-
di f1uor ob%gaﬁén 3 net By Naral?q élb@ryzdér@cmpraoeyl } benzani de;

N-. { (1S, 2R}1da {rhndigbl, uor obenzy
thylb | Al hyd 4- d th b 1 de;
et hyl benzyl) an no(]é gff%/ {oﬁo pr.op %/,)j} (% [ydr oxyet hoxy) benzani de

N-{ (1S, 2 t@% jf,t)}’lzi -

et hyl benz&%grop
—{(IS —1—[ R)-1-hydroxy-2-(isopentylamino)ethyl]-
3fmethylbutyl}—N3,N3—dipropylbenzene—1,3,5—tricarboxamide;
Nl—{(lR 2R)-3-(benzylamino) -2~ hydroxy 1-
[ (phenylthio)methyl]lpropyl}-5-methyl-N°, N*~
dlpropyllsophthalamlde,_

enzen ? boxaml

. -{ (1R, 2R) -2-hydroxy- 3 (isopentylamino)-1-
[(phenylthlo)methyl]propyl} -5~ methyl—N3,N3—
dipropylisophthalamide; .

1—{(1S,2R)—3—(benzylamino)—l—[4—(benzyloxy)benzyl]—
‘2—hydroxypropyl}—5—methyl—N3,N3—dipropylisophthalamide;

' -[(1S,2R)-1-[4- (benzyloxy)benzyl] 2-hydroxy-3-
(1sopentylam1no)propyl] -5- methyl N3, N3-
dipropylisophthalamide;

_ —{(lS,2R) -2-hydroxy-3-[ (3-methoxybenzyl)amino]-1-
(1-naphthylmethyl) propyl]-5-methyl-N?, N3-
dipropyliscphthalamide;

) Nl—[(lS,2R)—3—(benzylamino)—2—hydroxy—1—(1—
naphthylmethyl)propyl]-5-methyl-N3, N°-
dipropylisophthalamide;
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, 3, 4-t etrahydr onapht hal ene- 2- car boxam de;
(am nocar bonyl )am no] - N-{ (1S, 2R) - 1- ( 3, 5-

| uor obenzyl ) -3-[(3-ethyl benzyl)am no]-2- hydroxypropyl } benzam de; -994
SEPTEMBER 2006 19 JULY 2006
r
[

I\JQ.-bH
—h|—|N

o=

omo- Ni1- ( (1S, 2R) - 2- hydr oxy-| - ( pent af | uor obenzyl ) 20 SEPTEMBER 2006
3-(trifluoromethyl)benzyk] @m no} pr opyl ) - N3é NB- di propyl i ®Qph¥ sakam de;
(1S, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3-

| benzyl ) am no] - 2- hydr oxypr opyl } -5, 7- di met hoxy- 1 -

oi ndane- 2-c¢ p ?§
N -[ (1S, 2R) - Liot 3B SR 13mipg)

1 (12)- pr 1@‘%}%]&@8&&5( %iﬁ’g%é?;@%wnethw
di propyll eé 2R) - 1- (3, 5- dlfluorobenzyl) 3-[(3-
ethylbenzyl)an$n6]12 ﬁ%bﬁ%x}pﬁ@ﬁ}ﬁ@lﬁpK1lﬂi@dré%yzzlomwdv¥vwéhtyl)benzanlde;
N1- [ (15, 2Ry h3df @:pu{repy( 3= 5 v Brobeh z§ e ey Pprkhsdgtatiateiade nol - | - (3, 5-
di f | uor obenzyly-2-(hydrexypr@pybEnsy 06t e N32 -8y @ropyl3-sopht hal ami de;
N1-{ (1S, ZR%oéer(t?yl%mthbp@dsppp]nzylm)etzymyﬁ%@ﬁy-3- [(3- _ _
nDrphollndﬂpyéﬁyxmadphaﬂbmg&p@@pyI} 5- met hyl - N3, N3- di propyl i sopht hal am de;

N-{(1S, 2R) -1 'bﬁ‘nz[yh'z )y él enz;@l -hydroxy-3-
8 %1 d

ZOOU'I

-b
-1
{
hy

o o
=X —+

nethoxybeQ
é%)-|-benzy| 2- hydr oxy- 3- [ ( 3-

di hydr oan % %%
nethoxybenzé benzylox ) benzam de;

N1-{ (1S, 2R) -1-§ 3 51 ﬂ*f%?]@ﬁeﬁzm’ LoX YAt oy - 3-
[(1,7,7- tWFFr%‘t’W%Z(-Y ¢PB Qo}zetf]ﬂéﬁptﬁymw-ﬁowﬁspﬂ/r%‘-r%l -
met hyl - N3IRBL R PGPS 6Eﬁrﬁh%qfam de; ,N1-{ (1S, 2R) -1- (3,

5- dlfluorobenzyix (18y-1-(BR) - benzylamlno -1-hydroxyethyl]lbut-
ethylbenzykyﬁwnruﬂ—m%thdenky@F@pgﬁdpyﬁasephouy}éhldaﬂ:hyI|sophthalan1de

N1- (al | yl oxy) M&{{(ﬁéﬁ@{) ﬁyék&L ﬂbenzyl) 3-

[ (3-ethyl bepzyd)@anminahs H%Mpgog 5s-mtiy Liisapht hal am de;
§3h§f%§n§y% %%éi?féo Ehgpg@ ut.o thylisophthalanide'
N1-{ (1S, ZR% 1%(’ o %ﬁ%% t)) 1 0NYaExy- 1P |
ethylbenzg ar rﬁﬁso Iopy neth I-hB- '

(2233 AR S'sop hthalamde et hyl

({3- [({gl 2@)—-{11?3- - Flffﬂ uérbtgéﬁ;zwj?-w[sesentylamlno>ethyl]
methylbutyl} 5 -methyl-N°,N°-dipropylisophthalamide; .
. N-{(15,2R)-1-(3,5-difluorobenzyl)-3-{ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-[(3-
methpxyprOPyl)(methylsulfonyl)amino]benzamide;_
~N-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3~
-ethylbenzyl)amino]-2-hydroxypropyl}-4-[ (3~
‘methoxypropyl) (methylsulfonyl)amino]benzamide;
'1-[(18,2R) -3- (benzylamino) -2-hydroxy-1- (3~
_methoxybenzyl)propyl]—N3,N3—dipropylbenzehe—1,3,5—
tricarboxamide;
 N-{(15,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-[(2-
=methoxyethyl)(methylsulfonyl)amino]benzamide;

[ 1S,2R) -3~ (benzylamlno) -2-hydroxy-1-(4-
1sopropylbenzyl)propyl] -N3, N3 -dipropylbenzene-1,3,5-
tricarboxamide;

Nl—[(IS,2R)—2—hydroxy—3—(isopentylamino)—l—(4—
isopropylbenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;
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et hyl benzyl ) am no] - 2- hydr oxypropyl } am no) carbonyl]-5- nethyl benzoyl}

am no) but anoate; - 995 20 SEPTEMBER 2006 19 JULY 2006 N -{ (1S, 2R -1-
(3, 5-difluorobenzyl) -3- [ (3

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 5- net hyl - N3, N3-

bi s(2,2,2-trifluoroethyl)isophthal am de; N1-{. (1s 2R)2°515PTF5*BER2006

5- dlfluorobenzyl) -3- [ (3 . 4 b 19 JULY 2006

et hyl benzyl ) am no] - 2- hydr oxypropyl }-N3-(2, 2, 3, 3, 4 4, 4-

hept af | uor obut yl ) - 5- nethyllsophthalanlde

N1-{. (1S, 2R)-1- {3 benz é 2- hy rox -3 ‘i
nethylpentan %y E’ y% d| roopyl i sopht hal am de;
N-{ (1S, 2R['S ggg’ fb%%g&?@ Ylbenze“e
ethylbenz dr oxypropyl } - 3 [(3- :
hydroxypropyl)Wnﬂtﬁ?bgﬂlf%ﬂﬁM@QﬂﬂynérbeﬁeﬂﬁﬂQY amino) -1-(4-

N-{ (1S, 2RretheRylsenifl) warobehzyl, )o-H{{@pylbenzene-1, 3 5-

et hyl benzyk)aatiojar@deydr oxypr opyl } - 4-[ (2- hydroxyet hyl) (net hyl sul f onyl)
am no] benzami dgt- (NE( 28) 2R) per(z31amehé) Uor abenaykd=-3-[ ( 3-
ethy|benzmb%ﬁ9156ﬂ2§l)thEQ&Y§&§ﬁBHﬁYi4 foé 3¢ dlpropylbenzene—
hydroxypr@psliéﬂﬂc?wbwlaﬁ@ay ) am ol benzar de:

5~ br om- NL*{ (15, _%Fs g 1 sn RGO o

3-[(3-iod OX ﬁ%ﬁ&

N (15 ZR‘??‘%_& qu%gh FOBEHLS ﬁ% L

ethylbenzy anlno - 2- drox pro }-3-

{[(trifluoromethyi( §u? %éﬁ? Béﬁ%hﬁ%ﬁéﬁroxy 1-(4-

N-{ (1S, 2R)‘-SSZP(?;PBlQﬁ“fZIY&éPESBEY\IZS/ﬁ “@tﬁ‘é’é N

ethylbenz?PPéﬂPY&ﬂSQPW??&#B%&%@opyl} 3- [.(methyl sul fonyl)ami no] benzani de;
-[ (1S, 2R) - 1-§3,(51di PRuez-ehenoyly) 32< hyaseanty-13hino) -1- (4-

(isopentyﬁanbﬂ@pyﬂhﬁnﬁbha5rb§y&ﬂ*ﬂHmmnh&mnyL»ﬁﬁino]-hB,hB-

di propyl i saphdpal srdaphehaNimiddS, 2R) - 1- (3, 5- di f | uor obenzyl ) - 2- hydr oxy- 3-

('Sope”ty|a”1”@%RrQ@¥ ﬁfrgLﬂ§éfy QLQDY1sé§ent&damlno) 1-[3-

[(trif.lu rcgrﬂ?ma@ansetﬁlhfoszpy ﬁmm}ao% @}t balam dens, ni-

N-{ (1S, ZR)j'i rbdy ﬁrsdj hltuangllaﬁ&zy )-3-[(3-
et hyl benzyl)a

{[. (trlfluorcgnglnhlié} ﬁljl Bﬁgﬁ%ﬁ@;ﬁnﬁa% éjro ?1{_(%—8, 2R) -1- (3,

5-difl uor ‘ amlde
ethylbenz fhh 8roxyprbpy| 5-{[(2- hydroxy-1
di net hyl et h |)1&m[rfé]ssa F oAk Y hﬁgﬁwllﬁ%pmﬂm%m de;
N-{ (1S, ZRFe{b?BY@ﬂrtﬁYfll) B6PBHE sz1rf)e=t3LyE1
ethylbenzQFyéﬁ?YkﬂSQ?hﬁFéﬂéﬂyﬁ?opyI} 3-{[(2- hydroxy-1, 1-
-[(18,2R)-3- (benzylamino) -1- (4-fluoro-3-
-methylbenzyl)—2—hydroxypropyl]—5—methyl-N3,N3—
dipropylisophthalamide; .
Nl—{(lS,2R)—1—(4—fluoro—3—methylbenzyl)—2—hydroxy—3—
(isopentylamino)propyl]—5—methyl—N3,N3—
dipropylisophthalamide;
Nl-{(lS,2R)—3—(benzylamino)—2—hydroxy—1—[3—
(trifluoromethyl)benzyl]propyl}—5—methyl—N3,N3—
dipropylisophthalamide;
Nl—{(1S,2R)—2—hydroxy—3—(isopentylamino)—l—(B—
methylbenzyl)propyl]-5-methyl-N?, N3~
dipropylisophthalamide;
N-{(1S,2R)-1-(3,5-difluorocbenzyl)-3-[(3-
ethylbenzyl)amino]—2—hydroxypropyl}—3—[l—methyl—l—
(methylsulfonyl)ethyl]benzamide;
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di net hyl et hyl ) am no] sul fonyl } benzam de; - 996 20 SEPTEMBER 2006 19 JULY
2006 N1-{(1S,2R)-I1-(3,5-difluorobenzyl)-3-[(3

et hyl benzyl ) am no] - 2- hydr oxypropyl }-5-{[ (3- hydroxypropyl)am no]

sul fonyl }- N3, N3- di propylisophthal am de; N1-{ (1S, 2R -|-

5-di fl uorobenzyl) -3- [ (3- ethyl benzyl)anino]-2-hydr ox@p?%ﬁ}{ﬂ"‘?E%Z((O{ﬁ[ 2-
(met hyl am no) ethyl] am no} sulfonyl)-N3, N3- di propylisopht hglan des N1-{
(1S, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3-

et hyl benzyl ) am no] - 2- hydr oxypropyl }-5-{[ ( 2-

V(5 S TR JUE e St g aai oo ce
et hyl benz' E%\ j Hy dr %} Y -methyl-N%, N°-
[ met hyl ( nBtRE PR FERN %351?% Yenzami de; 5- {[bl s(2- hydr oxyet hyl ) ani no

] sul f onyl } - N1-¥{ 18,2RR) 11(33551ﬁ1fﬂlup@|r@bemyl =3-[[(3- et hyl benzyl ) ani no] - 2-
hydroxypr@p?Y}bNQ/N@ﬂdppﬂo%yMCb@p%@ﬁapahid‘é“ [1-methyl-1-

2-{[ (2R, 3SreghyBswLiginfyllhoEbphErar2amd def 3

[ (di propyl am no) caryemry i - %3 netdiydikerspyhi ani-m0)-(3-

hydr oxybutyh awé mohetahy ho 2~ 2= ddaxepeppenyl car bamat e;

5- (am nosyktppysYrMmfL( ignzgghrd]e(s 5-di fl uorobenzyl)

3- [(3 et hyI be _yéglagﬂ 9]_ py Ir pXypr 98%@ 7\? !g?_-[((gi_propyl i sopht hal am de;

, d T
et hyI benz %gnen yg ¢
hydr oxyet h no i/ El\ié propyl i sopht haI am de N -{ (IS, 2R -I-
(3, 5- di fl uor % Fpzdifluorobenzyl)-3-[(

et hyl benz?FbléHi’?fbﬂlea GPbxg/r}?’ WPEOPYEF{4S) - 2- hydroxy-l- '

net hyl et hyPEaRY hol oryohh ey B ae3- di propyl i sopht hal ami de; N1-{ (1S, 2R) -I
(3, 5-difluorobenayd,PrY31-[3(B~difluorobenzyl)-3-[(3-

et hyl benzgthanberod12-almy do dxyprepxyeseopf ] (AR - @2-hydr oxy- | -

nmet hyl et hzk {laox yeodtsall) soh by y N adZadiigeopyl i sopht hal anmm de;

N1- ((1S, 2R) - 2- tli‘é’{d cle ﬂ2(§;§-c¥1rf'lfulo'z'8fa&b W3- [3<3—

{[3-(trifLugypret ))aﬁ%@HéY ﬂrmd}%}x%ee iy nfe<t2 yl - N3, N3- :

di propyl i gep ,t@éte}{pn)g@,lf 2R He 5 di fl uorobenzyl )-3-[(3-

et hyl benzyl) a d ox tJ 2 et} yI hydr oxybut yl ) ben
zom e, & B:Q é??‘ f%? e e
s ?E X%%P%ﬁ %I i sopht hal am de; '

[(di nmet hy am
1S, 2R o [o3:%4 E9EPBaREXA @M lieY - 1-
(3 5[<(:||f|aé bHégf{[Z Lsgﬁzuﬁ ot &> r@f);ygrosyhbtw%{il (N3, KB

hydroxypropyl)su fonyIlbenzamide;

-T(1s,2R)-1-[3- (benzyloxy)-5-fluorobenzyl]- 2—
hydroxy—3 (isopentylamino)propyl]-5-methyl- -N*, N°-
dipropylisophthalamide;

'1-{(1S,2R)-3- (benzylamino) -1- [3- (benzyloxy) -5-
fluorobenzyl]—2—hydroxypropyl}—5—methyl—N3,N3—
dipropylisophthalamide;

. l—[(ls,2R)—l—[3—(benzyloxy)—5—fluorobenzyl]—2—
_hydroxy—3—(isopentylamino)propyl]—N3,N3—dipropylbenzene—
1,3,5-tricarboxamide;
N'-[(1S,2R) -1- (cyclohexylmethyl) -2-hydroxy-3-
(isopentylamino)propyl]—5—methyl—N3,N3—
" dipropylisophthalamide;
Nl—[(15,2R)—1—[4—(benzyloxy)benzyl]—2—hydroxy—3—
(isopentylamino)propyl]-5-methyl-N3, N3-
dipropylisophthalamide;
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- 997 20 SEPTEMBER 2006 19 JULY 2006 di propylisopht hal anm de;
N1-[ (1S, 2R)-3-{[ 2- (am nosul fonyl ) et hyl ] am no}-1- (3, 5-
di f | uorobenzyl) - 2- hydr oxypropyl ] - 5- met hyl - N3, N3- di propyl i sopht hal anm de;
N1-{(1S, 2R -I-(3,5-difluorobenzyl)-2-hydroxy-3-[(1- rretha/l hexk;l |)E
am no] propyl } - 5- met hyl - N3, N3- di propyl i sopht hal anmi de; 20 SEPTEMBER 2006

N1-{(1S, 2R)-1-(3,5-difluorobenzyl) - 2- hydroxy 3[(2- 19 JULY 2006

hydr oxypr opyl ) am no] pr opyl } - 5- net hyl - N3 di propyl i sopht hal amm de; N1-{
(1S, 2R) -1- (3, 5-difluorobenzyl) -3 (2-

et hyl hexyl ) am nlo] [ oxy 5- rret di propyl i sopht hal anm de;
N1-{ (1S, 2R)-1- é%ér%{?p f %é’ HEX E”\Eﬁox%%gyl butyl) am no]
propy! } - 5- ArEtR 8F BPopy T SBp lf?e‘flog

N1-[ (1S, Zﬁ)‘lia k?s‘o’?“th I"uor obenzyl) 2- hydr oxy 3 (pentyl ami no) propyl ]

_5-met hyl - N3, M3 ( (@5peBpy}i Sophivhananei de; (cyclohexylmethyl)-2-

N1-{ (1S, ZR)/d@}(BD@HMlﬂI—Uo,rbbbelm}zymylzadw@m@xy 3, }(o-ideydragypeat vyl )
am no] propy! } -®-et By br N33 Nave rdiyREQDYS § SOPTE-hakasyi 688)) benzyl] -

N1-{ (1S, 2R -nbdf sk pordidiyondhenay ﬂogylméehrz@w 3; 5 (B

?{gr o;;é;\exéugm(_@ggng{d@pyl }-5- rret yl - N3- di propyl i sopht hal amm de; N1-.[
- bl P O

di fl uor obEfnz I Iltgy E fr)é%/é{? %[je% I{lrg.zéer?gdro H’gl i sopht hal anmi de;

N1- ((1S,_ i/ ]T:é" oénzy

([ (2R - 2- ydr S PI0py© amno} opy! ) - 5- rrethI-NS e

di propyl i sopht¥a f@rﬁ%&ﬁ&’lN 1~ %UQRPbQU%SfIS 2dirOgerBbENZ4A) - 2- hydr oxy- 3-

(i sopent y el PeYRsTEpH) pnGD mifdréxybrdaexyi4qret hyl et hyl ) am no]

sul f onyl }mmhmh%yﬁmﬁw p?nnr?dqhe(ﬁ«ﬁ?aéamme { (1S, 2R) S1- (3,

5-di f | uor obenzyt-) (18; 2§) {B-hydroxy-3- (isopentylamino) -1~ (4-

et hynyl bemzyh&mﬁrmy]l-)gfbpgt Dx-paeapyl }a5-N°F( 2- hydr oxy-I , 1-

di met hyl eﬁhykc);ay’ﬂiﬂm]p&mhfamaxyic}em N3- di propyl i sopht hal amm de; 5- br onp- N1-

(15, 2R -1 didyilhdons oo fuor (@lnﬁ%h)oQgBéMH/I 2evdn oxy- 3- {[ 3-

(trifluor Q@&Mﬁ%@@ﬁ Iy NaeRE el eVAR I propyl i sopht hal anm de; -998
dipropylisophthalamide;

'-[ (1R, 28)-2-hydroxy-3- (isopentylamino)-1- (4-
methylbenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

N'- [(1R, 2S) -2-hydroxy-3-[ (3-methoxybenzyl)amino]-1-
(4—methylbenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

3-chloro-N-{ (1S5,2R)-1-(cyclohexylmethyl)-2-hydroxy-3-

[ (3-methoxybenzyl)amino]propyl}benzamide;
- 3-chloro-N-((15,2R)-1-(cyclohexylmethyl)-2-hydroxy-3-
{[3-(trifluoromethyl)benzyl]amino}propyl)benzamide;
"4-[2-(diethylamino)ethoxy]-N-{ (1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl}benzamide;

: N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-(2-
hydroxyethoxy)benzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-{(3-
ethylbenzyl)amino] -2-hydroxypropyl}-7-methoxy-4-oxo-
1,2,3,4-tetrahydronaphthalene-2-carboxamide;

4-[ (aminocarbonyl)amino]-N-{ (1S, 2R)-1-(3,5-
difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
hydroxypropyl }benzamide;
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20 SEPTEMBER 2006 19 JULY 2006 5-bronmp-N1- ((1S, 2R) -2-hydroxy-I1- (2, 3,
4 trifluorobenzyl)-3-{[3- (trifluoronethyl)benzyl]am no}propyl)-N3, N3-

di propyl i sopht hal am de; N-{(IS, 2R)-1-(3, 5-di fl uorobenzyl ) 3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 3- (2- et hyl but anoyl ) - 5-__net hgl benzam de
hydr ochl ori de; N1-{(1S, 2R)-1-(3,5-difl uorobenzyl)- 3- [(C:‘?OSEPTE"’1B R 2006

et hyl benzyl ) am no] - 2- hydr oxypropyl } - 5-{[ (2- met hoxyet hyl )am1rggbLy 2006

sul fonyl }- N3, N3- di propyl i sopht hal anm de; .NL-{ (1S, 2R) -1-

S5-di fluorobenzyl) -3- - et hynyl benzyl )am noj - 2- hydr oxypr opyI }-5-{[(2-

Rﬁ’?zigy(;khyl ) nogl@;u %?‘3 d| roypyll isopht bal a orobenzyl)
et hyl benz% ; r}gag% % z}ylé %?%Wr(?y(lé N N~

propyl pent'a ‘ochl ori de; N1- (sec- butyI ) -N3-{ (IS, 2R -1-
(3, 5- d|f|u0rdbehQ%ﬂ R)gl 3 5- dlfluorobenzyl) -3-[(3

[ (3- et hyl béhzidgratilnenino hydriosdrexapy PPy b et tndimRithopyopyl i sopht hal ani de;
N1- but yl - R@o{ndarg-22Rprbpxafile;5- di f | uor obenzyl) -3- [ (3-

et hyl benzyl ) anynoj (12, hrglr oxXypy oRMlch uor8BE Iy 1N nhpuepy|+ sopl-hal am de;

Ni-al |yl --llxll(izy%ﬂﬁﬁrlt—yéh-—wyi]kﬁér&ylaa_}nin&rpf@pyli-—5—methy1—N,N—

difl uorobamgyéayl&s[o(p%tabmaﬁlb@é\zyl ) ami noj - 2- hydroxypr0py|}

5-met hyl i sophtl\lp (alrg (3% z%ﬂu% I glg. é -1- _
met hyl | s08 géﬁi af? %amm Al |uo?£§ G °py' e
ethylbenz

leerX propyl} N3, N3- d| i sobutyl -

met hyl i sopht half arh 4e; 2 16 2R 13}3 5-djfl uorobenzyl ) - 2- hydr oxy- 3- ({ 3-

[(1Z) - pr. oﬁhiowﬁﬂq%ﬁfw%ﬂm%w@w Tmsn%ﬂh Vi3-R3, N3-

di propyl i S6phtHzabanzyé Y{uayPRPPYL | 35 50RK M LadY dbenzyl ) - 3- {[ 3-

(et hyl sul fibﬁWBﬁﬁérﬁ’Flh]t ﬁllﬁlb} 1. hydr oxypr opyl ) - 5- met hyl -

N3, N3- di pr opylN'saphthak e -de;, S-difluorobenzyl)-2-hydroxy-3-[ (3-

N1- ( (1S, 2Rp rdhd 13, b-4divilbuop phenzirlo) p2ehy tlf ©5yeed hffL N>, N3~

(3- |odophamyi:c)mylcnls@pmpyunammo} propyl ) - 5- met hyl - N3, N3-

di propyl i sophthal @, de) -1-99% 120 -RERTEMBER 2006 19 JULY 2006

N -(1-(3, éegmimr@@qnamm@}’sz{&p%l(}ebhybaaﬂ =gl 10-
dihydroanthracene-2-carboxamide;

N-{ (1S, 2R)-1-benzyl-2-hydroxy-3-[(3-
methoxybenzyl)amino]propyl}-4- (benzyloxy)benzamide;

l—{(1S,2R)—l—(3,5—difluorobenzyl)—2—hydroxy—3—
[(1,7,7-trimethylbicyclo(2.2.1)hept-2-yl)amino]propyl}-5-
methyl—Na,N3—dipropylisophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-N>-ethoxy-5-
methylisophthalamide;

'-(allyloxy)-N>-{(1S,2R)-1-(3,5-difluorobenzyl) -3-
[ (3-ethylbenzyl)amino]-2-hydroxypropyl}-5-
‘methylisophthalamide;

'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-N>-isobutoxy-5-
methylisophthalamide;

N'-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
.ethylbenzyl)amino]—2—hydroxypropyl}—5—methyl—N3—
(2,2,3,3,3-pentafluoropropyl) isophthalamide;

ethyl 4-({3-[({(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-hydroxypropyl}amino)carbonyl]-5-
methylbenzoyl}amino)butanoate;
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met hyl - 2- oxoet hyl ] am no} - 2- hydr oxypropyl ) - 5- net hyl - N,

di propyl i sopht hal am de; N1-[(1S,2R)-3-[(1,1'-biphenyl-3-yl net hyl )am no] - 1-
(3, 5-difluorobenzyl)-2-hydroxypropyl ] -5- et hyl - N3, N3-

~di propyl i sopht hal am de; N1-{(1S, 2R)-1-(3, 5-difl uor obenleg g roxo\é 3-1(3-
hydr oxy- | - phenyl propyl ) ani no] pr.opyl } - 5- met hyl - N3, N3- 0 SEPTEMBER 20

di propyl i sopht hal am de; N1-cycliohexyl -N3-{(1S, 2R)-1-(3, 5-di fiouorebwezyl ) - 3-
[ (3-ethyl benzyl)am no] - 2- hydroxypropyl }- N1, 5- di net hyl i sopht hal am de;

N1-cycl ohexyl - N3- {(1S 2R) - 1- (3, 5-di fl uor obenzyl) 3- [(3-ethyl penzyl)am no]
- 2- hydr oxypr op 1 } H} rret Xl i sqpht r}1

N1- (( 1S, 2R)- g‘i ? Jﬁn 2°h g {rgé -

trifl , N3

(1ot vor grath Z?i LAt i%‘)ﬁé’@it B

NL-[ (1S, 2R) - 3 {-3-((6y SR bpF oISl fid) beriy Jvdni-Aof (1=
(3, 5- dlfI8@h®b@¢ﬂ5&%-&Elhyﬂr%X@Xﬂﬁﬂ%MPFOEYhhﬂﬁyl2%@ Ra3,4,4,4-

di propyl i Sephe hbtamggyl) -S-methylisophthalamide;

N1-[ (1S, 2R) - 3-§{-3-((ey 2k ppr-opy,|sae AO) besaH]yani-nohydroxy-3-[2- (4-

(3, 5-di f| weenbesat Jros iy dasxyMaRHoby s eMyMle&? Ng-

di propyl i a@pmmmmhamm 3-({[ (2R 39)- (3 5 di f | uor ophenyl ) - 3- ({ 3-

[ (di propyl am _)

hydr oxybu ¥k iz %X él%% %ﬁ Mﬂ;
NI [ (15,28 i,% ag&t i
[rrethyl(rre mn enznl mno ro A5 nmet hyl -

3, N3- di prop 3, Ndiflucrgbenty '13y - 5-difl uorobenzyl) - 3-
({ 3- [(su r’r‘é‘ §aﬂf THRA %ﬁfypyéh% n"o‘)L2 hydroxypropyl] 5-

net hyl - hBhb(Brai‘xﬁf&WI <§‘85h¥h%ﬁl rwé)amlnolbenzamlder

N1- ( (1S, 2R) - 1-§-3{ B-99i2R)) vor 0behziil £iudxppdn{ Bt) - (3-

et hyl phengkheyicd orlo pyli hait 2ve) yd=dxyehr ogy pr -0yl ()3-—5 met hyl -

N3, N3- di phepydx gopiptyial(agtdel sWNIFony(1Sni 2R)berlzam(ide; 5- di f | uor obenzyl ) -3-{
L1 (3 oLy e ke Py gt L 378 Nolei2oyde xyr ORvr: sy

et hynyl - 3dic9{d%%|z'y§?91h Mﬁf@p@ﬁ}—

5-difl uora@ Baywlso%h&hh am{

ﬁé?%' F?enyl £ %zu h¥|][(§n% dO}f&EOQXQ@ [ééPTEIVBER 2006 19 JULY
it Yu

2006~ Ni- oro 3 Oqi’ﬁz r%?y 3-({3
[(rret hyl s ony am no {f amm
. N3- di pro I ¥SOpit Rl aﬂwél —dlfluorobenzyl
ylbenzyl amino]-2-hydroxypropyl}-3-

[(methylsulfonyl)amlno]benzamide;

N'-[(1S,2R)-1-(3,5- difluorobenzyl)-2-hydroxy- 3—
(1sopentylam1no)propyl] -5-[ (methylsulfonyl)amino] -N3 N -
'dlpropyllsophthalamlde,

[(1S 2R)-1-(3,5- dlfluorobenzyl) —-2- hydroxy-3-
(1sopentylam1no)propyl] -N3, N3 -dipropyl-5-
{[(trlfluoromethyl)sulfonyl]amlno}lsophthalamlde,

" N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3~
- ethylbenzyl)amino]-2-hydroxypropyl}-4-
{[(trifluoromethyl)sulfonyl]aminoc}benzamide;
‘ N'-{(15,2R)-1-(3,5-difluorobenzyl)-3-1 (3~
‘ethylbenzyl)amino]-2-hydroxypropyl}-5-{[ (2-hydroxy-1,1-
dimethylethyl)amino]sulfonyl}-N°, N>~
dipropylisophthalamide;

N-{(15,2R)-1-(3,5-difluorobenzyl)-3-[ (3~
ethylbenzyl)amino] -2-hydroxypropyl}-3-{[ (2-hydroxy-1,1-
dimethylethyl)amino]sulfonyl}benzamide; .
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N1-[ (1S, 2R) - 3-[ (3-cyanobenzyl) am no]-1-(3,5

di f1 uor obenzyl ) - 2- hydr oxypropyl ] - 5- net hyl - N3, N3- di propyl i sopht hal am de;
N -((1S, 2R)-1-(3,5-difl uorobenzyl)-2-hydroxy- 3-

{[(I'S)-1-](isobutylam no)(oxo)nethyl]-3-

I
(et hyl t hi o) propyl ] am no} propyl ) -5-nmet hyl -N, N- di propyl ?%%ﬁ?ﬂ?ﬂﬁ?%ﬁqoae
N1-[ (1S, 2R)- 1- (3, 5-di fl uorobenzyl )-3-({3-[ (| E) - hex- 1- 19 JULY 2006
enyl ] benzyl } am no) - 2- hydr oxypr opyl ] - 5- met hyl - N3, N3- di propyl i sopht hal am de;
N1-[ (IS, 2R) - 3- [(3 aIIyI benzyl)arri no] 1 (3, 5-

di fluor obenzyl 1 | - ropyl i sopht hal am de;
N1-[ (1S, ZR% % r‘i Y M P
di fl uorob g y B%/’ S NS( “di propyl i sopht hal anmi de;
CNL-{ (IS, 2 O%P%O “Hyd¥ oxy- 3- [ ( 3-

pentyl ben thyI N3 N3- di propyl i sopht hal am de;

N1-{ (1S, 2R)-1I - Iﬂ%{Slér?RmD@e@zﬁuleomWJ@ (83- '
pent - 4- en?ltbéh}zwz)idmaﬁ‘e}lpﬁO?JyTP}}dWh?}z’l N3 Ng- [2d| propyl i sopht hal ami de; N -
[ (15, 2R) (mgthylyming)eltopéheydisertiipna an] N'41- (3,5- difluorobenzyl)

- 2- hydr ox{pPopgyY]iscphibehpnidg, N3- di propyl i sopht hal ani de;

N1-[ (1S, 2R) - 3-f(-3-cgcbehexylHhehayk) ast swemzl1( 3351 (3-

di f | uor obeRgyiBer?znydmaxy pr oy droxyisebpyl 1 N3s (N32-di propyl i sopht hal am de;

Nl [ (1S, 2E@dzoiiéaﬁﬁu@m@hsxgﬁI&ﬁdyﬂn}henfyhhpﬂ$§wmr§bphtha1amlde,

' (3, 5- d|qu0r g1Y§ Y‘E' YA l% fh_y% Jorobenzyl) 3-[ (3- hex- 5-

di propyli

eﬁyl E)e/nz%E aﬁ 1 i ¢:N3, N3- di propyl i sopht hal am de;
- met hyl g }g}{] % X uoro henylé

({3-[(di prop |%mi [ﬁbl)Sd By Mx%t R Pﬁ%h% i nd) = -pU1S, 2R) |
hydroxybut M%Pﬁ yphehyl (]3‘2t th Tﬁldﬁéﬁé‘ﬁt] 62"

[(1S, QR)ir%Xs{F[@P(YAJ oBaPmsblelmP S iy der
(3 5-di f | uor obznizly(2r, ZShde OXyPrauify up 5p et iy ~3NJ ,{ Bi3-
di propyl i $ephthaddrirdep) ea i@yl 120 -SEPAEMBER (3006niho) IZEY 2006
N1- [ (1S, 2RydBeox{iB:t(y3-leypanopeopyl 2bénzyFlamiamdlenlylcarbamate;
(3, 5-di f| uor obenga ihoduhydh pxyropyl § - &rynat-hyl, sNgi M3rorobenzyl) -
dlpropy|ISOPWQIEﬂHyDH@ﬂkyl)amino]—2—hydroxypropyl}—N%Pﬁ—
N1-[ (1S, ZBlpsoMlSrs(o@h@&am@@mey;l ) benzyl ] am no} - 1- (3, 5-
-{(18,2R)-1-(3,5-difluorobenzyl) -3~ [( -
ethylbenzyl)amlno] 2 hydroxypropyl} -5-{[¢(
hydroxyethyl)amlno]sulfonyl} -N3 propyllsophthalamide;
N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3- ]
ethylbenzyl)amino]-2-hydroxypropyl}-5-({[(1S)-2-hydroxy-1-
methylethyl]amino}sulfonyl)—N3,N3—dipropylisththalamide;
N?—{(1S,2R)—1—(3,5—difluorobenzyl)—3—{(3—
ethylbenzyl)amino] -2-hydroxypropyl}-5-({[ (1R) -2-hydroxy-1- .
methylethyl]amino}sulfonyl)-N*, N®*-dipropylisophthalammide;
l-((1S,2R) -2-hydroxy-1-(2,3,5-trifluorobenzyl) -3~
{[3-(trifluoromethyl)benzyl]amino}propyl)-5-methyl-N*, N3-
dipropylisophthalammide; '

. . N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-(2-ethyl-1-
hydroxybutyl)benzammide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
‘ethylbenzyl)amino]-2-hydroxypropyl}-5-
[ (dimethylamino) sulfonyl]-N?,N*~dipropylisophthalamide;
N¥—{(lS,2R)—3—{[1—(aminocarbonyl)cyclohexyl]amino}—l—
(3,5-difluorobenzyl)-2-hydroxypropyl]-5-methyl-N>, N°-
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di f 1 uorobenzyl ) - 2- hydr oxypr opyl ] - 5- met hyl - N3, N3- di propyl i sopht hal am de;
N1-[ (1S, 2R) - 3-{[ 3- (6- cyanohexyl ) benzyl ] am no} - 1-( 3, 5-

di fl uorobenzyl) - 2- hydr oxypropyl ] - 5- met hyl - N3, N3- di propyl i sopht hal an de;
N1- ((1S, 2R)-1-(3, 5-difluorobenzyl)-2-hydroxy- 3- :
{[(1S)-1-[(isobutyl ani no) carbonyl ] - 3- | 20 SEPTEMBER 2006
(et hyl sul fonyl ) propyl ] ami no} propyl ) - 5- net hyl - N3, N3- 19 JULY 2006

di propyl i sopht hal am de; N1-butyl-N3-{ (1S, 2R) -1- (3, 5-difluorobenzyl)
-2- . hydr oxy 3-[(3-isopropyl benzyl ) am no] propyl }- N1, 5-

dlrrethyll ; S, 2R -1- (3, 5dif|uorobenzy|) -3-{ [1-
(3- ethyl % ??i aggrggl%ha mﬂg(l(l%am no} - 2- hydr oxypropyl) g

hydr oxy-1, | - d| 1?ha‘t[H Ise?]ﬁi//T PPBH%H? Né 1@?@3‘%&/‘]]1 <'opRthal ani de;

NL- { (1S lﬁh)lorqber(zafl 52dPY‘P{R)>FBGHé’ﬁ’2/3}I |

et hyl benz?ll?éﬁi’h%’]s"?w&%%’i}b‘?%'pyl }-5-

{met hyl [ (triflwor{amst by } 5ul F,ardilfaod na)erN3; IN32 -ty propyt I-slapht hal ami de; NI1-
[ (I'S, 2RpetBylfeyl)epriopybaopyb)-5-heth) -8, N’-

di f1 uor obenpybpy Pidvpdicdeypmopge | - 5- {[ ( 2- hydr oxy- |

di met hyl et hyl ) grinqksuk{ ony|3, 5N%’1|§§uogékpér%»il L %ogp&P@t jdep-, NL-{. (1S, 2R)
-1- (3, 5 %%H%PJ%%H% )mo oo p}:@} se @xhpﬁn\?@ywam noj - i hydr oxypr opy! } - 5-
[ met hyl (ggwgﬁiﬂg N3- di propyl i sopht haI am de;

N1- but yl f| b 3-
et hy:JpKenyI % et )5}’ ?h)ﬂlé@pg uoro egﬁ |[)(§‘- 35_ B
di net hyl i §6EH IH%I? © y Xypro -

N - (1S, SRPEIRY L SRR RISy ) - 2- hydroxy 3-{[3-

(trifl uoromet W9 iba6zgR] ahi o} pIdB 5y b x Goemely I-2NBy Aigexy—3- [ (
“di propy! i sbphy habtant)dering] br epml NB-eLBy 1 2R), N1 -
(2, 4-di f| dorobenyidophzhhydnpkye
3-{[3-(trifl uoxonmtibybkbenzyi,]saniimohof S Iy IN32NByd gbpf-apyl i sopht hal ani de;
- 1002 2QpSEPTEMBER)2006v1 195 Jdohy2086, n°NI- ((1S, 2R) -1- (3,
5-di f1 uor @bgRayy )i scrtihbh ambdde ;
et hyl phenyl )Cyﬁ]' qpt @p¥ JaI“ 930}5-% BY L OXYRIQRY L h- Ry &LIWNIA - [ (5-

N3, N3- di pt, 3

N1-cycl obld%ng fg%o ylcf f5l SSF% lenNzyf\I) 3-

[ (3-ethylb pyl%RﬁS rreth |ISO£)hth
N1-cycl opentyl '13 (SSde&F‘f”F Wégr)iz I' Y3t

roxyhexyl)amlno]propyl} -methy
dlpropyllsophthalammlde,

N'-[ (1S, 2R)-3-[ (3-butoxypropyl)amino]l-1- (3, 5-
difluorobenzyl)-2—hydroxypropyl]—5—methyl—N3,N3—
dipropylisophthalammide; .

'-((15,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
{[(2R)—2—hydroxypropyl]amino}propyl)—5—methyl—N3,N3—
dipropylisophthalammide;

NI—I(lS[ZR)—l—(3,5—difluorobenzyl)—2—hydroxy—3—
(isopentylamino)propyl]-5-{[ (2-hydroxy-1,1-
dimethylethyl)amino]sulfonyl}-N3, N°-
dipropylisophthalammide;

: N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
_ethYnylbenzyl)amino]—2—hydroxypropyl}—5—{{(2—hydroxy—1,1—
dimethylethyl)amino]sulfonyl}-N3,N>-
dipropylisophthalammide;

5-bromo-N'- ((1S,2R)-1-[3-fluoro-4-
(trifluoromethyl)benzyl]-2-hydroxy-3-{[3-
(trifluoromethyl)benzyl]amino}propyl)—N3,N3—
dipropylisophthalammide;
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[ (3-ethyl benzyl)am no] - 2- hydr oxypropyl }-5- nethyl isophthalamde; N1-{ (1S,

2R) -1- (3, 5-difluorobenzyl) -3- [ (3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 5- net hyl - N3- pentyl i sopht hal am de;
.N1-{ (1S, 2R) -1- (3, 5d|fluorobenzyl) -3- [ (3-

et hyl benzyl ) ani no] - 2- hydr oxypr opyl } - N3-i sopent yl - 5- et #y35"6YRERAIAni de;
N1-{ (1S, 2R) -Il- (3, 5-difl uorobenzyl ) -3- [ (3- 19 JULY 2006

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - N3- et hyl - N3- ( 2-
hydr oxyet hyl ) - 5- met hyl i sopht hal arri de;

S “N‘Efgﬂ?%é i ottt

met hyl i so sd{.§ | uorobenzyl) -3- [ (3-
et hyl benzg an np. Onfth e (ZEJ’Fo]aH\ %ﬂoﬂﬁrf’éylr?e%h()&yet hyl ) -
N3, 5-di ne

flps;'oig AR am

N1-cycl opent yI NN £8) ZP)@ i@l@@@ﬁphéﬁbb@nz%rl[) 33-

[ (3-ethyl Eéhzwe)ra?mlﬁ@]mzohy%thWpPym 5= (dierpyhyb i sophtidl-am de; N1- {
(1S, 2R) mpthyBoermzagiifleubydbesiddnided- [ (3-

et hyl benzyl ) ami'rq](18; by d¥ oxeaprepy ) adekeriymet By [ tN3- pentyl

i sopht hal aghdeyedNl1)) a(nlSo] 2R hydroxydropyd} f3-uar@benzyl ) -3- [ (3-

et hyl benzyk} iads yeodhryd-) Byd h 6 Xy fapyi ) ~NS-32- hydroxyet hyI )-5- -

met hy! - mdppe@gﬂm@mhanmm Ni-{ (1S, 2R -I- 5-di f| uor obenzyl)
;ré’;hLAZ’t p: et et it SRS TR
HYdrokyp T
5-difl . :
ot hyl b3ﬁ£§ ﬁgaggfx;ﬁfoow R ﬁyFr?\%Yllf"phthﬁy? 9% ohexyl )
i sopht hal amd _

5 f3ugr pPet Hherzy ¢ %
et hyl benz§F¥ H?ersz]yl W&HPJ)X%/_ P XP’PNSPX%L TRETIRORY fPly %
net hyl - N3PpPRPYRSEGPRYRAPaNT de:de hygpsch ber istEpTEMBER 2006 19 JULY 2006
NL-{ (1S, 2R)- 1- r(13 Sedrlblhuolr O'bléﬂty1$r23°v[(l3 3,5-difluorobenzyl) -3~
et hyl benzyl }eet mdlbe2zlyy tlankypr-Goylypr NSy iBorni 19(-3-methy 1 -N*-
nmet hoxyet hybpybirgmthtphil sopdk hal am de; N1-al |yl -N -cycl ohexyl-N3- { (1S,
2R) -1- (3, 5 wi-buyoratenzyk) 28y {(3cHtshyl benzydyardyngl-s2¢ hydr oxypropyl } -
5-net hyl i sepPifal Am) deindll-1-H{ykSoxgBYy opitt ) {3 meondithuor obenzyl) -3- [ (3-
et hyl benzyl gyl njphdhaydroxypropyl } - 5- nmet hyl - N3, N3- di pentyl i sopht hal am de;
Nl—allyl—Nl—cyclopentyl—N3—{(1S,2R)—l—(3,5—
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-hydroxypropyl}-
5-methylisophthalamide;
N', N'-dibutyl-N’-{ (1S, 2R)-1-(3,5-difluorobenzyl) -3-
{{3-ethylbenzyl)amino]-2-hydroxypropyl}-5-
methylisophthalamide;

'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-N°,N°-diisobutyl-5-
methylisophthalamide;

N'-[(1S,2R)-1-(3,5-difluorobenzyl) -2-hydroxy-3- ({3-
[(12) -prop-l-enyllbenzyl}amino)propyl]-5-methyl-N3?, N3-
dipropylisophthalamide;

'-((1S,2R)-1-(3,5-difluorobenzyl)-3-{[3-
(ethylsulfonyl)benzyl]lamino}-2-hydroxypropyl)-5-methyl-
N3,N3—dipropylisophthalamide;

_ N'-((1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-{[1-
(3-iodophenyl) cyclopropyl]amino}propyl) -5-methyl-N>, N°-
dipropylisophthalamide;
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N1-{ (1S, 2R)-1-(3,5-difluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - N3, N3- bi s( 2-

et hoxyet hyl ) - 5- et hyl i sopht hal am de; N1-butyl-N3- ((1S, 2R) -1- (3,

5-di fl uorobenzyl) -3- { [ 1- (3-

et hyl phenyl ) cycl opropyl ] ani no} - 2- hydr oxypr opyl ) - N1, 5- 20 SEPTEMBER 2006

di met hyl i sopht hal am de; N1-( (1S, 2R)-1-(3,5-difl uorobenzyl ) - 3roluLdy bods

et hyl phenyl ) cycl opr opyl ] am no} - 2- hydr oxypropyl ) -5-{[ ( 2-

hydr oxy- 1, 1- di net hyl et hyl ) am no] sul fonyl }- N3, N3- di propylisopht hal am de;
N1-{ (1S, 2R)- 1- d|flur

1234tetrah§</ g‘ﬁ Céie)élrﬁy @’%jt@ #@‘%‘h
N3, N3- di pF' &g l“‘Nl {_h 3mekt %IJrTPf d‘brobenzyl) -3-
(3- ethyl B& Wjjdvﬁor%l] ﬁ%‘?%rxypr opy! } 5-(3-

hydr oxypr opy! Y8 ullf(@fyER): NB; N3~ di' pb@]plyﬁkril}sbmﬂalleahyb)eammp £1€1s, 2R) -1- (3,
5-di f | uor dBehzyi§lucg:obpnggl) -2-hydroxypropyl]-5-methyl-N°, N°~

et hyl benz¢ipaepnio]sophiipdt exygegopyl } - 5- ({. [ (2R) - 2- hydroxypropyl ] am no}
sul fonyl ) - N3, Ng- (diL pf opy+i-sepht-hak and 8senzy1) -2-hydroxy-3-[(3-

N-{ (1S, 2R)uyar&ny)r@hﬁelnyQﬁQWMﬂm%ﬂ[o(cépyl}—5—meth 1-N%, N3-

et hyl benzm@a@ﬁq]go%hlﬂyggngﬁgy&gopyl 4 [(rret hyl sulyf onyI ) met hyl ] benzam de;

N-{ (1S, 2R) - 1( Iuoro n
et hyl benz | 9%& ghS d%f %?robenzyl) -3-

nmet hyl pengéngyh 1ks)§n§t g&h roch or | égsr y]{} 1S 2R) -1- (3,

5-di fl uor obenz ]) § i/l benzyl ) am no] - 2- hydr oxy ro§)yl }-5-

[ (et hyl sul f ol IFFaATA KBNSI\NB%I opyilidé Fnr%flqklﬁr@@enzy -3-

N-{ (1S, 2R} {1-¢ B 5-hgney b?‘ﬁb@?ﬂz’;ﬂ )hygrpézpropyl} —ethyl-5-

et hyl benz?ﬂl&kﬁ%lrﬁﬂphzhﬁ%’i“b%fpr opyl }-3-[(3- hydroxypropyl) (nethyl sul fonyl)
am no] benzam d&:- ((1400%) - 120 35EPA ENVBER 206G v1192 I BB - { [3-

N-{ (1S, 2R) £ 41 £ Bydbeathefchydr bdenzyllaymi 3o pBopyl) -5-ethynyl-N3, N3-

et hyl benzylpaspyid]sophhydl exyqeopyl } - 4- (et hyl sul fonyl ) benzam de;  N1-{
(1S, 2R) -1- Q@h[?lg'iiugfqq%u%Xb%loﬁ&oﬂyﬁéalno benzyl]amino}-1-

et hyl benz)(b)?'rﬂl uo%og¥g£ i()ym—%grﬁlrhx§p£é _'& ]S-)S' ethyl-N3, N3
hydroxyprgpﬁy,{ l@g gl@ gpg&y C)e - di propyli soph%/hal am de;

N-{(1S, 2R
et hyl benz éf( Pyalif‘]‘ﬁna %?fgf El}m} hyl sul fonyl )
ani noj ben y | gog E tryIXé?n 1°(SRYRY Iué obenzyl ) - 2-
hydroxyproplfl’f(]p 41L énzam de;

thyl - 2R 33) (3, 5- difluorophenyl)-3-({3-

[(dlpropylamlno carbonyl] 5 -methylbenzoyl}lamino) -2~
hydroxybutyl]amino}methyl)phenyl (methyl) carbamate;

Nl—[(18,2R)—l—(3,5-difluorobenzyl)—2—hydroxy—3—({3—
[methyl (methylsulfonyl)amino]lbenzyl}amino)propyl]-5-
methyl-N?, N*-dipropylisophthalamide;

N'-[(1S,2R)-1-(3,5-difluorobenzyl)-3- ({3-

[ (dimethylamino) sulfonyl]lbenzyl}amine)-2-hydroxypropyl]-5-
. methyl-N3,N3-dipropylisophthalamide;

'~ ((18,2R)-1-(3,5-difluorobenzyl) -3-{[1-(3-
ethylphenyl) cyclopropyl]lamino}-2~hydroxypropyl)-5-methyl-
N°,N’~dipropylisophthalamide;

N'- ((1S,2R)-1-(3,5-difluorobenzyl) -3-{ [1- (3-
ethylphenyl)-1-methylethyl]amino}-2-hydroxypropyl) -5-
ethynyl-N?, N°~-dipropylisophthalamide;

' Nl—((lS,2R)—l—(3,5—difluorobenzyl)—3—{[l—(3—
ethylphenyl)-1l-methylethyl]amino}-2-hydroxypropyl)-5-
methyl-N*, N’-dipropylisophthalamide;
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N-{(1S, 2R)-1-(3,5-difluorobenzyl)-3-[(3

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 2-

{[ (ettyl am no) car bonyl ] am no} benzani de;
3-(1l-cyanoethyl)-N{(1S, 2R)-1-(3, 5-di fl uorobenzyl)-3
[ (3- et hyl benzyl ) ani no] - 2- hydr oxypr opyl } benzani de; 20 SEPTEMBER 2006
3-acetyl -N-[(1S, 2R) - 3- (benzyl am no) - 1-(3,5- 19 JULY 2006
di f | uorobenzyl) - 2- hydr oxypropyl ] benzam de;

N -{(1S, 2R)-1-(3, 5- difluorobenzyl) 2- hydroxy 3-[(7-
rrethoxy12341t dron t hal ngl

met hy! - 2 ?%9 ht%& 511 gl 3/ Y? 2 Eeygp¥;ﬁ% (3~
5. dlfluor }aml propy S5-methyl-
enyl ani no a 63’(%% Spo } 3 ﬁ%f‘?ﬁ/l -N3, N3- di pr opyI i sopht hal ani de;

N -{ (1S, 2R) 1 1%13 (518 2RLUoHobEmeyRpoRe{ L) amino] -1~ (3,

et hyl benz ¢l ¥ hnd rad]enzyRy d? oygr @pydersd 1 {5+ T[leié"tﬁﬁle (Iﬁre‘t hyl) amino ] sul fonyl
} -N3, N3digrprovphddrdsphtamlded de; N-{ (1S, 2R)-1-(3, 5-di fl uorobenzyl)-3-[(3-
et hyl benzyl ) anii noj (12, xgdr oxypy opulthudrbben z fydrexyatbyy) {+et hyl sul f onyl)

am no] benzam ge;1- H-ikoetey Mm{H{)SoxB) mdt k21 ¥-di f | uor obenzyl ) - 3-[ ( 3-

et hyl benzying ey N0l i-od pRyely O XMW rbphi3) NS-meélinyriepy hi-sopht hal am de;

N-{ (1S, 2Rhlbr&ﬁytisﬁp&ku@n@@ﬁ@gyl) 3-[(3-

et hyl benzyl)a mce] drlox rsopy L E‘“ A i e _1_
Tk ekl

el érs T T
et hyl benzyiL prop¥ -3- [(rethyl sul fongll ) met hyl ] benzam de; -
1005 20 SEPTF_II\/BEFQléO 330941 ? Nla l(;l §12R); (3,

5-di f | uor 8b&RIYA be“@-yltxﬂg?:hﬁéqmylﬁ’éﬁfw ani 2y oxy. pr opyl }-5-[ (4-
hydroxybu?frPf%@f ISPt NZ3%i propyl i sopht hal ami de  hydrochi ori de; Ni-{
(1S, 2R -1- (8-[51ditRuor-oberbykylbSrzyfl)@8ino]-1-(3,5-

et hyl benzyk ¥ 2o najen2yy d? exypropplrppsi { f {2rethyl-N°, N’

hydr oxyet Byb) et iplphaike hafusidd;onyl } - N3, N3- di propyl i sopht hal am de; N1-{
(1S, 2R -1- (B~ (319 i&}lolrﬂ(@eféz)ﬂh)flu&oh[en(z%) 2-hydroxy-3-[ (3

et hyl benZ?ﬁE%@WMz‘y&)QM@ﬁ@Kp’ lb=Rethyl-N°, N°-

[ (et hyl anumg}@x}lfl% EnDBam3sdi propyl i sopht hal ani de;

N-{(1S, 2R) -1- (& orob nzyl

et hyl benzge)lgna ngrly % ¥d£pg<%ién%0qdl i Cgi‘(a nhéycjl1 chXP rOXryopyI[FSent yl ) benzam de;

dipropylisophthalamide;

1—[(lS,2R)—3—[(3-—cyclopentylbenzyl)amino]—l—(3,5—
.difluorobenzyl)—2—hydroxypropyl]—5—methyl—N3,N3—
dipropylisophthalamide;

- N'-[(1S,2R)-3-[(3-cyclohexylbenzyl)amino]-1-(3,5- '
difluorobenzyl)-2- hydroxypropyl]—5—methyl—N3,N34
dlpropyllsophthalamlde,

-T1(1S,2R)-3-{[3- (cyclohexylmethyl)benzyl]amlno} 1-
(3 5~ dlfluorobenzyl) —-2-hydroxypropyl]-5-methyl- N3, N3-
dipropylisophthalamide;
' . N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-hex-5-
'enylbénzyl)amino]—2—hydroxypropyl}—5—methyl—N3,N3—
;dipropylisophthalamide,
methyl (2S8)-3-[3-({[(2R,38)-4-(3,5-difluorophenyl)-3-
({3 [ (dipropylamino) carbonyl]-5-methylbenzoyl}amino)-2-
hydroxybutyl]amlno}methyl)phenyl] -2-methylpropanoate;
'Nl—{(18,2R)—3-{[3—(4—chlorobutyl)benzyl]amino}—l—

(3,5-difluorobenzyl)-2-hydroxypropyl]-5-methyl-N3, N*-
dipropylisophthalamide;
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N-{(1R 2R)-1-(3,5-difluorobenzyl
et hyl benzyl ) am no] - 2- hydr oxypr op

)-3-[(3-
yl'}-3
N-{(1S, 2R)-1- (3, 5-di fluorobenzyl)-3-[(3-
yl'}-3
)-3

i sobutyryl benzam de; hydrochl ori de;

(
(

3
et hyl benzyl ) am no] - 2- hydr oxypr op -(2- propyl pentanoyl ) benzam de
N-{ (1S, 2R) - 1- (3, 5- di f | uorobenzyl ) - 3- [ ( 3- Yo dERTRGBER 56

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 3-(2- et hyl but anoyl ) benzgniude2o0s
hydrochl oride; N -((1S,2R)-1-(3,5-difluorobenzyl)-3-{[(1S)-2-
. (ethyl am no) -1 - net hyI 2- oxoet hyI ] am no} - 2- hydr oxypropyl) -

5-net hyl - N, N- dj jpr opt _

ﬁ'ld{(ls |2R§hé 3 f[lgg:é fﬁ’? d‘flyin %Orpd’ %ﬁm?o&}
ydr oxy- opyioy

di propyl i §6Bht ]rls [(| S, 2R) - 3 {[(13) 2- (benzyl ami no) - 1- et hyl -
oxoet hyl ] am noy (¢ 3;%Bth31ﬁﬁﬁrdﬁeﬁz?mqbQPﬁiy@ﬁ@% ybtapinql-8- (3, 5=

met hyl - N, N8 peopAnizyd phe hay &rd 0 oRy L] {31 tipR- N N3, 5-di f| uor obenzyl )
-3-{ [2- (dPreryihdsorbidpréenyddiam no} - 2- hydroxypropyl) 5- et hyl -

N3, N3- di pr opylw'sqphthak prd-de;3- (BlcydndHexy13Benz31 ] 4l 2o -ai-g3( 8-

hydr oxyet bByk) adi srdretyy - any )<y porody 21 db fhdranabenzyl-) - 2-
hydroxyprapykipﬁiﬂﬁaﬂmthamBmBQEdipropylisophthalanide or a pharnaceutically

accept abl e sal 1 th?ﬁl-e gogl(:i E} rl)z_s gﬁ 3JULY 2006 19. A
n

conpound \{\/@ )_ > [ (3-

ethylbenz
hydr oxyet EEH L m no
u

tE‘P’omo r{fl { (1S, 2R) -1-

(2, 4-dif ro enz¥ry et%yl benz I)am noj - 2- hydr oxypr opyl } - N3, N3-
di propyl i sopht haPx eN ‘I‘{I- RYR) (53d5f FPTRFGIEAZYT) - 3- [ ( 3-

et hyl benz 5P ¥io] - 2 PB&%@VWZ)Y%@IN@O R@W&ky@tfrﬁn ) (et hyl sul f onyl )
ani noj ben?éﬁ?ﬁé"llﬁpﬂ‘f 198/ 3, 5-di f | uor obenzyl ) - 3- ( 3-

et hyl benzyl ) ani'ra](12, mmbx(ﬁpﬁepyf}u&ok{e(nrzeﬂhyBsU[Iﬂriy-l ) met hyl ] benzam de;

N1-{ (1S, 2RyhigIBsrB-ldi-flFuetiobbrtiywil) aBih¢ B=2- hydroxypropyl) 5-{[(2-

et hyl benzyiydaomnd],-12-dhydt oxypriogylapi bo | §dkfonyl} -N°, N*- :

hydr oxybutiyb ) epy fieophhbBatN3dadi pr opyl i sopht hal am de

N1-{ (1S, 2R)- 1-§'3,(316] sk por-ofzenzyh ¥ 1 Sodddnzy1) -3-[ (3-

et hyl benzyb) anbd1)y13 2Ry 86 pxy ekl pBobf 1 2-5-

hydr oxyet hixky et tiiranb bohstd fi9ryh FoNgl Narino}-n?, N°-
dipropylisophthalamide;

N~ (1S, 2R) -3- (cyclopropylamino) -1- (3, 5-
difluorobenzyl)-2-hydroxypropyl]l-5-{[ (2-hydroxy-1,1-
dimethylethyl)amino]sulfonyl}-N3?, N3-
dipropylisophthalamide;

~ N'-{(15,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
‘ethylbenzyl)amino] -2-hydroxypropyl}-5-

[methyl (methylsulfonyl)amino]-N3, N°-
dipropylisophthalamide;

- N'-butyl-N’-((1S,2R)~-1-(3,5-difluorobenzyl)-3-{[1-(3-
ethylphenyl)-l-methylethyl]amino}-2-hydroxypropyl)-N!, 5-
dimethylisophthalamide;

1—((lS,ZR)—l—(2,4—difluorobenzyl)—2—hydroxy—3—{'[3—
(trifluoromethyl)benzyl]amino}propyl)-5-methyl-N3, N>~
dipropylisophthalamide;

5-bromo-N'- ((1S,2R)-1- (2, 4-difluorobenzyl)-2-hydroxy-
3-{[3-(trifluoromethyl)benzyl]amino}propyl)-N3, N3~
dipropylisophthalamide;
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di propyl i sopht hal am de; N1-{ (1S, 2R) -1-
et hyl benzyl ) am no] - 2- hydr oxypropyl }-5- [(e
3, N3- di propyl i sopht hal anm de;
N1-{ (1S, 2R)-1- (3 5-di fl uorobenzyl) - 2- hydroxy-3-[ (7-
met hoxy- 1, 2, 3, 4- t et r ahydr onapht hal en- 1-yl ) ani no] pr opy| } 20 SEPTEMBER 2006
5- net hyl - N3, N3- di propyl i sopht hal am de; 19 JULY 2006
"N1-{ (1S, 2R)- 1- (3, 5-di fl uorobenzyl) - 2- hydr oxy-3-[ (7-
rret hoxy-1, 2 3, 4- tetrahydr onapht haI en- 1-yl ) am no] propyl } -

' 5-met hyl -

d| [O t
5-[(tert-b g% Y 3g{l1
di Hug;ob ugy) ggﬁgfoxypropyl -5-ethynyl-

- hydr oxyp ?ﬁ haI amide; NI-{ (1S, 2R -1- (3,
5- d|fluorobenﬂy"ry530b BL- —{(1S 2R) (3,5~ dlfluorobenzyl) -3-

et hyl benzy[( ?a@rﬂ?m]]beZLZWdﬁ@XW}WY}dIQXEPhWJI}'I\TB, N3-

di propyl i 3ephyhbdentitdelanid¢{ 1S, 2R) - 1- (3, 5-di f | uor obenzyl ) - 3-[ ( 3-

et hynyl benzyl ) @micqel oge yglr-a®y pr 0pyiR)-—a-athyyl N Neenzyl) -3-

di propyl i sqphéhay) Byendg;) Biki {4 13 -2Hrbx (Br&p @i flsuor obenzyl') - 3- {[ 1- (3-
ethynylphaeyh}pygagnwwamyhla@jno} 2- hydroxypropyl) 5-

nmet hyl - di é)b oplht ardnl &_( met hyl ) am no]
| f I %%EIIE!;Z%:L 19 JULY 2006
?g SOSYf% F}kyfnsz thg Eﬁé_ q?'mrt?x 3 i nc%i - yHr oxypropyl }-N

di pr sopht 1S 2R -1 - d| fI uor obenzyl ) -3-[( 3-
et hyI benzyl%an%‘ N8 By )d'r]ox%}p U%mbe“zy ) 3‘
{[ et hyl (n€F §‘B|Pf9bn T é(ﬁirélélelN {-1(sglsentzjré) 2 - (3,
5-di f | uor BBENRY Jrf)OPhéE afapide;
et hyl benzyl ) ami'nd](12; by ioxgBorsepy £} ade izl sakf okyl ) - N3, N
3-di pr opyktspptétmllammdes ] NA-HydrbSyp2Bpy: I-N*¢81h b €’ (aer obenzyl) -3- [ (3-
et hyl benzylyaox yejhy2-) hydnextypricmphkhsl émiddwy| sul f onyl ) -
N3, N3- dlpropylm RALhak ani de;, SHBE?Yuorobenzyl -3-(3- '
3-[(((1S, 38)1 ri:y‘:_i')gln Lgprﬁbfwxl, 3ob{Br- @LhyLb@s@we)th@mm@l 2
hydr oxypr agyh }ﬁmdm)th@aé oy} | benzoat e: .

NI-. { (15, 2R)3 1@ é?r aﬁ'taor&b%“ﬁxifiuorl ﬁ% %X e

gehgﬁﬁgllgs gﬂb 91 eéﬁé&Jéthyl)—
Ni-{ (1S, 2 ) A ¥T Ut aglﬁ‘?l _hydr ox

met hoxy-1, 2, 3, ‘tcé;‘f?# Sblrré‘phfh e"ﬂ‘-‘lyI?a WWIEszl
5- net hy |-m3mtw B el -dnPgexypropyl}-N,
N1- {(15 2R}mqtf(>ell§0@§fchab?rbmzyl) 3-[(1S)-2, 3-

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3~
ethylbenzyl)amino]-2- hydroxypropyl}—N3,5—dimethyl—N3—
pentylisophthalamide;

N'-{ (1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—N3—(2—hydroxyethyl)—5—
methyl—N3—propylisophthalamide;

1—{-(1S,2R)—1—(3,5—difluorobenzyl)—3—.[(3—
ethylbenzyl)amino] -2-hydroxypropyl}-N>-ethyl-N>- (2-
methoxyethyl) -5-methylisophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—5—methyl—N3—(2—
methylcyclohexyl) isophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—N3—(2—methoxyethyl)—5—
methyl-N>-propylisophthalamide;

(3, 5-difluorobenzyl) -3- [ (3-
t hyl am no) sul f onyl ] -
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di hydr o- 1H-i nden- 1-yl am no] - 2- hydr oxypr opyl } - 5- net hyl -

N3, N3- di propyl i sophthal am de; N-{(IS, 2R)-1-(3,5-difluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 4-

{[ et hyl (net hyl ) am no] sul fonyl } benzam de; form c acid conpound with

N-{ (1S, 2R)-1- (3, 5- di fl uorobenzyl)-3-[ (3-et hyl benzyl ) anfhgj~5MBER 2006

hydr oxypropyl } - 4-{[ et hyl (et hyl ) am no] sul f onyl } benzamni de - N-1g{yu(t&062R) - 1-
(3, 5-difluorobenzyl) -3- [ (3- ethyl benzyl)am no]-2-hydroxypropyl}-3,5-

di met hyl benzam de; N-((IS, 2R)-I -(3,5-difl uorobenzyl) 3-{[1-(3-

-eth | ph |
ethynyl pheny| Jeygl %QPY g5‘ fﬁaw JBH S N (15,20 -1-(3.5-

(et hoxyrret | ) be z

di fl uorobeE% % e%’zﬁ ml{nﬁ X%l%r 8 hydr% (&ropyl }benzam de;
N1- but yI - N@ d‘fhl u8 %nzyl) “3- [ (3-

et hynyl benzyl) %maﬁé 12N ICéS@ probyl F{NLSB2R )i IreBhpti sopht hal ami de;

N- ({15, 2R)ililmr@emzmlaoﬁolbéhmr)yl@ap[zyl(@mlno]r@ogydzgxmpmusER 2006 19
JULY 2006°>-Behyyia gsireviyr} epedopr opyl | am no} - 2- hydr oxypropyl ) - 4- (2

met hoxyet hyl ) benzaneder) - IN- (I, 5Sd2R) udr ferbdiy FBuprobenzyl ) - 3-[ ( 3-

et hyl benzxéthﬁnbéwz]ylaawdb@xmmwﬁyp%op&iﬁtme&mayngwwu onyl ] benzami de;

- N-{ (1S, a&entylz(é’uph&hauéﬂnmobenzyl) -3- [ (3-

et hyl benzyl )a prpxy3or 35 okL r{EEt hyg k{ §|o) sul f onyl ] benzani de;
N1-{ (1S, 2
i soéﬁopyl g%lg% {a%lr]o ?99{ &Sé (h &gx lSd(l net hyl et hyl ) ani no]
' | f I
s fony B SR s

et hyl benz?%?%ﬁ*ﬁﬁﬂyléc éIPB%Z Jdmﬂl}noé TR BeRFaRY deT N, 5-
N-{ (1S, 2Ry A {3y BLeprhiths 6‘5% ¥yl )-3-1(3
et hyl benzyl ) ami'ra](12, Ay dr oxBrepy ) ud=oldrdivan epyl am (83) sul f onyl ] benzam de;
N-{ (1S, 2RptAy {Bh&rydi)iclyadppbepzlyllamidol} € 3-hydroxypropyl) -5-{ [ (2-
et hyl benzyiyaok ol -12-dhiyd e bxygriopylaide] sulfonyl } -N°, N°-
[ (di pr opyHapr oy Ciardponbthawoidd benzam de;
3-[ (E) - (cyanoiwing) 6dbRy ony| AR A0 MRS tWhdrN1) -2-hydroxy-3-1 (1s) -
{(1S. 2R) - 1 33 5 didi: g abenayloradh3- 915m1mwb§,@mmméthyl_
2- hydr oxyg? Wyh}pﬁw@msd@hthalamde,

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—5—[(3—
hydroxypropyl)sulfonyl]—N3,N3—dipropylisophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-5-({[ (2R)-2-
hydroxypropyl]amino}sulfonyl)-N?, N3~
dipropylisophthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-

[ (methylsulfonyl)methyl]benzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-{(3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-methyl-5-(2-
methylpentanoyl)benzamide hydrochloride;

_ -{(15,2R)-1-(3,5-difluorobenzyl)-3-[(3
. ethylbenzyl)amlno] -2- hydroxypropyl} -5-
{ (methylsulfonyl)amino] -N3, N3 -dipropylisophthalamide;

N-{ (1S,2R)-1-(3,5-difluorocbenzyl)-3-[ (3~
ethylbenzyl)amino]-2-hydroxypropyl}-3-[ (3-
hydroxypropyl) (methylsulfonyl)amino]benzamide;
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N-{(1S, 2R) -1 - (3, 5-di f | uor obenzyl ) -

et hyl benz
(1S, 2R

et hyl benz
(di met hy

N1-{(1S, 2
met hyl but
(1S, 2R

am noj] pro
N1-.{(1S,
ethylbenz
nethylpro
et hyl benz

et hyl benzpyyae yryory 1A pai bRy oyivil) 3Npelityl benzani de;

3-[(3-
yl ) am no] - 2- hydr oxypr opyl } - 3-(
-1- (3, 5-difluorobenzyl) -3- [ (3-
yl ) am no] - 2- hydr oxypr opyl } - N3-[ 2-
am no) et hyl ] - N3, 5-di net hyl i sopht hal am de;
R) - 1- (3, 5-di fl uorobenzyl ) - 2- hydr oxy- 3- [ ( 3-

1- propyl but oxy) benzam de; N1-.{

20 SEPTEMBER 2006
19 JULY 2006

anoyl ) am no] propyl }-5-met hyl - N3, N3- di propyl i sopht hal am de; N1-{
-1- (3, 5 difluorobenzyl) - 2-hydroxy-3-.[ (4- nethyl pentanoyl)

pyl}- N“> < dip o% sopht hal mi.de:;
éﬁ?hﬁ e % Y s

2% é@?ﬁ I % p§° hy‘i N3- [ (1S) - 1-

(1S 2R) -1 -(3,5-di fluorobenzyl)-3-[(3-
yI)an¥nd]l§ h@ﬁhbx&bﬁoéyﬁ}UQ¢¢hﬁﬂ?MlJR@ [(3IR)-1- met hyl propyl ]
i sopht hal athdkbeNY) BSinR) =2~ f()BiMpﬁfPHEl bbeniyll (RS3-E( 3-
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SEPTEMBERA2D06PY 1igs opbit ¥a2@06de N- { (1S, 2R) - 1- (3, 5- di f | uor obenzyl ) - 3-[ (3
et hyl benzyl ) any-npls3 2Ry dr oxyps-apHibodobenz i hyd-hasyl ) benzam de;

N-{ (1S, 2Ret Ay (Berbrydi) Bhniab pbenzyt dox3pl68y11-4-[ (3-
ethylbenzM&aa@iyﬁﬂop&ihydé@nygumnﬂdbllaﬁln@jmﬂﬁﬂaﬂida; car boxani de;

2t£l§%§eﬁzR) '7'0 O%Wlla)rr\j’i. é %— 3 frI]LUOfoki_erlzyl)—Z—
bi phenyl - ) quorobenzyI) 3-[1(3-

et hyl benz

N-{ (1S, 2RpE YJ(%eIBZY& ﬁmaa%

yl anIi] nb 1522FF dto

g r?i%& L N7 éﬁ’@

e yl}-2-

AL 030P9n2¥4udﬁdﬁénzyl) benzami de;
B

ethylbenz%ﬂf%ﬁﬁ¥kﬂm¥20h§aFB&@X%Lﬂ@}PPJ evaam¥qQA3robenzyl)benzanlde et hyl
1 ({(1S, 2R) -3~ (B,GyadbtLupt phenzyk) 283 £ {33, 5-di fluorobenzyl) - 3-

ethylbenzyl)ewmhyﬂbe&zbydame@r{zﬁﬂyhankppj@pylﬂhwmtbmidé -

bi phenyl - 2- car hoxydiatey- %hiéjéiiﬂgL %eﬁ§ f%éHJJ)UQLQ9992y|) 3-[(3-

et hyl benz
bi phenyl -
[ (3-ethyl

¥k ¥ 20 ez ﬁlydﬁw PrAR) i filqa0r o- 1 1
3 car‘% %gl )2t1re.|r((j3r,lgu5¥fluo tie(nzyl RE 1 rox

REPRY.

methyl-N3, N° dlpropyllsophthalamlde,
Nl—{(15,2R)—l—(3,5—difluorobenzyl)—3—[(2E)

enylamino]—2—hydroxypropyl}—5—methyl—N3,N3—

dipropylisophthalamide;
N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-

ethylbenzyl)amino]-2-hydroxypropyl}-5-

{[ethyl (methyl)amino]sulfonyl}-N*, N3~

Yan

dipropylisophthalamide;

N-{{(1S,2R)-1-(3,5-difluorobenzyl)-3- (3-
ethylbenzyl)amino] -2-hydroxypropyl}-3-[(2-
hydroxyethyl) (methylsulfonyl)amino]benzamide;

" S5-bromo-N'-{(1S,2R)-1-(2,4-difluorobenzyl)
ethylbenzyl)amino]—2—hydroxypropyl}—N3,N3—
dipropylisophthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-

ethylbenzyl)amino]-2-hydroxypropyl}-3-[ (2-

methoxyethyl) (methylsulfonyl)amino]benzamide
hydrochloride;

N-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-
[ (methylsulfonyl)methyl]benzamide;
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3-(5-chloropentyl)-N{(1S, 2R)-1-(3, 5-

di fl uorobenzyl)-3-[(3-ethyl benzyl )am no] - 2- hydroxypropyl } benzam de;
N-{(1S, 2R)-1- (3, 5-di fluorobenzyl)-3-[(3-

et hyl benzyl ) am no] - 2- hydr oxypr opyl }- 3- (1- phenyl et hyl ) benzam de
trifluoroacetate; 3-(cyclohexylnethyl)-N{(1S, 2R)-1- (3, 5 SEPTEMBER 2006
di fl uorobenzyl ) -3-[(3-ethyl benzyl)am no] - 2- hydroxypr opyl } beryzaiy dess
3-cyclopentyl -N-{(1S, 2R) - 1- (3, 5-di f | uor obenzyl ) - 3-

[ (3-ethyl benzyl)am no] 2 hydr oxypr opyl }benzam' de;

N-{(IS,2R)-1- ( 54

et hyl benzyl _o it %’g‘ﬁ%?é“ /Il8&nzani de:

3- (6- cyan r—‘ YEEPPYO! %% lamid

3-[(3-eth |y §17br Dot Jﬁiﬁo}% ﬁfa alamide

5- (di et hy"dfi '1s 2R) 1- (3, 5-di fl uorobenzyl

3-[(3-et hyl benﬁyﬂ) éﬁlr AB) = 2= W odiyfpropyheniN3,)N3- [dBpr opyl i sopht hal ani de; -
1010 20 s&hﬁ%m@mnoig%udﬁmopmi{S(tLBgJZR) -1- (3,

5-di f | uor dlydmeyygthydl) (uegByl)amino]sulfonyl}-N?,

et hyl benz@ipaabnblsapiiypddexyde opyl } - 5- (di net hyl ani no) -

N3, N3- di pr opyl isophishakanides, 5-difluorobenzyl)-3-[ (3-
N-{ (1S, 2Rethy(Be bz @i fdriobobenzyd o2 drwgyoxys3- [ (3
|OdObenzyHX@BhQL&ﬁHﬁH»QﬁHan&i(QN3Pﬁ dlpropyllsophthalamide;

I
|odobenzy;)K é}, 1% a %/ yﬁ Er g?;(am noj rOXP/}- 5- et hyl benzam de;
N-{(1S, 2R ? uor oBenzyI) 2- hydr oxy-

3-1(3
i odobenzyl )am No b]rpaﬁyﬂ) 13(3fjpdifluorobenzyl) 4 (3-
hydroxyet y%B?Q&xA qmﬁpﬁér y@gqﬂﬁgﬁfawﬂaeB 1sobutyrylbenzam1de,
N-{ (1S, 2RPYEr P85 i 99 /uor obenzyl ) - 2- hydr oxy- 3- [ ( 3-
i odobenzyl ) am nol proo@R) 134 Bedtyd £15rorobenzyl) -3~ [ (3-
{[ met hyl ( propybsmng Namime| hyt+h penzamrdeyl)-3- (2~
N-{ (1S, 2Rpxdp§Bpéntdifdylobebearids - 2- hydr oxy- 3-[ ( 3-
i odobenzyl ) am no] proy) }-13+ 5 (sl propyi-aseAgy et hyl 13-5- net hyl benzam de;
3-{[ butyl et/ hybnam)nelinel hylﬂiycﬂ_'c{x(y:b@ogﬁhl3( &-5-
di fl uor ob%mzymu@amr %Mz e?s Hﬂﬁ%ﬁméﬂa@m n0] pr opyl }-
5- net hyl benza de 5 d| Iuor -&[ 1-(3-

luo

e s L —

-{(1s,2R)-1-(3, 5- dlfluorobenzyl)—2 hydroxy-3-[ (3
hydrqu 1- phenylpropyl)amino]propyl}—5—methyl-N3,N3—
dipropylisophthalamide;

.N'—[(lS,2R)—3—{[(18)—2—(benzylamino)—l—methyl—2—_
oxoethylJamino}-1-(3,5-difluorobenzyl)-2-hydroxypropyl]-5-
methyl-N,N-dipropylisophthalamide;

'-((1S,2R)-1-(3,5-difluorobenzyl) -3-{ [2- :
{dimethylamino)ethyl]amino}-2-hydroxypropyl)-5-methyl-
" N*,N°-dipropylisophthalamide;
-~ N'-[(1S,2R)-3-({2-[bis(2-
- +hydroxyethyl)amino]ethyl}amino)-1-(3,5-difluorobenzyl) -2~
‘hydroxypropyl]—5—methyl—N3,N3—dipropylisophthalamide;

or a pharmaceutically acceptable salt thereof.
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et hyl benzyl ) am no] - 2- hydr oxy. propyl } - N3, N3- di propyl i sopht hal am de; 3-.]
(cycl ohexyl am no)nethyl] -N-{ (1S, 2R) -1- (3, 5-

di f | uorobenzyl) - 2- hydr oxy- 3-[ ( 3-i odobenzyl ) am no] propyl } -

5- et hyl benzam de; ..3-[({(1S, 2R)-1-(3,5-difluor obenzyln%]; - [r%B

et hyl benzyl ) ani no] - 2- hydr oxypr opyl } ani no) car bonyl | - 5- YT W8 aci d;
5-.[(di et hyl am no) net hyl ] - N1-{ (1S, 2R)-1-( 3, 5- 19 JULY 2006

di f | uorobenzyl)-3-[(3-ethyl benzyl)am no]-2- hydroxypropyl}-N

3, N3-di propyl i sopht hal ami de; N1-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [
(3- ethyl benzyl)am no] - 2- hydr oxypr opyl } - 5-

[ (di met hyl am no) net hyl ] - N3, N3- di propyl i sopht hal am de;

3-{[ benzyl (nk? hyld a?mmﬂo]lnét*i}dlqh NJS{(lS 2R) 1-(3, 5-

di f | uor obenzy [ dobe z m.n ropyl }-

5- met hyl be %E‘idé“% 1% g 5( 3 oot i( goﬁﬁz‘% )-3-[(3- - 1011 20
SEPTEMBERS (ﬁ% ﬂ? |’y$ -2- hydr oxypropyl } - 4

[ (di et hy 5 ]P)%nsza é’ Ii‘“or A c()rrpound W th

N-{ (1S, 2R)-1- (%*bsr,-orrm-ﬂ ubﬂ@oéﬁz ﬂ)i%r‘[(@féﬂll@ypb@ﬁ@yl )i [HéT- 2-

hydr oxypr Gbyyl}bﬂlzmld|aﬁfétlhi/’r%nﬁm§)0§upff©nyl]Jd\‘anﬂarm de (1:1) ; formic acid
Con'pound mP.hopr]{l[s(o@hthalamlde,

chl or ophenyl ) (wret fnd, pami- no] s8famybbrbbég 48, )2R)-[43¢ 3, 5-

di f | uor obepgylyen¥[1() Imeh byt benmtokapi-8py t P-3-hy@d~oxypr opyl } benzanm de (1:1);
formc aCthE@KﬂHﬁMyd WhkbBh¢ftsulfonyl)amino]benzamide;

b | (ph f '
fjl[ f Fsé)r/ogg ;nﬁin I]REE yg}dl?i{lé%gfé ll’h{?gr gxypr opyl } benzam de (1:1);

formc ack (

cyanoet hyl )Ifrret am sutfk% o RIT%??LS 2 %' f)B 5-

di fl uorobenzyl Bz%h?%/'l (Geﬁ F é‘h‘?ﬁﬁie“?yl yar (3pr opyl Y benzani de (1:1):
form c acfENE rOXyprOpy }-5-

{[cycl ohe?ij?f%’é‘f%ﬂéﬁ?%"j’%ﬂk %yN}‘CNP{rEESI 2?8”1”@315‘511‘1’3'
di f I uor obenzy|y'-3«] 6 32RX A (3e Bz 4k § aund mdler2y 1hydr 0X3tpr opyl } benzami de (1:1);
form c acethebrgoyid anitb] A{HyHS02Rpxdpy B} - { [ (2-
di f | uor obendydy¥eEHy(3-(@e hyy bemzylo) ani fopy P-N°, N*-
hydr oxypr dplth}pml—J{S[orﬂv@tthylL«é@qurl di n-2- ylethyl)am no] sul fonyl } benzam de
(2:1),; N'-{ (1S, 2R)-1-(3,5-difluorobenzyl)-3-[(
ethylbenzyl)amlno] -2-hydroxypropyl}-5-
[ (ethylamino) sulfonyl]-N>,N°-dipropylisophthalamide;
1—{(IS,2R)—1—(3,5—difluorobenzyl)—2—hydroxy—3—[(7—
methoxy-1,2,3,4-tetrahydronaphthalen-1-yl)amino]propyl}-
5-methyl-N*?,N3*-dipropylisophthalamide;

- {(1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[(7-
methoxy-1, 2,3, 4-tetrahydronaphthalen-1-yl)amino]propyl}-
5-methyl-N3,N>-dipropylisophthalamide;

5—{(tert—butylamino)sulfonyl]—Nl—{(15,2R)—1—(3,5—
difluorobenzyl)-3-[(3~-ethylbenzyl)amino]-2-
'hydroxypropyl} N3 N3- dipropylisophthalamide;

-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
éthylbenzyl)amino]—2—hydroxypropyl}—5—ethynyl—N3,N3—
dipropylisophthalamide;
' N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethynylbenzyl)amino]—2—hydroxypropyl}—5—ethynyl—N3,N3—
dipropylisophthalamide;

N'-((1S,2R)-1-(3,5-difluorobenzyl) -3-{[1-(3-
ethynylphenyl) cyclopropyl]lamino}-2-hydroxypropyl) -5-
methyl-N*, N*~dipropylisophthalamide;

5—{[tert—butyl(methyl)amino]sulfonyl}—Nl—{(15,2R)—1—
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formc acid compound with N-{(1S, 2R)-1-(3, 5-

di f1 uor obenzyl) - 3-[(3-et hyl benzyl ) am no] - 2-

hydr oxypropyl } - 4-{[ met hyl (phenyl ) am no] sul f onyl } benzanide (1:1); formc

~acid conpound with 4- {[benzyl.(nethyl)am no]sulfonyl}-N E%ls 2R) - 1- (3, 5-
di f1 uor obenzyl ) -3-[(3- et hyl benzyl ) am no] - 2- hydr oxypr op?;ﬂ% RYBER 296 1: 1) ;

formc acid conpound with N-{(1S, 2R)-1-(3, 5- . 19 JULY 2006

di fl uorobenzyl)-3-[(3-et hyl benzyl )am no] -2- hydroxypropyl }-4-{[ net hyl ( 2-

phenyl et hyl ) am no] sul fonyl } benzam de (1:1); for rri c acid compound with 4-

df]E?LL?/l)(bﬁgtégi Qiai J%L E%’Eﬂ}rg{gﬁzﬁ% é)xypropyl } benzam de (1:1);

formc aci

(di et hyl ani no%bT 3213] (Zﬁ‘éfi"n | %]lgeFPB%?%}l- NS(872R) - 1- - 1012 20
SEPTEMBERS 20084y jBE“Y“? ‘ hydroxypropyl}-=3-

(3, 5-di f | héfERENFRADPYS) FTS“%%W@@#%\}P?%HWQ’Z hydr oxypr opyl } benzani de
(2:1); fornic Nei{dlsp2potind 3st-hiKe§¢§AHe2R)y11-3] 53-
dIfIuorObenhylbed%yﬂoamehhy+Zﬁhugﬂdyaﬂrnp}lE=5 (methylsulfonyl) -

hydr oxypr oyt radpfmetippphphepyhidari no] sul fonyl } benzami de (1:1); formc
aci d conpound wi_th14: »& [ but yJ G0at byl gk syLEopy} - N-{ (1S, 2R) - 1- (3, 5-
difl uorob@ezyme&yh()%m@wyl ﬁg&ag%xﬂshxﬁfé&9>§ygﬁppaA§lhenzam de (1:1);
form c acyd \pogp ycgﬂ,lvys

di f| uor obenzyl ) - 3- I
hydr oxypr o egy?l - lgrétﬁ {L}? %I)Zi g]_Jéh’I%beqﬁﬂb}eBéﬁiéﬁ‘?H% “Fornmic acid
conmpound

di f1 uor ob H?W’jy (yé 8 hg}?)o%#%ﬂ")yéllﬁ)ﬁlafoite’hydr oxypr opyl} 4

{[i sopent yl (me¥'mfI(}&n?Ro} sul3 ényik f bemwchringe 1§ 1211)1ydroxy

N- ( (1S, 2Rpeth¢gy5, &ﬁbéot@b@fmr)oﬂsp{l[ﬂla%@ 1-y1) amlﬂO]prOpyl}—

et hyny| phéng¢}esiciNe pi oo any hbj oph thpdroxgpr opyl ) - 3- (2- met hoxyet hyl )
benzami de; 3- {§f'cychohexyd (et By k) ariae]owiziyh } 2 M{ddsx2B)-115-
(3,5-dif|M@Eﬂﬂ%ﬁﬂyb)824hygfﬂﬂ%ﬂﬁbbé§hthalen—l—yl)amino]propyl}—

i ogobenFyF}ﬂmmwQWd}i&Krjthyém%ﬁaidee

3-bi cycl o 2. 2.l hepk- 22 vl r NH, 618: 2Rlsh xRy

di t1uor Obeﬂﬁyégogﬁ L L ey e T LA B enzam de;

N3, N3 —-dipropylisophthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-

{ [ethyl (methyl)amino]sulfonyl}benzamide;

. formic acid compound with N-{ (1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl}-4-{[ethyl (methyl)amino]sulfonyl}benzamide
(1:1);

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-hydroxypropyl}-3,5-
dimethylbenzamide;

. N-((1S,2R)-1-(3,5-difluorobenzyl)-3-{[1-(3
-ethynylphenyl)cyclopropyl]amlno} -2- hydroxypropyl) -4~
-(ethoxymethyl)benzamide;

3-[(tert-butylamino)sulfonyl]-N-{ (15,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl}benzamide;

‘N'-butyl-N3-{ (1S, 2R)-1- (3, 5-difluorobenzyl)-3-[(3-
ethynylbenzyl)amino]-2-hydroxypropyl}-N!, 5-
dimethylisophthalamide;

N-((1S,2R)-1-(3,5-difluorobenzyl)-3-{[1-(3-
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3- (butyl am no)-N-((1S, 2R)-1-(3, 5-di fl uorobenzyl) - 3-
{[ 1- (3- et hynyl phenyl ) cycl opropyl ] am no} - 2- hydr oxypr opyl ) -
4- (2- met hoxyet hyl ) benzam de;
N-{(lS 2R) - 1- (3, 5-di fl uor obenzyl ) - 2- hydr oxy- 3- [(1 S) -
, 2,3, 4-tetrahydronapht hal en- 1-yl am no] propyl }- 3- net hy?%ﬁfﬁ%ﬁ%moﬁor mc
aci d compound with N-{(1S,2R)-1-(3,5- 19 JULY 2006
di f | uorobenzyl)-3-[(3-ethyl benzyl )am no] - 2-
hydr oxypr opyl }-4-[ (di propyl am no) sul fonyl ] benzam de (1:1); formc acid

conpound | f. . 55
di m)uorob\éné% %fl i;g&lﬁtcg h'ﬁg} ;émé%%%o @ééojxﬁy%%gr%oéél lf‘(benzan‘i de (1:1);
3-{[ buty N-f( (1S, 2R) - 1(35 di fl uorobenzyl)-3-{[1-(3
et hynyl phen ]ogprzc%yll ZIUWBPSR?H opy1)(35- - 1013 20 SEPTEMBER
2006 19 § Y r?é%lﬁ %P%PY% Tbutyl (methyl) anino] nethyl }
N (1S, [zﬁﬁe}hy}aml(@ syl anf’]rLRﬁrtf’@éH?ﬂ) 2- hydr oxy- 3- {[ 3- |
(trifluoronet hyt) ben2r) FFani 803 ptiodhylorobemey iy enBam de;

3- br ono- 5efhbliben {yivtamihp ant riofdetdypicbphl (4SS, 2R) - | -

(3, 5-di f | uamebenkan )no3 s tof Bl Btdnmayliphenyl ) cycl opropyl ] am no} - 2-

hydr oxypropyl ) fenzagi §|§) 13 i@@&ﬂ&@?&ﬁ%z)ﬁ%@owﬁ&y 33NGELS, 2R)-1- (3,5
di f I uor obenzylds Frddnb 4 $aRt HY] }L@y@kww h NQ} -

2- hydroxyem@w?zescmt BN Releeru g v -

3-{[ butyl GwB} ehethybd, N (1528 "1 (3, 5

di fl UOl’ObenZy '{3' %ggt hy|§ lf)lu%rpogelllzyl -3-[(3-

hydr oxypr o

N T8 Dre i iasns 8?35 SOy PRORY by esypenzanide;
|odobenzy|)an1M0 | propW) F13(3,5-difluorobenzyl)-3-{ (3~

([ i sopent gkhriledryd ylammaop e hywdraywathyl behrzam de;

3-{[ but yI (feihyé)ardmioprenhidny INQeh28m2®y - 1- (3, 5-

di f | uor obenzyl y- 2¢iwy,droxy= 83 [{-ldi fluorobenzyl) -3-[ (3-

phenyl cyckepy o )anarehpl opyl ya o<yt Byl bprgzam de; 3- { [butyl (nethyl)
am no | TTFEh&ihpigpﬁan{lﬁblsarfﬁotﬂ1'0y%3§55zarﬁﬁcfe] ;uor obenzyl ) - 2- hydr oxy- 3-[ ( 3-
i sopropyl benzy nolpLAR rmathybbe thyl]-N-

3- {[bUtleQ?ghy&EZﬁ (@OE i éﬁ& @9 ggfggg hb nzyl amino] -
(3,5-difl léQf.l I)Opélﬁg ng(.gmggglyny phenyl) cyc opr opy am no} - 2-

N
hydrOxypmpyl%benlzsagR?el (3,5-difluorobenzyl) -

ethylbenzyl)amino]-2-hydroxypropyl}-3- (1—
propylbutoxy)benzamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—N3—[2— .
(dimethylamino)ethyl]—N3 5-dimethylisophthalamide;

-{(1S5,2R)-1-(3,5-difluorobenzyl)-2- hydroxy 3-0(3
methylbutanoyl)amlno]propyl} -5-methyl- N3, N3-
dlpropyllsophthalamlde,

—{(IS 2R)-1-(3,5-difluorobenzyl) - 2 hydroxy—3—{(4—
methylpentanoyl)amlno]propyl} 5-methyl- N3, N3-
dipropylisophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]—2—hydroxypropyl}—5—methyl—N3—[(lS)—l—
methylpropyl]isophthalamide;

N'-{ (1S, 2R)-1-(3,5-difluorobenzyl) -3~ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-5-methyl-N>-[ (1R)-1-
methylpropyllisophthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-3-pentylbenzamide;
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N-{(1S, 2R)-1-(3,5-difluorobenzyl)-3-[(3
et hyl benzyl ) am no] - 2- hydr oxypropyl }-3-{[ ( 2-
met hoxyet hyl ) (et hyl ) am no] net hyl } - 5- net hyl benzani de;
-.{[[2-(di ethylam no)ethyl] (nmethyl)am no] nethyl}-N
((1S,2R) - 1-(3, 5-di f | uor obenzyl ) - 3-[ ( 3- et hyl benzyl ) ani ng)SEPTEMBER 2006
2- hydr oxypr opyl } - 5- net hyl benzam de; 19 JULY 2006
N[(IS, 2R)-3-[(3-bronobenzyl)am no]-1-(3,5
di fl uor obenzyl ) - 2 hydr oxypr opyI ] - 2- met hoxyacet am de;
N-{ (1S, 2R)-I

ﬁi?)(/llgeng % %e'gj d%fa}%d {3’%5 o%(%?@ Y]%ja&e 53 car boxani de;

et hyl benzyt ‘?1’8’]1 Y 7 8?‘ pr opyl }- 3 hydr oxyi ndane-5- car boxami de;

N-{ (1S, 2R)-1-(8; BﬂcﬁrTQIR{boﬁ-obén%;ﬁll)ilBLM Benzyl)-3-[(3-

et hyl benzgkhabberdyv1damidpbxyprobidsyr3opyl 1014 ' -20PBEPTENMBER 2006 19 JULY
2006 {[i sebbeyan¥ydst:hyl ) ami no] net hyl } - 5- met hyl benzani de;

N-{ (1S, 2R) - 1- (18, bed, olryon obenzyd ) F13mlr6Benzyl) -3- [ (3-

et hyl benzykj anbero] y13-ahyde pxy piRmdyp3opRl iy} »-Smethylthio) -1, 17 -

{[ et hyl (BQ?B&J)QM—QQ]rlHS@kBMl&@GnZ&m de;

3-b 5-{[b I S
(3r gngl fl ‘{é[ [ eg 3)/1 ﬁ%@%r}f?i %ofz ) hydr oxypropyl } benzam de;
3 [ (butyl §rir1 'Pﬁ

difl uorobenzy enz am noj - 2-

hydr oxypr op Bthétﬁ )bénﬁ%ﬂﬁ lN-O{‘ LS ‘13"([335 di f1 uor obenzyl )-3-[ (3-

et hyl benzvrc% A YD aﬂya%x%p?r-xﬁﬂpsﬂwpgowws -Gk

(et hoxynétlH%?kﬁﬁPrer&I LA ER A rret hyl } - 5- met hyl benzami de; N1-{ (1S, 2R) -1-

(3, 5-difluorobenzyld'-{3{ ([S(BR)-1-(3,5-difluorobenzyl)-3-[ (3~

et hyl benzyéIt)lambesmz]ymahydbd)xglﬂum;dx}yphsjbpﬁl damigtdyardBniBr-1, 1"~

di propyl i sophé¢ial -ericdkebokifiafe{ 1S, 2R) -1- (3, 5-difluorobenzyl) -3- [ (8-
et hyl benzyl )ar‘ﬁﬂpalsz"zlﬁydIiO)(y%—Qﬂ}@l}Llo@o{)énz 1)

(di et hyl aph pO3HLQR) by A¥h 1 2%&%%9699Yl1§0®tﬁék§%9&1 N-{ (1S, 2R -1-

(3, 5-difbuphebenz 3>L|c)arb xahidsd- et hyl benzyl)am no] - hydroxypropyl} 5-[ 3-

(dlrrethylamno ro I ¥|I pht am d _

5-(3-am n g;( %(l Ng{ f’f]f’ IC))5 d??f%o&o lélr?foﬁfnzyl) -3

3-[(3-et h enz % i drox i.propyl i sopht hal am de;

N -{ (1S, 2 AR ué‘r‘% A4 51080 )

et hyl benzyl )a ni- WWGP%&? oﬁ‘ﬂ/‘l{ (1§.pBY-1-(3,5-

(et hyl anﬁhé}wmﬁﬁfﬂ Y3 ~R3 éﬁtdw 88 pht #ral i de;
ydroxypropyl}benzaml

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-(1-
phenylethyl)benzamide trifluorocacetate;

3-(cyclohexylmethyl)-N-{ (1S, 2R)-1-(3,5-
difluorobenzyl)-3-[(3- ethylbenzyl)amlno] -2-
hydroxypropyl}benzamlde,

' 3-cyclopentyl-N-{ (1S, 2R)-1-(3,5-difluorobenzyl)-3-
[ (3—ethylbenzyl)amino] -2-hydroxypropyl }benzamide;

'N¥{(lS,2R)—l—(3,5—difluorobenzyl)—3—[(3—
ethylbenzyl)amino] -2-hydroxypropyl}-3-hex-5-
enylbenzamide;

3-(6-cyanohexyl)-N-{ (1S,2R)-1-(3,5-difluorobenzyl) -
3-[(3-ethylbenzyl)amino]-2-hydroxypropyl }benzamide;

5—(diethylamino)—N1—{(1S,2R)—1—(3,5—difluorobenzyl)—
3—[(3—ethylbenzyl)amino]—2—hydroxypropyl}—N3,N3—
dipropylisophthalamide;
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N1- { .(1S, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3-
et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 5-[ 3-
(et hyl am no) prop- 1| -ynyl ] -N3, N3-di propyl i sopht hal am de;
5-(3-am noprop-1-ynyl)-N -.{(1S,2R)-1-(3,5
di f 1 uor obenzyl ) - 3-[ (3- et hyl benzyl ) ani no] - 2- 20 SEPTEMBER 2006
hydr oxy. propyl } - N3, N3-di propyl i sopht hal am de; 19 JULY 2006
3-(allylsulfonyl)-N((1S, 2R)-1-(3,5-difl uorobenzyl)
{[21-(3- ethylphenyl)cyclopropyl]anino} 2- hydr oxypropyl ) benzam de;
(al 'yl thio)-N(( | uo oben I

[1-,(3-et ngl he A%}?(: %?o r%pwl axgpg éz/l_{dcijeé%o%m} e)n_zan‘i de; N1-{
(1S, 2R @g
et hyl benz)l e nBTO%ylf%scﬂph% 5%%% i

(di met hyl am noybut:3,2pnylt ﬁﬁusﬁébyniEkkﬂ&ﬂﬂﬂdéﬁ#mEB [631015 20
SEPTENBERIQQe@enqxﬂXP@EVOZBOQPY%¢111 (2R) - 1- (3, 5=di f | uor obenzyl )-3- ([ 1- (3
et hynyl phérgFyeytngpy dpyPpahi aiquzmﬁyayéky@vrwwwlbsnzamde:
{[isopentyl (met-hyl)smrnel res heH di-fHueebbyh benzamng@roxM-3{( 1S, 2R) -1- (3,
5-di fl uor ebeszyh Iy 3mlinplpréSyl}-3-{[ethyl (propyl)amino]methyl}- .
ethylphenth@&K&lﬂ%ﬁQthhaﬂino} 2- hydroxypropyl) 3- I L
{[1sopentyl ( no 14 S, 2R -1- (3,
5-difluor Qggg& hjg@h n?ég I%ﬁ%% €¥$P h%%5 g’%roﬁ%l} 5-[4-

(di nethyl g lﬁﬁ?F Q@%
3- (aIIyIsu § uor enzyl
3-{[1-(3- eth i T1 cilob o?)fi f&ﬁPﬁB?e?ZYHyc?r SX§pPBBYH) behzani de;  N1-{
(1S, 2R l?do §1 250 dPROP b 2}13)"me 3
et hyl benzWT%Wi%]o P@PWH?IB%WWY}UBGPSMI@'

(di met hyl am naypt Oy 2R) NB- N3 THdurfdpyk bsephy hal 2amydepxy 03— ptsar maceut i cal | y
acceptableoeewemayﬂﬁemeob]préﬁylV%BGdnpmpn@byWﬁmﬂmohmethyl]—5—

[ (1S, 28fhBtdreramyildaim no) - 1- (3, 5-di f | uor obenzyl) -

2 hydroxypropyﬂr@d{@tlhweah\yi\#é;idlplromkwppfma(ll@nbﬁ%1 8,4 (1S,.2R) -1-
(3, 5-di flﬂk‘@f@cb;%l?e}ﬁlz)yl‘) 32—]Byc§1?bxy 3-[(3- 1odobenzyl)am1no]prop 1}-
ethylbensz%g&m en&aﬂydépxypropyl} 5- ethynyl N— dlpropyllsophthalanlde;

[(1S 2R)- ygg nazlyélLoroQ

HLEy
19 o) RSB ABATS REY i éé%%%*n‘zy‘l 3 (3

di propylis %ﬁiﬁﬁ
ethynylbenzy drox%$ropyl} 5- et hyny I-N N-

R IR FPPabt vhlerizyll (B-2- h -
dlpropyllsogyiggﬁﬁiﬁ gglno] %(hydgaﬁypiégé%ﬁiwq fﬁ% vhernyil (P ydr oxy- 3

dlpropyllsophthalamlde,

3- { (cyclohexylamino)methyl]-N-{(15,2R)-1-(3,5-
difluorobenzyl) -2-hydroxy-3-[ (3-iodobenzyl)amino]propyl}-
S-methylbenzamide;

3-[({(15,2R)-1-(3,5-difluorobenzyl)-3-[(3-
‘ethylbenzyl)amino]-2-hydroxypropyl}amino) carbonyl}-5-
methylbenzoic acid;

'5-[ (diethylamino)methyl]-N'-{ (1S, 2R)-1-(3,5-
difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
hydroxypropyl}—N3,N3—dipropylisophthalamide;

'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-5-
" [(dimethylamino)methyl]-N3, N®*-dipropylisophthalamide;
' 3-{[benzyl (methyl)amino]methyl}-N-{(1S,2R)~-1- (3,5~
‘difluorobenzyl)-2-hydroxy-3-[ (3-iodobenzyl)amino]propyl}-
5-methylbenzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-

3-
3-
{
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S) 1- S (i sobutyl ani no) car bonyl | - 3-
hyl sul fonyl ). propyl ] am no} propyl )-5-nmethyl -N, N di propyl i sopht hal am de;
1S, 2R) - 1- (3, 5-di fl uorobenzyl) - 2- hydroxy 3- [(3-
oxy- | -phenyl propyl )am no] propyl } - 5- net hyl -
opyl i sophthal am de; N -[(IS, 2R)-1- (3 5- di fI uor oben%‘ﬁ%”@""ﬁ%?%@y 3-
, 7,8,9-tetrahydro-5H benzo[ 7] annul en-5-yl am no) . propyl ]- 419 4uLY 2006
rre hyl - N, N- di propyl i sopht hal am de;
(1S,25)-1-(3,5- difluorobenzyl) 2- hydr oxy- 3-

(

1 6- | -

am) no} @%‘h% gl%a : O gsﬁg QB %Egh?ﬂal am de;

((1s, 2 uoro roxy-3- - 1016 20 SEPTEMBER 2006 °
JuL

am

(

I

= =~k

CDQ.I

——

Y 2006 {Hm) A5 FHBR?/Ufld 2*l§h4 f é{tandiirdndphfhal en-|
no} gﬁéby 5Qlenatlny B N AE RS WHBSREY S PRt Ml 22 de:;

1S, 2 )Ydlfo’é?,p%o-ﬁifilf}l doﬂéﬁé‘ﬁezv}y)la?lﬁ%i“é%@"@l Ibenzamide

) - 2- d*ddl i et hyl - 2- (et hyl ani no) et hyl ] ami no} pr opyl )

rret hyl - N, N- df grroipy leicsophbhadam deth 4-{[ (4-

(1S, 2Rn18x$pHr§1-)| (meehgy) aRir@{@u2fonyl } -N-{ (1S, 2R) -1~ (3, 5-
hyl amdné) et hyibdreavilne B- I { § 3 Srydibkhu et pleirzyl-)2-2-

oxypr dpykdxvermatiybeNz Ak tder dpyil i; sopht hal am de;
1S, 2R) - 1- £ 3,Brdisfdi wOE alenzwd hri2nhydr oxy- 3-

) - 1- [[oxef it e%@l“g)n!ﬂﬁ MWldeody1y-N-{ (15, 2R
hyl t higQ¥pro e]r?z@)l’?ohpr[@ﬁ’yééhyib@%tzpﬂaﬁh% —IOFOIOW i sopht hal am de;
)18 2R d;oﬁépl% 1}&3@9&9@%@&1) 14~ hydr oxy- 3-

1

1- ( ydr thyI - 2- 0X0- 2- thyI no) et hyI]

'ZH‘-_?% ﬁ ‘g} Irgg fﬂaa (alm de; _
E R SR e

beut § 33574 % & % a@gno] -2~

oxypr ERERE epr I'f sopht hal ani de;

-[ (1S, 2f|{?)[ 3- f%lzﬂla?naﬁedkzlcgwund*r@tlﬁyl étgi/l )amwno]m- s,

1- (3, 5-di Iemhﬂeermyll)nezmm@qursg Phy B} mhet S, RRN-1- (3, 5-

di propyl i S6phepregranizde) —Eer 2 1RR E(‘ERlBGT}UH’—](‘:?‘S di f1 uor ophenyl ) - 3- ({3-

[ (di pr opy PHAT POYREATAAPEP 280 HAR] hii*BeAzoy | } ani no) 2-

hydr oxybut yl ] [ BefmeitchiglctiHi odphenmd waanbmapates, 2r) -1~ (3, 5-

N-{(lS,ZRﬁiilﬁék&bdﬁﬂylmeBebeh&yﬂmdﬁebéﬁl)amino]—2—

et hyl benzykjaok ywojop-lhydr 0 kyeutodyl2t-p4ridioro- | - napht ham de;

N -{ (1S, 2R)elhy{B),dHrichiof| sudEobenydnrza3ifé3¢2:1) ; -

et hyl benzyl ) ant 1ol 2wy dr 0XMRS.GRY N Rexyls My~ 1di(gBs hyl i sopht hal am de;

difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2- -

hydroxypropyl}-4- {[methyl(phenyl)amlno]sulfonyl}benzamlde
(1:1);

formic acid compound with 4-
{[benzyl (methyl)amino]sulfonyl)}-N-{ (1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl }benzamide (1:1);

formic acid compound with N-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)aminol-2-
hydroxypropyl}-4-{[methyl (2-
phenylethyl)amino]sulfonyl}benzamide (1:1);

[ I | - ©

y

~—~~ 1 Q_

U‘)’-\

3= g

(3,5-

g =z

zZ 0
_<
o~
= j|—|3 —_——— —~ = ~+r—

formic .acid compound with 4-
{[allyl (methyl)amino]sulfonyl}-N-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl}benzamide (1:1);

formic acid compound with 4-{[[2-
(diethylamino)ethyl] (methyl)amino]sulfonyl}-N-{(1S,2R)-1-
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-.{(1S, 2R) - 1- (3, 5-di fl uor obenzyl ) - 2- hydr oxy- 3-[ ( 3-
nmet hoxybenzoyl ) am no] propyl ) -5-nmet hyl - N, N- di propyl i sopht hal am de;
N[ (1S, 2R) - 3- (benzyl am no) - 1- (3, 5-di f | uor obenzyl ) - 2-
hydr oxypr opyl ] - 4-fl uoro-I-naphtham de; N1- [ (1S, 2R benzyl am no)
-2-hydroxy-1- (4 methoxybenzyl) propyl]-5-net hyl - N3, N3- 265erTEBEN 2508
di propyl i sopht hal am de; N1-[ (1S, 2R) - 3- (benzyl am no) - 2- hydr opyuly fdbs
met hoxybenzyl ) propyl ] - N3, N3- di propyl benzene- 1, 3, 5- tricarboxam de;
N1-{ (IS, 2R) - 2- hydr oxy-| - (4- isopr opyl benzyl ) -3-[(3-

met hoxybe 4 A 5- tricarboxam de;
N - [({S %iblé‘{égb]ﬂ%b%mét %Itplgg%%{] ﬁgﬁ%ﬂgl] ilj\l % (i -napht hyl met hyI )
propyl ] - 5- et S PTEIVBER 2006 . 19 JULY 2006

di propyl i sopht %lfr%frﬁ &1y Ci“sr)d EIIh lS'IZPHy&r dxy22- [ (3-
met hoxybefizyt Y amt Zéfrlﬁ Prlg bﬁﬁtzyllz

di pr opyl b&¥FEREYAL P V5. tIAI ({:éIF“E)Uk {RfepyL) mlno]SUlfonyl}benzamlde

N1-[ (1S, ZFQ)-L 5! hydroxy 3-[ (3-nmet hoxybenzyl ) am no] - 1-

(1- napht hyl met hyitnipr epyb] cdBpNBdliwitbpytbenzene- 1, 3, 5- tri car boxam de;
N- ( (1S, 2R){{but 3] bratitfylllemdbehzyl forR-lhy N OXYS &-F{)(—S- (3,5-

nmet hoxybenzy L jerebr]zyloppt | 4 2-diidritwepz51 hetind lb€rzam de;

4- (acet yl agino}ytNndoy1Sp2Ryahid8, 6-:di)f:| uor obenzyl ) - 3

[ (3-ethyl benzytd amdQlid- BYHEOXYPRLARY! k=265, Hymathyl benzam de;

N-{ (1S, ZRh‘kiﬁé&ébéH'&hwoﬁopeﬂzéﬂﬂyf%ehe 1)amino]-2-

et hyl benzyl »agk s Y dr OXyOf né Fondh fBLHOxyiRRNZam de;
4 avetyl . I%@-l{i)l 2R)p2"lh(3 4t f%r%berymz%)w[s(%l JLyB

et hyl benzyl )a O roxIX Iw} éamfise’zR (3, 5-

N-{ (1S, ZR% l ofo eI Pl min

zt ?yl benlz nf y ro ypropyy fI gxyqdelnzam de;
acety ifl uorobenz

[ (3-et hyI %i/%lmlnd ﬁrugpyp ganréZrﬁ et 111

N1- ( (1S, 2R) 1 1%3 |21R| aer &b Hlugrppgnzyl) 3 {[1—(3-
et hyl benz?F)lamlfRi]enzf-thGIPéR {fPRJ&WIa}MNQ}T\@‘hXﬁWYWPBM% hatade;
N-{ (1S, 2Rty H-ryilf PGBF%%‘?‘&fyI) 3-[(3-
et hyl benzyl ) an3-nojcy2-lbydk oX yystoppl) pm3 nd 1 melki Hyidr-oxy he s z 2w e
N-{ (1S, 2R)(3} 5¢&i Brudirfobeor gberzaH Y3« 3- [ (3-
iodobenzyl)amino]propyl}-5-methylbenzamide;
3-bicyclo[2.2.1)hept-2-yl1-N-{ (1S5,2R)-1-(3,5-
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl }benzamide;
3-(butylamino)-N-((1S,2R)-1-(3,5-difluorobenzyl)-3-
{[1-({3-ethynylphenyl)cyclopropyl]amino}-2-hydroxypropyl) -
- {2-methoxyethyl) benzamide;
N-{(1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[(1S) -
1,2,3,4-tetrahydronaphthalen-l-ylaminojpropyl}-3-
methylbenzamide;
formic acid compound with N-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
hydroxypropyl}-4-[ (dipropylamino)sulfonyl]benzamide
(1:1);
formic acid compound with 4-
[ (diethylamino)sulfonyl]-N-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
hydroxypropyl }benzamide (1:1);

3-{[butyl (methyl)amino]methyl}-N-((1S,2R)-1-(3,5-
difluorobenzyl)-3-{[1-
ethynylphenyl)cyclopropyllamino}-2-hydroxypropyl) -5-
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et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 4-
[ met hyl (et hyl sul f onyl ) am no] benzam de;
N-{(1S, 2R)-1- (3, 5-di fluorobenzyl)-3-[(3-
et hyl benzyl ) am no] - 2- hydr oxypr opyl } - 2- hydr oxy-5- ( propi on | am no) benzam de;
N-{ (1S, 2R) - 1- (3, 5-di f | uor obenzyl )-3-[ ( 3- EPTEMBER 2006
et hyl benzyl ) am no] - 2- hydr oxypropyl } - 2- hydr oxy-4- (propi onyl 4500y bpgzam de;
N-{(iS, 2R)-1-(3,5-difluorobenzyl)-3-[(3-
et hyl benzyl )arri noj - 2- hydr oxypr opyl } - 2- net hoxy-4- (nethylthio)benzam de;
5-(acetyI@ % s Aalok 2R) -(3,5-difl uorobenzyl) 3-

enz

[(3 et hyl am no %/droxypropyl }1 - hydrox benzam de;
-[ (1S, 2R) - 3-37 {(HR)Y3- Elg nglmet -1-(3,5-
5h>d<i“fq>i¥or306éﬁz 1)

phenyl propyf} ‘é‘?ﬁ r1ZIYlQB
hydr oxypr égw Flupnametpyl ‘F\PﬂYldraHH}rlllol}BBBW%a‘IE’aﬁe&QYlbenzamlde'
N-{(iS,ZR)-I-(3¥Hiamof5U0ﬁb@€ﬂ2@kﬁh&l[@ﬁino]methyl} -N-((1S,2R) -

et hyl benzyB) and ndljucZ-obydeokypi-opytl-}(34-f | uoro-1- - 1018 20 SEPTEIVBER 2006
19 JULY 2606ynyigplenydnicgdelopropyl]amino}-2-

N- cycl ohekyéizdkyHx(obS12Rpndarf3iey- di f | uor obenzyl ) - 3-

[ (3-ethyl benzmérb ?]1 (RS oamro%agkhyi\lyfw Qu@e@ﬂyus@ﬁmhal am de;

N-{ (1S, 2R3 hylog0p - Benyl) cyclopro amino}-

et Ey(ﬂ bean)yiLg%gQ& ll)l E@xrypgf_rz Z ml lFrlet yoxlyr%st ﬂy% t hi o] benzam de

N 1S, 2R I or obenz

et h§/l(benz ) u B% aéc[éﬂo% Ij yPRIT ho)2r 2 oxoet hyl 1- N,
5- di met hyg % CFﬁ eﬁngnfll Y ﬁé %l f_l uorobenzyl) 3-[(3-

et hyl benz Y5]°F2- ﬁy rB?( f2-

(di ret hyl am noyet Hysl, PRN- &t by 5*shrfévhybb@@m r&l-Aniidexy-3-[ (3-
N-benzyl - Ned¢iers, yARpmine Bp Sorli ifior obenzyl ) - 3-[ ( 3-
et hyl benzyl[}%@ﬁﬁd’]infnﬁyHkaWF@dwe}:hN}5=5di1€!fétYﬁ$DIE'r13®fpm¢val am de
N -{(1S, 2R) - 1-{3; (pudiyfi | net wpenayinbi Be LBt ) -N-{ (15, 2R) -1~ (3, 5-
et hyl benzyl } awé 10Jen2 yhy dp oxyqr @y ish{ N 5- di met hyl - N- 2-
pheny|ethMBQM§Iﬁ¥Hﬂ&®Eaﬁyﬂﬁamlno lpropyl}-5-methylbenzamide;
-((1S,2R) - 1- :(3{’ [%u@ ﬁ' HQE %M'n)o] %eE'MQIﬁW {f\ﬁ'l{s 3r)-1-
(1 phenyl \i ayl Cplroqg,y_g -[ 230Et di pr opyI [ sopht haI am de
lb[(lslfEQo§&4§§%ﬂ@nQ§§BQL c% b @ f—methylbenzamlde,IJ
yibenzyl )am no }I(::J% 0 en Xle 7 y I’OX}{lgl’ OpY
yl} 5-cya S,2R)-1-
RN R
ethynylphenyl)cyclopropyl]amlno} -2-
hydroxypropyl)benzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-{[(2-
methoxyethyl) (methyl)amino]lmethyl}-5-methylbenzamide;

3-{[[2—(diéthy1amino)ethyl](methyl)amino]methyl}—N—
{(15,2R)-1-(3,5-difluorobenzyl) -3-[ (3-ethylbenzyl)amino] - .
2-hydroxypropyl}-5-methylbenzamide;

N-[(15,2R)-3-[ (3-bromobenzyl)amino]-1-(3,5-
difluorcobenzyl)-2-hydroxypropyl]-2-methoxyacetamide;

N-{(15,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-3-oxoindane-5-
carboxamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-hydroxyindane-5-
carboxamide;

~ N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-hydroxypropyl}-3-
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ethyl 3-[3-({[(2R 3S)-4-(3,5-difluorophenyl)-3-({3-
[ (di propyl am no) car bonyl ] - 5- net hyl benzoyl } am no) - 2-
hydr oxybut yl ] am no} et hyl ) phenyl ] propanoat e et hyl
4-13-({[ (2R, 3S)-4-(3,5-di fl uorophenyl)-3-({3-

[ (di propyl ani no) car bonyl | - 5- met hyl benzoyl } ani no) - 2- 20 SEPTEMBER 2006

hydr oxybut yl ] am no} et hyl ) phenyl ] but anoate net hyl (2R) -3- {o3uL¥fock (2R
3S) -4- (3, 5-difluorophenyl) -

3- ({3-[(di propyl am no) car bonyl ] - 5- met hyl benzoyl } ani no) - 2-

nydr oxybu {gg 85 gfegﬂ;(, b} Bhe ]'nletl 5L y@@{ﬂ%@%@gﬁl gLhy!
-({[ (2R uoro
[(d| propyl am 7 é’ﬁ?B?’P B o) -3

hydr oxybu )ff Jal?ﬁrfﬁ}lrfé‘fnﬁ ?p}Pﬂﬁﬂx—\’?rEBYb i/‘r“éﬁtélyér 5a pharmacuetically
accept abl é 18gFRY+ W’&?ffl aminghweyhyl}benzami

3-bromo-5- {[butyl(methyl)amlno]methyl} -N-{ (15, 2R) -1-
(3,5-difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
~hydroxypropyl }benzamide;

3-{ (butylamino)methyl]-N-{ (1S,2R)-1-(3,5-
difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2-
hydroxypropyl}—5—methylbenzamide;

N-{(1S,2R)-1-(3,5-difluorcbenzyl)-3-[ (3
_ethylbenzyl)amino]—Z hydroxypropyl}-3- {[(25)
(methoxymethyl)pyrrolidin—l—yl]methyl}—5—methylbenzamide;

-{(18,2R)-1-(3, 5~ dlfluorobenzyl) -[(3
ethylbenzyl)am1no]—2 hydroxypropyl}-N!, 5- dlmethyl N3 N3-
dlpropyllsophthalamlde,

N'-{(1S,2R)-1-(3,5- dlfluorobenzyl -1 ¢
ethylbenzyl)amino] -2-hydroxypropyl}- [3—
(dimethylamino)prop—l—ynyl]—N3,N3—dipropylisophthalamide;

N'-{(1S,2R)-1-(3, 5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-5-[3-
(dimethylamino)propyl]-N?, N*-dipropylisophthalamide;

5—(3—aminopropyl)—Nl—{(lS,2R)—l—(3,5—difluorobenzyl)—
3—[(3fethylbenzyl)amino]—2—hydroxypropyl}—N3,N3—
dipropylisophthalamide;

—{(1s 2R)-1-(3,5-difluorobenzyl) -3-[(3
-ethylbenzyl)amlno]—Z hydroxypropyl} 5-[3-
(methylamq_no)_propyl]—-N3 N ~dipropylisophthalamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-5-[3-
(methylamino)prop—l—ynyl]—N3,N3—dipropylisophthalamide;

5-(3-aminoprop-1-ynyl)-N'-{(15,2R)-1-(3,5-"
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydroxypropyl}—N3,N3—dipropylisophthalamide,

3-(allylsulfonyl)-N- ((1S,2R) -1~ (3, 5-difluorobenzyl) -
3-{[1-(3- ethylphenyl)cyclopropyl]amlno} -2-
hydroxypropyl)benzamlde,

-(allylthio)-N-((1S,2R)~1-(3,5-difluorobenzyl)-3-
{[1—(3—ethylphenyl)cyclopropyl]amino}—Z—

- hydroxypropyl)benzamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-5-[4- :
(dimethylamino)but—l—ynyl]—N3,N3—dipropylisophthalamide;
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N-( (1S, 2R) -1- (3, 5°difluorobenzyl) -3—{ [1- (3-
ethynylphenyl) cyclopropyllamino}-2-hydroxypropyl)-3-
{ [isopentyl (methyl)amino]methyl}-5-methylbenzamide;

N-{((1S,2R)-1-(3,5-difluorobenzyl)-3-{[1-(3-
ethylphenyl)cyclopropyl]amino}-2-hydroxypropyl) -3-
{[isopentyl(methyl)amino]methyl}—5—methylbenzamide;

N'-{(1S,2R)-1- (3, 5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-5-(4-
(dimethylamino)butyl]-N?, N>~dipropylisophthalamide;

3-(allylsulfinyl)-N-((1S,2R)-1-(3,5-difluorobenzyl) -
3-{[1-(3-ethylphenyl)cyclopropyl]lamino}-2-
hydroxypropyl)benzamide;

N'-{ (1S,2R)-1~(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-5-[3-
(dimethylamino)propyl]-N?, N®*~dipropylisophthalamide;

or pharmaceutically acceptable salts thereof.

20. A compound which is:

N'-[(1S,2S)-3-(benzylamino)-1-(3,5-difluorobenzyl) -
2-hydroxypropyl]-5-methyl-N,N-dipropylisophthalamide;
N'-{(1S,2R)-1-(3,5-difluoxobenzyl)-3-[(3-
ethylbenzyl)amino] -2-hydroxypropyl}-5-ethynyl-N, N-
dipropylisophthalamide;
N'-{(1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-({3-
[ (1E) -prop-l-en-1-yl]lbenzyl}amino)propyl] -5-methyl-N, N-
dipropylisophthalamide;
N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethynylbenzyl)amino]-2-hydroxypropyl}-5-ethynyl-N,N-
dipropylisophthalamide;
N'-((1S,2R)-1-(3,5~-difluorobenzyl)-2-hydroxy-3-
{[(18)-1-T (isobutylamino)carbonyl]-3-
(methylsulfonyl)propyl]lamino}propyl)-5-methyl-N, N-.
dipropylisophthalamide; :
' N'-{(15,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3-
shydroxy-1l-phenylpropyl)amino]propyl}-5-methyl-N, N-
‘dipropylisophthalamide;
N'-[(1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
(6,7,8,9-tetrahydro-5H-benzo[7]annulen-5-ylamino)propyl] -
S-methyl-N,N-dipropylisophthalamide;
N'-((1S,2S8)-1-(3,5-difluorobenzyl)-2-hydroxy—-3-
{[(1R) -6-methoxy-1,2,3, 4-tetrahydronaphthalen-1-
yl]lamino}propyl)-5-methyl-N,N-dipropylisophthalamide;
N'-((1S,2R)-1-(3,5~-difluorobenzyl)-2-hydroxy-3-
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{[(1R) -6-methoxy-1, 2,3, 4-tetrahydronaphthalen-1-
yl]amino}propyl) -5-methyl-N,N-dipropylisophthalamide;

N'-((1lS,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
{[(1S)-2-0x0o-1-methyl-2- (methylamino)ethyl]amino}propyl) -
5-methyl-N,N-dipropylisophthalamide;

N'-{(1S,2R)-3-{[(1S)-1-benzyl-2-0ox0-2-
(methylamino)ethyl]amino}-1-(3,5-difluorobenzyl) -2-
hydroxypropyl]-5-methyl-N,N-dipropylisophthalamide;

N'-((1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
{[(1S)-1-[oxo(methylamino)methyl]-3-
(methylthio)propyll]aminol}propyl)-5-methyl-N,N-
dipropylisophthalamide;

N'-((1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-
{[(1R)-1- (hydroxymethyl) -2-ox0-2-
(methylamino)ethyl]amino}propyl)-5-methyl-N, N-
dipropylisophthalamide;

N'-[(1S,2R)-3-{{(1S)-1-[amino (oxo)methyl]-3-
methylbutyl}amino)-1-(3,5-difluorobenzyl)-2-
hydroxypropyl] -5-methyl-N,N-dipropylisophthalamide;

N'-[(1S,2R)-3-[ (2-amino-2-oxo-1l-methylethyl)amino]-
1-(3,5-difluorobenzyl)-2-hydroxypropyl]-5-methyl-N,N-
dipropylisophthalamide;

tert-butyl [(2R,3S)-4-(3,5-difluorophenyl)-3-({3-
{(dipropylamino)carbonyl]—5—methylbenzoyl}amino)—2—
hydroxybutyl] [3-(ethylthio)benzyl]carbamate;

N-{(1S,2R)-1~(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-fluoro-1-
naphthamide;

N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3~
ethylbenzyl)amino]-2-hydroxypropyl}-N-hexyl-N, 5-
dimethylisophthalamide;

N'-{(1S,2R)-1-(3,5~-difluorobenzyl)-2-hydroxy-3-[ (3-
methoxybenzoyl)amino]propyl}-5-methyl-N, N-
dipropylisophthalamide;

N-1(1S,2R)-3-(benzylamino)-1-(3,5-difluorobenzyl)-2-
hydroxypropyl]-4-fluoro-l-naphthamide;

N'-[ (15, 2R) -3~ (benzylamino) -2-hydroxy-1- (4-

: methoxybenzyl)propyl]—5—methyl—N3,N3—
dipropylisophthalamide;

N'-[(1S,2R)-3- (benzylamino) -2-hydroxy-1- (4-
'methoxybenzyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

N'-{ (1S, 2R) -2-hydroxy-1- (4-isopropylbenzyl)-3-[ (3-
methoxybenzyl)amino]propyl}-N°,N*~-dipropylbenzene-1, 3, 5-
tricarboxamide;

Nl—[(15,2R)—2—hydroxy—3—[(3—methoxybenzyl)amino]—l—
(l—naphthylmethyl)propyl]—5—methyl—N3,N3—
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dipropylisophthalamidéi- - :

N'- ((18)-1-{ (1R)-1-hydroxy-2-[ (3-
methoxybenzyl)amino]ethyl}—3—methylbutyl)—N3,N3—
dipropylbenzene-1,3,5-tricarboxamide;

Nl—[(lS,2R)—2—hydroxy—3—[(3—methoxybenzyl)amino]—1—
(1—naphthylmethyl)propyl]—N3,N3—dipropylbenzene—l,3,5—
tricarboxamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3-
methoxybenzyl)amino]propyl}-2-hydroxy-5-methylbenzamide;

4-(acetylamino)-N-{ (1S, 2R)-1-(3,5-difluorobenzyl)-3-
[ (3-ethylbenzyl)amino]-2-hydroxypropyl}-2, 6-
dimethylbenzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-hydroxy-3,5-
dimethoxybenzamide;

_ 4-acetyl-N-{(1S5,2R)-1-(3,5-difluorobenzyl)-3-{ (3-
ethylbenzyl)amino]-2-hydroxypropyl}benzamide;
- N-{(1S5,2R)-1-(3,5-difluorobenzyl)-3-[(3-

ethylbenzyl)amino]-2-hydroxypropyl}—-4-methoxybenzamide;

4- (acetylamino)-N-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-
[ (3-ethylbenzyl)amino]-2-hydroxypropyl}benzamide;

Nl—((1S,2R)—1—(3,5—difluorobenzyl)—3—[(3—
ethylbenzyl)amino]—2—hydroxypropyl}—N2,N2—
dimethylphthalamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-3,4- '
dihydroxybenzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-

[methyl (methylsulfonyl)amino]benzamide;

~ N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-2-hydroxy-5-
(propionylamino)benzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-hydroxy-4-
(propionylamino)benzamide;

N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-methoxy-4-

" (methylthio)benzamide;

5-(acetylamino)-N-{ (1S,2R)-1-(3,5~difluorobenzyl) -3-
[ (3-ethylbenzyl)amino] -2-hydroxypropyl}-2-
hydroxybenzamide;

N'-[(1S,2R)-3-{[ (1R) -3-cyclohexyl-1-
phenylpropyl]amino}-1-(3,5-difluorobenzyl) -2-
hydroxypropyl]-5-methyl-N,N-dipropylisophthalamide;

N-{ (1S,2R)-1-(3,5-difluorobenzyl) -3-[ (3-
ethylbenzyl)amino] -2-hydroxypropyl}-4-fluoro-1-
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naphthamide;
N-cyclohexyl-N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-
[ (3-ethylbenzyl)amino]-2-hydroxypropyl}-N, 5-
dimethylisophthalamide;
N-{ (1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}—-4-
[ (methoxymethyl)thiolbenzamide
N'-{{(1S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino] -2-hydroxypropyl}-N-[2- (dimethylamino) -
2-oxoethyl]-N, 5-dimethylisophthalamide
N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3~
ethylbenzyl)amino]-2-hydroxypropyl}-N-[2-
(dimethylamino)ethyl]-N-ethyl-5-methylisophthalamide
N-benzyl-N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-N, 5~
dimethylisophthalamide
N'-{(1S,2R)-1-(3,5-difluorobenzyl)-3-[ (3-
ethylbenzyl)amino]-2-hydroxypropyl}-N,5-dimethyl-N-(2-
phenylethyl) isophthalamide
N'-((1S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-3-{[3-
(l1-phenylvinyl)benzyl]l]amino}propyl)-5-methyl-N, N-
dipropylisophthalamide
N'-[(1S,2R)-3-[(3-bicyclo[2.2.1]hept-2-
ylbenzyl)amino]-1-(3,5-difluorobenzyl)-2-hydroxypropyl]-
5-methyl-N,N-dipropylisophthalamide
ethyl 3-[3-({[(2R,38)-4-(3,5-difluorophenyl)-3-({3-
[ (dipropylamino)carbonyl]-5-methylbenzoyl}amino)-2-
hydroxybutyl]amino}methyl)phenyl]propanoate
ethyl 4-[3-({[(2R,3S8)~-4-(3,5-difluorophenyl)-3-({3-
[ (dipropylamino)carbonyl]-5-methylbenzoyl}amino)-2-
hydroxybutyl]amino}methyl)phenyl]butanoate
methyl (2R)-3-[3-({[(2R,3S)-4-(3,5-difluorophenyl) -
3-({3-[ (dipropylamino)carbonyl]-5-methylbenzoyl}amino)-2-
hydroxybutyljamino}methyl)phenyl] -2-methylpropanoate
ethyl 3'"-({[(2R,35)-4-(3,5-difluorophenyl)-3-({3-
[ (dipropylamino) carbonyl]-5-methylbenzoyl}amino)-2-
hydroxybutyl]amino}methyl)biphenyl-2-carboxylate

or a pharmacuetically acceptable salt thereof.
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