
TRIAZOLOPYRIDINE JAK
INHIBITOR COMPOUNDS AND
METHODS FIELD OF THE
INVENTION [0004]
Triazolopyridine compounds of
Formula 1, which are inhibitors of
Jarus kinases, for example, JAK2,
kinase, as well as compositions
containing ibese compounds and
methods of use including , but not
limited to, in vitro, in situ and in
vivo diagnosis or treatment of
mannalium cells. BACKGROUND
OF INVENTION [0002]
Myeloproliterative disorders (MPD)
originate in bematopoietic stem
cells and primarily manifest in
elevated amounts of mostly normal
cells of the mycloid lineage. A
primary distinction between
Philadelphia-chromosone positive
(Ph+) and
Philadelphia-chromosome negative
(Ph-) can be made Ph+ MPD
results in chronic myelogenous
leukemia and is driven by ber-abl
fusion protein that drives
hematopoietic coil publication PH-
MPD can be further subclassified
into three distinct disorders by
related varietes, namely
polycythermia vera (PV), essential
Emombocythermia (ET) and
idioparthic myelofibrosis (IMF).
Damcshek, W.Blood b(4)372 375
(1951). Patients with PV suffer
from high amounts of red 



blood cells, whereas patients with
ET have high levels of circulating
platelets. If left untreated, both
diseases, can result in
life-threatening thrembotic events.
Patients with EMF experience
fibrosis of the bone marrow with
subsequent displacement of
hemropoiesis into the xpleen and
liver. This primarily leads to
splenomeraly, which is followed by
anemia in later stages of the
disease as hematopoiesis becmes
non-productive. These patients
have a poor progenasis, altough
under certain conditions they can
be cured by means of an
allogeneric bone marrow
transplant. There is no known cure
for Ph. MPD diseaes. [0003] An
activating in the tyrosine kinase
JAK2 is associated with PV, FT,
IMF and other diseases. Virtually
all patients with PV and about 50%
patients with ET and IMF harbor
this mutation. Morgan, K.J and
Gillard, D.G, Ann Rev, Med,
59:213-222(2608). The mutation is
an exchange from valine to
phenylalanine at positions G17 in
the mature human JAK2 protein
(V617) Additional mutation in
JAK2, commonly found in exon 12
and referred to as 1  
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modneationer and equivalents,
(Mika nay he included madam tho
non crin lin pinsun IFIVel?thla as
defined by the damn One (bind
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halal I run Chl CInnalar 110, 2
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carbon 
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(RIO NAOMI PrOOK))7, hlAgelle,
OR), 1,170Xalle, OIZOOR, SILO
Ol, 91,10gClO131)1)1111,RAO
A11211,10),, 7 2thlurol rietl
yknnno, lemboillesemns (eyrie
mall, 15 2 toxin, maccunn A
amainmul mould. I 



115lactha. madmas lluarbamoo
nmainnamtito MAO) AMA&
1111,1,0tOr WOLOTOU,R,
eaclosoc vale., de515 C I,
esslonhosphanmdc Ilumems
taxo.05 e g T SX0l.elo155,Mars
Squibb 03145100),),  NJ.L
ABRAXANF,I free),
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soundelni, ptertRugl, otugsyl
oxyclth(oR1 toRoI5thischasolt, I
ihradtagotyl huramyr, typal:Reruns,
bsneethiophanal, 91,00!
11117092.lientabula nark lorrinnl or
fooparulth,(I R6 1110871 bona
robodimern,nandinalsu 'toed ba I to
41.(6 3100881 krona ,imbielleoril,
R. is poldinylsubstituted by 210
[MOM la one onbudinom,didlormily
3,1,1ituled be I la" 



100901In one embodiment. pbo.I
10 (S, L'r (oboe:to], Perldal,
1101117111117 suinteuiedI ton R6
la so, crumple, 'a axle Inexam' lc,
al Ls pl anal, parsenial canrolal
thia,o1,1panclal, onboard',
usbooned byto 3 Fe aslicron R6
is(- a by],c6 arkaliNR`126 male (Ir
(O1016( ( 10)(1 ( s adol/NR"R",
(3.(0"(bre.,su,siy(
1(beteircuclal)7(01N73(00 CIO1 ,
lotemeaclab0(0)97701as,chols, I,
CrOndiR`O., Cs 16CORNR're
-CCii/OIWO Os allORes
independoilla SUL,i ed Roo OR"
larOlid, 010 Lodaud said zunil
Ittcsecyc'el. &ternary] sed oedolkyl
are Nonni,- substituad Ian 1175
Ohba:, C, hataroosial sod (7)7 ,-(
stavii In one examulc, Rd is phial,
',yore]) I, condoled thorn:al r asroal
el:hewn, sabalineed Fa IC sabcrun
R6 is nidepoidnolla ( ("Men, C,
alrtylOaR'R), b,OdleaR,
nlicad1VneelocarlalbCOIRVIllt(
are,s abordecasl"li, 0(01NR"(CoCr
si010(C,4sa,lorihyld(2,,ObbriCo9A
node(s 25moons(RreiNIOff , Cs
OkallNR"R6,allral,(C, 101111101
sod Oka,' 00 oulterolla robs:Ended
by I to 5 subseldoirs intopondentla
selected from OR', NR-R", &so and
loin dud :dal orb lotruseaely1
hetcourd said aasluulkal ernt
thststutc. by I in 5 sasulusids
indspeudently 



',trued flon 077 7117 bale, Ckr
%alb Cola "'kid, yerl n andel le, C',
beremoslal and(10701-C4 &Rob'
PAM]Ts one embodiment. Ri Om I
dr ithridicsl,sideted hy isthdereis
ICindependendy Cthls ethyl, thirCe
mkywn% aikylilthRYR),9(0)
2NPhddh NPCS(0),thiers 'iky] 90,-
0900010. io, idththeidethi
sthisthided byllo d hum 0thide,
S(cthje. 990),       dediely1 is
opthcally substituted dy Ii]] ommow
oxo, halo. Ch. 912thli, athydthRillth
0, C, thdyl ethl 91))11' In one
exam*, led is itheeird find the
whiner], Rt. wo 5 la repos-Rs Ilan
pool an 5lioduilIn I [0092]In en, oat
dont nl,ib TI Mad, 1))13d11101n'
aubcouted I 125 wherein iIider,
Idenclo 001(C, Ct alkyROCR',
CORNWO or- 5takylia5 ihyinto
.,1,15CC/Hint beta kyr', ifcitronRR
C(C)NRRCoCyalkyliin it(onion.,
1,5( IIANR (t Cisalkyl,NIORR
C,O,NRinCy a1,1)(C, tune, where,
anal ayi, Iineionvc151 lieM/Gal)]
Ria cyclnalloal nit optionally
oulintinitea Pt I to 5 pi oyirucn5
indtpnahnlIa selculett non OR',
trap, gal@ 



CIS MCC ( ( aflicl,Ca 'aka PC, (
hocanocIt and ( t();(5 C,In ony
?XLMRIP,15! 5 Rimini( Loa !Ito
ioniovia, 55.    100931IP
orbNa..exuINN.1-r! It LC:
bercrobbb, rut:orbit ruby:oared by I
III 3 E3In on, ,0311,3[1, Ri IN
93IIIOIIyI.313 thiaaalal. Opi10,11:,
etyltrebetul be I or 3 0, wherein 136
jp re: ree atb:Cube elbYtNy Cr
brebnerycl31, whet nn toad :Wry; it
epbuoblly turebbrbylb,buteyeurt
mdependende seicered bum OR
Nitex0 /UK, huh, end eatl hyryrcu
yeryl ereetually relNpnrced by I to
5 rubytt Nom tedcpeadetuly select,:
loop ORl oro, bale I y NEele,r
:arty:bet: Cy abcrly(
heretoeyelylerd CrOe C ebetn, It
mut example, sato Iterbereychl ts
pyrrebbreyb bbahYdreferonyl
mualerdi upty any I piper:butyl,
ryberannel etmorph, int I orte
exempt, Erb it ty ley bel
Imm.INIerkettrp  crs,sto NL-ic"2
1011941 In 151 mobadnusyl IS"
ddiepesdently CyCs((-CIII dyl Cdr.
(Cs, Cr 



alkyONWRIS bI]lC CN, C. C.-
hocruartl,Cdds Istrodytdds CdCr
tolcolkyl, Cl aryl, ( (0]01i', Cosly(ly
C, )lkylsitsdass C(0)(C1-Cs
alkylt(C, s dcarcessitl),
doNISOrsdr's allohelcds
hoernetcly1), COYOltsdtr-C1 ark,
IdCyCs stylcalkylts
CYCONEC0:0-C1 alkyll(Cod s
Itomors I) ( (Oddld(C s allorlddeits.
C1)(O1111(dC, C, alltyl)(Ct curd
seloom said altorlcloiondly
tsbdicsod Isy (5 5 subtliloolls
mderiendentls selected Com OR',
OR RI, els I9-0,1 halo, and slid
arils *woody], (Interco 51 end
syslosIddi rts omicrons/ substitute,
bY to 5 rubsalunds mdstrcoloolly
1111111] AMYL 0111A Dyi, 111O.
CL NICH,C,-C, alkyl
ardCdOSSC.-Cs anon. 10001one
robodoces, Fts ta CO-Cs
Isseroesslyl ((Wilsons old:owed
111) 11119 1,21:T n:s inde re] ntl,
0911091 Com OIL sod dell Cds,
NRC,add 11)(1901 I t ruts
edIsxneteroesy151solids
.1tetralstdrofursotl tenh,th,poL 1%1
I ledus 5ulondsdoldtolld islodyrry
add th anti imirl elms. trdloms1 or
hcodtsdimposetchnsl [0097.1 In
one cm sodisien neretooss
toptrchn ppencto. llClCphllIIllly]
21)[9090] (loos 11101 d(wn),Cs C.
elkdrOlds 111 (CI ( eat rdP:Ird
00991 inCc(115.1101(dor
rce-rhuNirie [0100]In um
unbecturosnl, Rs Is (talc
'mu1111111 cmbochnwil 00 0, I 01
CI [11hu]le on, closedown( Rs 01
l(0)11NlisPd(I 1111) 11.l1llp.
11091151115 



101031In we eel, IR.JORRIone
toned., RI Is NFICOCI-13 101041In
one em.chnunt,4
C(O.IRYC.,alks1)(C) C,
heteeetycly), C(CtenRRICe R,
elkalant (cynical.. Ciente. , alk).Col
detetoaRly(o)NR ,tsisH three. s.
R9,066(6,4', sii0)0 6 sLsn.
mdepcnduntI) ^sleeted Rem ()IC,
\0,0[[aid anl bentrocchl, teltrodni
and (1(.1.1 dm opl....11) uled IR I
uesulucnti mdcpcnden. edencs.
Irem OR' ono [NI; r mns" all,s1 and
( Wyk I t LOLOSIIn ene einholen:.
R6 =( (cyc,tif
C(C.C(CoClo.terocycl., ohesnd
all,v1 o optionalle IS s !Ice uud,
balchtmltnth stIttt d fru, 01. Nines
tow and dale, and ,ald and,
hetelocnelhe.rearel and cycanlyI
ale , aded [010.In ons
embedneent, re Ls
indepesasstisass, KL es
alsopLR'Ls", sccsr, aftyle -C, hes,.
,L,Lsi Ls's-toasty ,Les 66,1L6Liks
or ((CRC,.-C, Interecnti)11 ...ram
end 211.1 c epeerall, 



Wolin:ad he Is selohn erts
ndeoesionily shLect.1 Item
@RCN:the, on. and halo, and socl
holumt),Inl /IPA ttsloalk. ars
oputundln NC!!be 1nthsthent,
esdneendentle seIected NECIII,C.,
alkyl R.44 ilkeRCheLtrotycly1 and
C(0)(CL C., alled, Inane exam*, R6
is ,eLecitd Rem Ins tollocod  Q C1
,heron 5115 wavy line Joyesco,
[0107;In ore cnikodanum, R"559-1
519 5fitoted 155 1 to 5itthlenti
md-penduka, sclasted lom OW,
I00CFo. ""1" (11'examP10 R-
r'lldmvi Ptm'I'Llh to 5 5,51519( 015
do enaentk seEestcr fiOR' 1,10 1.
F. `", ( 1 1 alkyl [01081:1101C en
s.59 ]ncra[51,1,1 110111  wnocin
the 5,55kaa the p0101 01
a1odusaolm.11,1051u 1 [0109)In
one kink:dam, R'
[0110110Lubochnscai,C(00011[
dd..). leII II denerC,Ith 



0))))1Y. 4 <yi)< atc, ", mai co ( a
Cs ockatikyl [-aid alkyl, 051 and
cask/011551a, uplonal, subowlol
by 1 05 5 1 (1(01.11110 a
dapanJent, 5,51,5,9 from C,alkyl.
ICs C, 5919150R, mak 500010
[aRR' 009 Ci 9.51,550,55151
[0111)In one onbodnankR"Mk! it'
MC )11CitpilliCI))4) 11 C119,1,
111. ovoso 11,1 mkenRI [5 [1 Oen
K4 I,C11 ,1  1111121 [01141le one
embodiment Ri ))0/11:11 101151In
one emboduncyd, le. 0 plitnyl 1 5),
bkler,),1)1, Flierein the adcayl,
heNrdare, and 1555),11011
suldramed 19 1 to S11 [01161la
ene embothindid led Is pore) I
noeubsmated by 1 [01171111 000
Ullb00101100111, phem,1
optionally substauF,11) 1 ki
[0118111 one 5mhodlinienc,IS
pden)10DILOn:. subelmayd be
2351 10101191In 111. embodene,
le IS 0.1,10p.)0119.1, ontinnally
substituted be 



ci 1,Na r). FC(ON111)121,
N]9110)119 51)))411: 55 alky])
SONIR"RN UN, Ch OCI d9111
590)0R), (1- eel e2(1) Feteineyelkl,
C(Ck(Co-Ca alltellCluteeneyelyler
C110,NR9Uner dlkylF151
betel-naked:A. wheaFla LI kelcated
from     wherein the mat3 him
Newsman the. point et se [01201In
ent. enabohmern teerunolal,
pttenad( abastmled( n, 2 .sheremI>
inicsendolik le I, independently
Calky], alloMOR3 (Le C.A-ca ai(O.
kale (bac> otkonol, wherein mud
kaki0 AllinA0L 011,0thied no I a 3
kubsutuoirs independentI(.
sclabled Imo ex r.rcri Ore and bale,
>lid 0.00 nod hemaicycly1 and Cy,
10/11.01 "re o(lieeally nubstnutcd
bkki tat In one example_ R is
(sleeted from 



genii the to at II 00/101100 n?
i>mem], 101211lb tine
embodimen.,ts bLeollR
10101220le one
embodunon,mlyCm alk(M (0e-Ca
athbooRI, (Cant,
.1121,3dInt>,alk(1)(Cc-Ce stk.
[MM. 010MPRIC. NReCtOIRk.Mo.)
0: O:NRIO:h CM, rirro 2-heon ecil
encl.' in eissamtlY otbetmlekte
anblittuellS imIPpendenibe
neteetbd Mem ale eel halo, and
mal knJ nen( aitiopttonal v
tubstiltted be I It( substituerk.
201111.0000(klitif Sekaed twin
ORS ink,s MICR( 0>11 (&tot
101221In one subediment R Lb
MdependedY 1.0( Akyl Part tc
112>-C> slky112R>R>>. bals.
NR`C (MR'100>1rk' ikk(It
mOtNEelt( C24 or nits
1012415:555,55. ssSssdiss ss0R
s,sss,spedsssi.Iy5.s-Cs:'sssIs,
IOUS]Itee nbtil n(Ipt (717(Ch
.1NO5101215 CH t5(0) NII(CH(CII 



CP ]sI li5:Il:Ii2IsI.124I(0
CIS51S5LI5sCIK
CIOINICH,5s.CCsiI, `00)(51nol IIna
th or IP( I 1012612ssls.pano I t eI((
1111271II on, uttb,51t (Pot,/
ryI(tniclan0101, tor y(110701,I,
onatultpolln000(0 , pc, I,
Itenpinudapolvl, OneuCuratty I
coroloylul I 01071,01 von:0M Isom
op' pOI100011, ORIIntp01,1,
moo,cno57,I, Itondo,015t Roar..I,
bomlittaPantp netopthonhcal
h000ttinwohl, bertepxoctly;
0000701,01, 000,0otopt
20101201in one eniltndinota .07 is
pytidn:1115 substituted bp t to 31,7
Ity I 10 



POOItome cntlynknot0 07 0 lit
indazopl 25pouthi pin cobolimpnt,
Iris independently Pits
(2.112(P,P1511
C]55C0612}11)27I7r [0133]In up,
pnIndtment. R2 is 525-1:5
1.1,101RCIy1 coctonalIy ,bsututeu
Itt I to ,  1,1341t is [001)0]) 0100(0
1000p000]0lyIopen opt, [11111]In
mac Laths sot s "al subsInscsJ] I
10111jLs one "ma ',Tot, It' is
prphralirnad irs1 or m subS'Illed
[0]171In so, euthalacnb11,1,
nomlab,1Tioer [O10091I, one
smash's.', 'Lhasa] option/1h Tan,
nrnd n, I o s 112 an, R1, ssecyl
options b. S114,11.111ei by 1 to
027 101101In aseRITabs/
01,101.q1.13 Woelf hobo, RI, 



and R sacrnohaILI L purnall
hbalultd h I TO [0141II, one earns
MITI ],00!3os]s]i0 pay ridthhl
rampholLhl yrnchausl 101421LI
cow ,htb sbran 'rh .01.1 op,- Ran,
subs LI 101 b, I to ' Ern 101411In
on, (rob alarnen, Rcadrn.
cahssubsuabol by] s sal le Is Tics,
'LIT Ttharna2 ThIthrnalbh I Is
20[0144]loss: rnabhaliment,
haanyely1 is popesdnhl
snsichobsyl , [0145](Me
embechnant RI is) hely I opt onaIl .
ebb, sayl s I Lo s and R: r,ncio,
soundly Thou/no bh I lc 4 II
[0146]In or, L
mouslanyiopyoido],:plisss Ily TIT
tut],I to JR' and R2 is PPUK?pl,
opttonalip subs1Pure4 1151 to 4R'
1111471opp.prphothippor
Fc'pcsdshl, sphorall spasm,: bh I rs
IrnambercmnalepeIbleabh CIL
CLATI.,11. CI so C]fl](9R0;dub 002
Le pa,' so ['withal, optosollv
rnbsnithed by 2 R',  indepene[rttr c
c, Far], 31C13 0311) 913),CL
C:(0)NR.Se 



N93( 1093 , NNyiC,=31,91) SC)
-SR7ES,CN. C:II. FI, rO)R!
FSO3OR [114SIAscsisi
ciF19-annonclucl, my( und
903-cled Flom         NHI N>
NH",r"," II.'A `)" ' 0- NN'-",-"?-, ,
NN2,N LN=") 



IL  C211,1::) NU. , NH ( '.)66-ut? N.
6  I rirr " -frj,-NIN4111 N _NH CN
iN1 1,91'N, hmi -cI'frli. "cNf N.N>-'
,r1,,,[ I" 2-  ,,,,,'                            "- "
'"?-,,,, ---,,,N,,r 1'.-11, 



, NH, ri>eC N N ,-, 1-1.,t NI N nt_H
C N-N,- ,-,-N co,_o 4,1 CrIN rrilii l'hi
'I:Cr'i-1,7 riNil ,'1 NN 1// ,> '4  il.
rVrTh.,"fr,' NH,-N-1 N Cr' dr! rcriN
rtir >'JCI [II1'r. NNin, i  



liddi ICH, CCSI L , .cri1i F1->Iii 'c
IIr4  , ' li7, N,-/,c ,i-",,,,, NN I
(fHdi=Z_N" rid   HC  riF'I rN7NH<
17> h,   



[\ -NHr Nr>-NH '4 7,T- H , 6
1:-.IN>  NHNti 0 rN. I I,  HU' - N
t)N- N . '1- /rah [...0:HHH Hl!,1 \
.,,:)...,,,, ' YN7un ,i, Cocil,,\ ,--NH
CH NH,()  -NH .--HN 



.i,. 1''"\-L (...r:L.e-1 .C.T'N."'" L )1-h"
rc,,, 1-N ''.-'. \ m,n\-,,,,--1:\-- 'Y .)
aor:,_,)H1,C5,3H, -C .HH. .1.1 ...i, r
HN, r - ", 1".,,,--...A I -"' %TN' 'nAI%
L.")..t,?!-, -1:"-- -,,.1'7'
dCOCHIjFs'-'. 



OC"a 2-`, C 1,, or>,citi.,-.:;?--,
(!._,,je) %,....o".)....'"f ) IC ..3co]
or,--, -,..", --NY  H, I CH, F,C  C
4N-ch, 1.,,,_ N.,.r -,A.4 hi /CrCH
......,ry CMl-' 



1'i ;.,1,, {,_Nr i-_.' NIL 11,C'
CH,RN]') rNi ..? ,4 7 N '-' NH r      



s101491Amahe, embodfmtat
roludet computaltot "Ite. comp...nil,
sC.Lssssplat p138. [0180]knothcf
unbudif,fncludts I tattoo thud ot
Formula I Ilad ads 1., an I o, LI a
that it at kat!. It fold. altentautch If)
lold, 111fold of 'mar tot. t/tetomb
hog ode lanut Tomah tsussly dye,
inhibrott vdal Di tEss oticrhart,
activities  11111M1In another
inbodimem compound, of
Formulain inbilidien Mai is at lamb
abool lid lo'd selection met one or
and combdialfon of lAK I JAM sun
TVU2.ono example, annum milt of
minala 1 ram X, for JAH2 inhibition
that is at 1mm t about 10 cold colm
dm mot all JAKE Hoc, and 751,12
In snothm omaiple compounds
elFormula 1 hir e K far JAM)
mlutettion dial- it at lema Lib, 8Hold
onlomide mut all IAKC 1K3 and 5
KO In annolicr ceanopm,
compounds of Formula T ham IC
ler !AK: (Halm Ill di a is of least
abed. 5 foad seloellm mot rnKi
TAKS and I k2 Of43152111
compounds of Pramufa I Mar,
C.011"1111.5,. amen: m obnal
camel, and ihtlftp 1,1,1 III dfffereit
oteremsonmam forms II it intunded
Owl ell sininnoinierm forms of the
compounds 041 ormula 1,
includinn bul not Imamd io
chasterounion, mina iumet's and
amp:max:a ao poll es (immures
Ammer such Lamm nimiums, form
pant of thc :114,11iMll
LUaildafrnpiesem invonimn ondei
aces al. S2011,11.0 and posmox
p1ttjttt IItttIPlt1tPtItlttdlttIbIl bond or
a               nu Hs nieHod dm High
nositinml bunion, mul 



mixture of Heil.dom Oir X
-oxidation of rho pyriardint I and
map, ylHounds r o nniin 1 OM
ccrumplc pmseut moo mop
LIPItclamfalom hot mos if ed Men
all stmeontonimsm and calf dedMr
compounds of lbc inocalion. Mime
ovenclien mccificd 51,wedne Itt
dashed iinc mprommlingparaculai
IllLIUIiU,tlIItLLIt
LLILIIIILIIILLLI1IUILLPIULIIIIL sad
defined 101541He countounds of
olic plum. mvonlion may Him in
ansolo atm, at poll a, solvated
mom ost LI rhantimemmally act
eponblot mahouts moll as mat:boil.
mi. and the like. andIL LI idloritiod
Mao the invention, m defined bt,
cicada:mu embrace both Saduaeli
.1d ansoloaced tonne  101551In
/111,MbOdinleill, compolnets of
Fran, a manor., Mims, and all auch
lamasbraced within t ccccpy,fLhc
cc cyycygy inycethont as duly, by
btu claim- 111, ECIM ',bonus, or
"taulonteric for, ro structural
It:tomcat cl chllarrat accept,ate
knot., cifibie bottler Ito,poson
LItitlnile. (also kni3,0 



talent-op, talltOrrer, tLICILY,
mirstorrertsiona air: migration of a
plot, such tareorgat Izattop Oa
bOlt, 01117,110,131g ele.ierr
(1/In61b le present mason. also cut
none isoisatabelcd compounds ol
Ionnolo I, tabu It me dentinal , Pry,
reutol loon, Int, rot the. fan that ore
or op, atoms art erplutcrl 1,, 3`I
atOrl Inwrg an atom, pass or 11.5.
rn:byeJ]ffssyyt from Inc .1.01,3,
DM, glogi tuna], fount! n           4.11
rrr,r, re ally lailinflar a um Or etyma,
st,,ned yonlymplt tcd battythe soot,
of the tnyttnutton Lys molars
isolopps th, can be mcorothayd
Into Onlapt [HAN of I orrnul, I
include taatopus of to dungen won,
obi rgen oxen, tabu:oho, Wilt,
fluorine claim ac, ',me, myth ssII.
"(N N, 0, 0 1b5 5i ''r rui     rod r.r],
rith Lthrku,...pouid, Icy I le ,
MoseI.yiIcdidyHysii
15rjoriiisIccyypycyydcsiIysyyIyIss
Et au, dtheibei ,tay, I treed T. s shy
nut yell), e notop, arsIf II
sysycyfpiiycyrtleinet bolt (keel., !Inv
Further, ant, tenon therapeutic
anat.., resoltion flora at cater
metabohoret inc,asot Sc sho half
ItIc ot. roltatue et:usage
requitetrents) and hence may by
prole:led tn some eityranamses
Payitron ennui, Esotopcs such as I,
and ''r r,erw
p35ocicilIygolpicyRfl1tll1bc155
examtnc sobs:late recant, omt
pansy tsotopically labeled
ccanuctinds of
IcicniIcissIlpocysIiyblpcscyd by
folltratop aptoodta, analogous to
those disclosed in I, Salton es
and., in bac Examplcs hatpin
beauty, by 30substituting ar
isOmPically Iihylcf cili5yoy ler ti
tnabisoluototIlY Lsbelce roancrI
PTIIIMIS OF
TRIAZOLOP'TORCOMPOUNDS
MITII. orodounesYf Foorduls I ma
e ] oyyyitlotyd by "mills id muse
chemical ans "an bo 1],[7 in addit,n
to, or by babl of, De aesenplma 



masTIT Immo The slate,
00)0910generally mulsble Mom
CNniliCaCid] Tunes pad ds Aldrich
b ]sahlasokee, Pm) or ale oliily
Neswed dung methods mell known
so those Palled la drie .
papausulosibms penerally
clmenbpd la I OW, I I leSel aol
Mbus ITT ,Magenrs as ()Tame
\yd.,ITO 01110, 00.0. illli7-099A all
Deds-ans Ilandbueb Mx omen
mden PITT e I auilbosaeerMulax,
Bade, To min semicolon, Isba
somdahle ma she Bedelem oulme
database"), Comprehrnm,
IleterDelthe Chem.y, LtigOn KatrI7,
Td       Ptrganm.i Mess 0914
Methods for ampler:aims madom5
am also cluslosul m V. 02,18.,2
and0019006 Sella
l5101581Compounds of
10001,1011 I ma' be femarsd
sumls or as compound hbrfliet
COMpiningMastfor example 5 m I
000 (0111pithOliq,0 100
soommods of Formula I allarthlos
Of Lornpound, of Forrnals has be
ed I/O 0 combdosond side TT mob
app.'', UT hy trample paiellel
lyllIbollAl1011If eithel solution
obese or TM pham shenusIrs,
hyfl1010dlllOO 20  Topa to 010b,
dolled in dm ad Pap 'alms' co a
camel :Rpm! ol the smelon Marc m
pommed a compound Abbe" WI
IFISIng at lees- 2 mammods sa
made I, Tau TIMIS ilingrenOMCI,
Timor, m elemmemtuall, amcolable
:Ms the eof 10I591Imillmtmese
psrpomo 1,111,01,11e111dem( lad
b,Ow ll1ooIdO menneduses 10
TOM Molded desempuon
olmdbidual mamma dope, 



0101110 Immoles Tee. Feb', Tom
skilled in the all pall Ten TT Ihas
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IS Pithel ,b01, [CH,g
SLIPPpOPPLPSI or ioilublo Niacin
Dliagns (I adillcr ot 111 (199S)
WYNN 13C1 42:129-1171.
10210]CO2'2011112rormala 1
lawalinininuiedKOLfle appinpnate
tO An ilnoo,onnrrdioior In II, !MOW
Pull,PC 1011., 3110. de 05oral,
parentual 9,1010 410,
gibtallartetni,InIpIMUSCIPar   DAN
intradetwAs insruil ual anc eds
&rah, inawleinial ractal nasal, ical
...shag buccal and subbingvagina:.
.110P9onds Dag IN
adDmWaread133.1eNtina,
aDDNANI1913 111I311-1
(Lj"I'Lkl'Ung the 0'1 slnh 11N
13F13'11 1'1" PPalqpiantathal
11,1i:agweciated Ihut Sinp,p.foolnd
inute mas ,Lry PUP :1),XpitpAP
FP, onilditionDupont Wham th3
atimPganil OFF311thia a ialtanius
Futuna), nuAgilatho Niue, or
excipient Wk,o:SonoorIpnlnlnSIIf
P01,11110 1 IS OthrifliSteled
priMfitenffly. OP, be formulated
wits a inutmaceaticalts aacquible
Doonnual ,claulc and 0)/I unit
drisapa micettbla Dims.; itteimlui
bad, 102111A 22n
1211,11111101211 72111211]
212] ninP0 300. about 10 Ptg0b,,,1
P100 MP Of a e?impnun.1 of 1
uns.h I di typical dose nuts be
Maur 100 mg to 30  also. 300 my P
CCIPINPfild of Fon.h, 1 A dose
may be adminsiorad au. a day
(QD) MICE pro dna (3dlai or more
fregtuNIN depending OR the
pharmacnkinew and
pburincodynamic prupcnies,
including abamplion 



insested dars or less Irchanalsfor a
nixmlind lured nI ono The lacunas,
may In nunard ler 2 run hers el
Theme). [0112[0nothes
emloanncol el the in ninon asiscot5
1115111551111.011M),d, a
,111,011.1.1d Of th s :noon leis5 a
molinainerit In she icalnent cot no
diseases oi e0052lt10119
dcssrEinema mama hi Ion01e, a
',Vila 1 sulfbrinf Lem bUt I .fisease.
or ho Osten Alm oasis ea ro din tor
of a 10cmnpoinsd el the
inspritionthe 133[FIPIWUJILt
medicanIor bearment of shb
noenses h heath: ens dcsothol.
boo in a nom blbehol amoral mph
as a nonnoul, for examekhim oh
soft, inc. frees soli Iserdo PH
SRMAC[IJ flOAT. Ff i12121L1 A
SIGN SOF  IRLaZOI OPYRIDINF
15(OMPOITVDS  102101nomher
embelmna io lade, a pharinrceu poi
componnen thin includes a
compound of Ffalllila 1 end
phonnacemicalls aseeptable
tonics. adinnant al vehicle [02111In
one embodiment no ohm
macconeal honichenien also
includes addition/I Ilictoutitie aged
olooloot from all min prelficraliseao
anah 



inflommatms Hash, in
mmumentedulaloo aboul. a
inumMIPIl LOC, ahem foi treasing
rardiesanelo disease, an
accostIreining liver disease, HU
55001000 fin meoirth blood
chuckle's an arson boots 012 bete.
or to aucatg ininlimoodicica<,
disorders 10E151le rine
cmbothinw. o sonhound ol
N017.1/1 'is Oche. la a
phamroformalation in an ants., 10
deeetahlysoloto IAK2 boa, activity
and a pharmacendeoll y
acceptabl00 earner. ohousut so
vesicle 102161In ram
embodiment.compound el Rumen'
1 is piece, in a rharmarroteal
feimelmion in an amount le deter
ishlyJ0K2 Amos,
0112(012"1,,/11111.1 11.111r01
10 sn1111511411 m11111
55515115 hut; 11 81111015 511d,
altcm,111111 '6 fold oi 5
501101151111 eeleethe
111,11111ng one Janus kit.,
1111,11v ot cr n11.111a11115511
of the ocher JAK1 111172 MK3
1111Yor 114-2 11011115
(1121111A 150.115 immolation is
p11-1111,11,115niehe a
oompoin11115151111 11resert
51111111111. arc 111111 known
to rho, skillod in the an and include
n111111115 nuels es
omoohydruten. Antes wahr
solub11 ancnoi swellable
115111111111 hydrophilic" 1.11
hydrc111111111 nhictin11 gelatin,
oils, solvents, water, am/ tho like
The pulp, lot 11511111 the
111111r101111C1 01 111C
prcscal n11111111 11 Inculg
npn5111,1 



sic,pcd tu th,rcpAs, r,, 1,6, a
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711111111 115,11111111111
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1001111111/11orm 1111 also
insludt oche 11 more oullus,
111111111 ng ancols 001/01111ti
xcithig 511;1111 lobrhatth
511111511, en, 05115hers
sosp11515115. 5ftents pr,11rvato
11 50111115daoh, opn,11011
5111111 hodmus, pros 111111
111, 5010111111, 511eetencrt
phluoimq anent, na,onue neg.,
1111 511, 011111 5,11,111111
tho111e 111 elegant
pr1111,111111 111115
51rovechrornsun 1 ol1,111111
111,111101 (X
11111101000111.1,01 ""nra-mo,
thelwni'dth' M1'11'11enIME
'fPIMITh'etfi'd
111110C111:16,111,d1(
/101e0101 10119111i
1011.11.11(1110, MEI)pured eion
con1111111111151110011111115
11111 hosing pweed51111 hot
t111111511e 1111 bulk hug ,u111
1111, 1111111111' o' tO511,
11111111 1150111111 m
sl1111.11,51111-7, of the compom
el, 1111.15 11 a comp],
7111,eselodc0nn de11,57111 e11
0thcr 111111111.
511111P1171111511 shun/ 5,
dpsolekkgIrent itttttt0tttt<ttt
(it]!t6tt66Tan, desert', 1 a:pre The
gangrene of the present km 



formulated min pbannareabrd
dosage:arms to gravid, en elc
dosapke of tire drug add In gargle
[Anent eepplian. with regmish
[022])EI he olgintaceutical
eompckailant (or formulation) ror
apohcali. bc packaged in otif xav,
clependihg UpLIOraohod tined for
administering the thug ectokodlc,
ark article foot dalnbuticur nalkores
comenner lading ...sited therm (IA
olannneeppar fermu(alkan
apareprialc form SurAldok
Peden.00 arc varbkratati Picot
skilled. theart and include nar[als
sugh an hotrkek (JAastic and
glasark arkerria aknIcrulask
planitot bans petal blinders, and
the Ube I he cantautp mar al.
include a tanTei (Pouf asaddage to
precein in...reel pans lo the
contenth or the pacdage In
addgron,lhe kouthiner has
deposited rheum Mpg thaparitag
[0221]Pharnancubpd, formulation
ulanon a I af I ?rnuia I maa per. al
Pk kapcds mule, pal hues of
alkonnation A k atopeand Fontana
an mg rbe desire, defree Al purl, d
nuncd a Ilk phainsacempalp
aff.plable Pants acre, (pip.. VI
stankr rliendogrolds framtaceducal
ante. (19n6) (6th glib. Ott], A tel.],
too Pain .tftt IrokohdRes1 al
ptt.tglto. Ottttt and.. :club.
argotokrate pl). and at Elp decker[
degree of platy, wird chypulcoludIf
aceernalbc cameracankers than:
nen bow raniPketra tae dosaCca
ApreAmPions ...ed. 1 IA pH of the
liMIWIII1011 &INCH& imunly on
the paplar us,
nodacentrauencoppotrod, hal rang
lane from           In about n
Fontulaa in nu raelge Wirer at pH
C rs a sta. el-ad:run. 1112221The
ofsubilorc t.lo.spttttttd fokher., IN
dreier.* :bpi,. The crumpet..
orklmarda PAHrlorAl USsoilil
compositirn ahhouvn Irupliklal
formulations co ague,
sul,lioen,reaccepttle  



min tome of stelmnaStnitim,
eoismsa1111 01.1 eneelosel
offence Factor foe considerauon In
act ILlap, 1411101 Die0en:1r
shoed, nen, csatel Me pot. ulor
mammal being teal00, the elemtal
toad., or the mein Mut: ratan, flu
cause. of IlE (had deo the Alt of
&lamp of itE einem the methat of
adinnustehbon. ached:pimp el
adranustafot et.d ather !MusD It,]
210 ineelfeel pria I time, The
sherapeumolls elm ma tracmar of
am AmentEt1 to be
ofnemsheremard be teettnuml lec
sum unnidentoos, and A Im
17.1113.1,,I annual no 11140 Er
evenp 141221]] III, ni treat De
desmclar Sne II amount is
peclerchls helEvol, [0224].1L11
11!]111l 1011344o,s.mthal
plammastatenalfa effeellec
30101,11 3,1 lb, 1.11111 to
admen, madeat,ixf. dos, 001 bn in
the range 01 the, 1.11_IrapAis,
nan e item t 0 I to 20 71414 or p.m:
body 41111,41 4111 ihm. A Oh 0.1
Erma 111,1i range of compound
used be ngMs II
10221jeteetplablcems cm ice,
maapictnnd stabihmers aen
ontopie 20smhtlospl ate, tEratt,
1?5Id othci nsgause malt
eateoxidant IntlefolD. 011]]]
4141teid AM awl Donee
Desert/levet 1111111 ns
o1401lsklerciefloThen7s1
ammonium Atha ce, luationmanim
thlondc omatIttemo Olken&
nicap[Dl pmpal pmcbco, tatrelsol;
resorcinol. meclotAasol. 3-petticoat
sod 11131,30,), 14413,e;011 (less
than ithnul 10 lesiduos)
polypeptides pacealch as :mum
idrumila plans, ,410131 istalophif,
potenars 0401 11; polyvinyl
pyinslidone. Ill II "OLD 11?01,,
glataminc. aw?LrogIe,l,kticlinc.
arnmems o Daum
monosanchmales, desacehandm,
Dior corbolesdrions liscluding
Imamme, or demeinsi cheating
anmais 0110 14 EDTA: cup, melf
71 71111111, maanaol, trelmicese
sothiloli saltshataina counter-iv,
sach as sodium, metal emote,
compleses0 and., aonmaCe
turnEfia, such as 



uwJ-j:Nttt pJtTrJcpctpctt.tpolsufw
ene glad all 0)ill chills
phamiaccubtal ingud.ents tIty also
lu entrapped in ousiocapsulta ow
pitied, lorauk by use up ^non
ten1.131,, 0/ b. intui.uril
ifilrinefirmoi , example
hydros:.taylIlylotlilal000gelatirsmicr
ocapsuln d oohs I filislmethacslaw)
criciocapitilw, w.fiesucels in
colloidal thug dulifirs siwrou (for
esamplc lifusom, album a
otierfirlierss, cricrocintilsions nano
pfittslcs and rumor .] oi
mecrosmuls ens lib Ifilmiquer ace
cluslowa in Remington
PMILL.0O31,11 Sciences I (kb
edition, OtA.Uai.
10102261Sustained relwese
pfipanetioni171,2.rwsrectil Suitable
csmiples of wistained .MieaSe
prepantions include amipenocable
matrices of sow] hydrophobic
polytouri containing a compound or
bourne.= I. which matrices are in
tip form of shaped
dILICiebJJIJOO.microcapsules
Ewen-miles of sailahlederelesse
include isdsestins. hydrogels (for
esample-Polifil Ifichworetlfil
medium:dine), or rues inylalcohoi)).
polylandds (110 Patent
nowdegiadarie Whole,.
vinyldcgradablc lilyamweficolis mid
copolunwe such cs the I UPROST
DETOTru conscinclo amount 01
Incr. asid mesh, &al copcismu and
leuprohde acetates bid uhich it
readily air ornplished by fill:Wiwi
Ihroduli sir' de filtration membranes
1021111formulations. include thew
suitable fat Llatadayinistiation
mules detailed barna The
lefirmiations may comcnicrils. be
urestirind in unit dosed, from and
mar is, priparwl by rily nr. the
rrechnils uell known in thi HIC of
pharmacy.Itilmicwes and
formulation: genus:Lily ate found in
Sue, methods include the step of
hinging into association the ad',
Illgyaditytylia the Gamier which
cc/rustle:lei on, or more actessow 



ingiedicntslo gelwial the
fiyayuilttittaatt propared
byifytaLyyayL  unimately bringing
mid nun, lively divided solid canicre
[0129]formulation,n comfmund of
Funntra*nimble fin oral cabmen or
lab], men t ina Inning a
prehntennmed .11.011III of Ike
compound ol I orimra Connecsecd
lubldh may Fe prepared by ,,,ssing
ia a suo-ame 10freemen optionully
worm:meth ba der, lira:camellluenr
prchcrvau, hlace acme m Ivan:on
nneci Molhch ablate may a, umde
byylyldIyyiy endelbc mean,. a
ann11,,,,I the pomhercd active
maredma, mo,teried with , mold
dilbeht The',wan ourionally lec
cosh or starred and atch eo or to
pleura SION Of controlled
11,i1,1,.th, pond,. oi planer,
outulsrme bad en soft capstan, n
nee arin cep mice. eon, or elixir=
man b, promon] MI oral use
formnInlions In compound of
Foaula 1 barn( Ird for ota: arc man
Fe Prepunal acruhlbld M meth"
known to clic ar,louln 11,IfaCtIlle of
fliaunammical ompubtons ancl huh
den wig af cob- eelonme nferr end
Penn:nagOolermark. a cabled:le
prera, ion Tablel. colaniaina rim
acrum mamthent in Whole., non,
Lmurtemer
plmomecutichtnreed131,0, ',Mob
am ',Malt for ma.taro
yfyyhLytyyyyaernulableFe,
excrete:as may be, for example.
mon chluonle ,Sei, 3, calcium or
sodium mborme, lemmaan ,
sodium pronnhare, gi emulating
null dthicleguning agents such as
mane bard, 



,,e111j,as starch.m acacia, and
21.2. Ueil IC acul or tx!,1,61,n
0yyyy Iyy yyyyLyyybyyyyyy
Iyyytydyy mac um, reethcbc,
'mamba, co, rob,d,,  LOin Paha
nem, basc 01033!If despecl 02
aqueous oho, of the cream hose
on, aura. a polahudm alanhal, i.e.
0 eueceheet iceheg tech OE mre
heedoeceeti groups such
ferrautauens may desanbIL Include
a cennanarcl which archaic,
abscrptrca Penerkth'n ef altc aetn
C ILlan",1,7 and nrlated aaalogs
10034II he niin phacr of lie
cmulsoars ol Oris inseriliort Loar,
he cunclinled 20 a annure ac least
one emulsifier p a fat Ce an eh oc
with Lash a Lal alai as cinuhthe,
2hIch acra au a brahIlIcerLc else
criefern2 h` auras hark all u0
carrelIer] emulsifying has. and the
u0sc rogelhn with the oil sod rat nit
up the so callud erceisifLing
manumits:Ls, which reran lOot csly
cispraserl phase 



or Ine uesarr formulation, f
',Weansdetei Ewa stabilizers
witathc fin ccci he the f
on",dati,"the imephon hreirpre
Throc"ffpparrin She perosr,ipr
rirc"por borp, *prim rnprersph
rhcppo, grpepi aprpopp",pile and
curfeau lauL21 sulfate
101351AMMER,. mum/mint0 no
itO ntioi admixture ma nen/rents
sateit the manufacture sasperemnn
Ouch excipmets include a
suspending u0,t,,;h,uudittttt
sarboysmethy
mei/done,cromarmellesepovidentn
ethylcellulcm. bydrexypropyl
inetrylmiluese, ditlin alginate. pule
ythslefriOlideum enth truedeanth
and gum a. :Kim and dispersing m
melting aecule Mel an a naturally
ocem meg phosphluts (s , lecithin),
a modmuadon ['induct of an alkyl
oxide th obelus, end.), propylene
oxide.] mil fatty acid e polsosyethy.
Moe Meath.) a and, nation produm
of ethyl,. nxide with c long chain
almilumte alcohol. (me,
nejnadedacthylcutemicatanci),
condextsnnon product of ethylene
oridc with a pnatil aner derived fret,
a fatty amd and it 13,X,Alt
anhydride ne 2. Melltnx)effillcue
nerkitall Ile /igneous suspension
that also contain one or meth
presemstims such as ethyl a
mpopyl p hydros]; termed, one or
mere unloving /teethe, me GI mom
Ilanw tog agents and net or dime
swanning /MMUS ,Mil1,3 mums: or
saccharin intdelThc plamimmateal
compouned of a conmeund
clieneula I may be mMen of a ,MM,
d/manic prupsiettem men
tutu:ditectablc 20according
LeMame Art mine Mime mumble d.
pumcieMEttarmints at.0
sustmedthe agults e Itch lave lame
ed likened ol]ese 



nlas also Im !sterile
uutub[uoOoliuc-ttt.tr.0000it on IM I
toym paraihraceeptabls deloeso to
if bert/IS YAM., II. E mane add or
prep] r(bJ If a Isoplend el court,
nnongwiceet table olssi ted me
mann, Riot, 9 M[M1011.,M, sod
ouooutiu[lyhuouuudotbnding
lockitnr ler des purpose any bland
rimcd oil toy ho it p yod
ttuohtdiuutMO, dinlyeendcsaddrion
fate] acids sit. h m oleic acid thay
iikenke be used in thu ptep.mmien
of inimacles [023]Dm emodat cf
adirc ipso/tient that may l]c mialiceil
with duo eminer mated,/ to ,cdnue
sinele dosage limn will utuY
deemldingopututtu hunt
treatoltdljtttostttlottttdooittJtt th 



fOlIMI? "lion intended tor 0101 od
ititi hut In apptexunalelt ho 1000
nee of Wive materiel optutiodttithtt
010111"to about 950e, or the tete:
vonarachtenv (weight wetnh
nevem fol adavatstnean I or
example, an ague, citation
ratcanorl Car [112181Fern. thermic
eu tavle ler pool eial
tduoott.uItottoui tuof.tdtoqutooutlo
end non aqueous stmle enaction
sphericity which may content
enitdrntr bUilab b tenosta. and
volutes n hat tender loo
forrettIntion Ireton], and acacia er
Itanta antler partiltos romp itin2 the
active rata tatted ut an Ina tO
25echnpristne Ihr native Ingtoliculd
4.12 '0 le gird can in suppocarty
vath a stumble how comprising ttar
erounple ecreen hotlot er a  such
as 0 9 'mis ["ho "hem actin, the
nasal pussiia, to semi:he alma.,
mos',unable IOTaqr solutions (A
the ion, ingruhent I oicielations
suitshic far mum, ppeolis
ntlimostrabon ram be prepared
aesentme le cot genitor:A methods
and ma, b, tien,,red oith other
thompeatie anenn st,licomPiends 



'mini,. tad et hie tienroeci ei
preph5lumsinfections as deseribea
[0141]F]]d0i6I20k fisr vaginui
orlethostiation mat.ermemed
pumices tampons cream, nein
paste; fen , Stitch' fefflultilm's
"remaining in iickliima re the arum,
ainiedie, spell onus as kr, knoxti
Eis le appropriate [0244]The
lerraclations mus be packaged in
inatolose or' multi Muse
lacee,triotmina,. reviling enli Mg
add,. el the Turtle liquid earn,
1,empiric outelintention
ianiwantelnPrim ki use dosage
loonelations bre them !remaining: a
aans tameaim drub, elaimo, 20as
fine, aims, ro duds re an navel:rung
fraction FT2, of the imam mgadient
The ramming Floohoo pcoadm
',termer, conippolious mapposing
at Man me aelo,o,,2yodi000Too
above &MTh teuether pith a
ietcomrs carrier Mimic, me, am
mom], arc inamobs imend tor dm
purpose at adunrsteitEll 25l mai he
solidTO gaseous numeric, oho Is
me thump: in Mtnit and me
ionipauble oak the oboe
togrnt'll'mufti.)Ott00000tTittttarenin
ally, orally III ay any ether &erred
pine CONIBITAIION THFRAPY 



20[0243]A minnow, et if aniniki
FoTloyTto .01,bmed in k!
OniMaCeLit'a' teuthinaum
rearming.,oosing
leginnineurehmation thambag.n 20,
COMMUildMIS froperlin, (hot is
...fel for neating, inlithitien of nlAX
birinse, fop example h1F.T.
canner),Tatused. I. eating soothe].
Therder inficrl lineal Toe 5,0111/
compobna of the pliannticnitteal
combination Itamibeitooflows
pre.mbly !up inteflementxx
activates le fornianand of Formula i
oi the nor:Thu.6. sm. thin they do
inn xlysiselyi affect each 0,1,
inoleeriles are suitably pre.. in
...tumor, ria anunints dint nie
effect,. foi. the purpose...n.1.1
101024i0In another embodimeni,
00111polind of Fmmulc. 1
rimyemPlaYob alone yornhination
nillft therapeatic age. for the
Irecirneni of a disc.. or Jhord.
deschbed herein. seen ns CCCi
nman:ob. disorder (0 iamb., in
inflammation) hi amain
embodiments. n compound
offronntda IS (.01,bill0, /II 2
pithimacteutioal nimbininien
formulation. oi ilebq raga..
...think...may, with aineood
tIneifent. compound lint hat anti-
athaumnateri.Weal/ .0:1 hauling an
infiammatton. immune-rasp.. alibi..
The second thernfeago. may be a
bSAID or other anti- intlammalein
nailsIn ono
embudimenn?,100001,00 Ili 'Ili,
,00E01,011 enernprises a
componno ot II or a stimeinom.
ceometrio isomer 



fasarafthiaTail 'Mill a thelaP'jliC
a'ent [02471Aort]l,. embodiment.
Ilinffote, includes a method of
nanny oi lessemns the secant, olio
disea.                                      01
banal:too rasp:inn,. the inhibition of
IAIC2 haunt nativity in a patient,
Pai11.1hila athalifistortaaIs. Pau. a
thernfennefilly abotheamoubt
ofnoun uundoiniala I midrtbn
comprising, ahminnterins ...and
chemeannipouris went 101481The
combination thnipy may Ito
COiILCCCCCO CCC
dOC10/0?11e011, CIS seaman.]
rammer, When hdministan.
anineminily, the combination Tiny
lie red inadministration. The
...bawd islministration ate
foonutationa or /I S/000  " he, "
prethr,ly t SIlleilekeReeleke' the
[0149]Suitria]c Moog, for my of Am
Mom,t,t,nttttdygtttty btyty I r rook
identified apent and Uttar
lummterapeurn. ammo cc mum. ac
102949lrn., I Flenje3 Me Lde e 0
ereand imm, 'saummstie lecfmu.
ram-AM viten rl e ant, tngradenta
oval togetber 



lc "cater LEh, effi-ls thut a mils nom
ming. the compound, mtu int lomin,
Atelk I mat be adamenu tie bum
Mgmatoto to, (13 ,o Gin lobbed mu
afilliree0rei t kir erei mmult.rn cub.]
lit a combined WILL (lomat f
mmilation, (22 dc]ummt ha
ulternarton ca. m ptrattul m
Ammar. /emulation] ( be e0MC
Other autumn Wren Mint pal in
atonal J1 Meier. a avangibm. effect
mat be attuned mho, to
compounds
edam...it-rodAelocredbymath,'
separate apnea]ytyyitt.titting
t]ttyyttityyt lit( rt,a, mi effective
comp, tiyyhtytttitill
p,clIcnInclonnureted sequentull, 3-
ounalto whereat In comb,'
1.1011pcffereto, deb ler of Pam
FAee tyyd:iy 1111,100e We NIF
rAnoLinTi [F
nuAzoLonNMaf901,14Db
adirunietemd COTOPOU, Of
hoimula I Stab mobile, may result
for mumpla front the oxidation.
ppluelion. hydmlyins. umalution,
cleamidation,
denterification, maiexmlie
nteuvage, md tht ibi, of the
tutoinistued COMPOUM3
[02521hletntmlite footnote it.
Atcalla ate idenufird by mocuiong a
racmlabelled ro g MC211) Mottme
of a compound of the invention,
atlinintsiumtp.ii arenteral]v in
tieletnnhle dote (t .g_than abC.; 0 5
mAbo) m an animal curb m rm.
MelleC gumeamonkey.to man
tulfint.t time Ion muratulientOMM
(typicalla about 30 mounds 



LO 30 Immet andPloducta from
the. thme, No."! m other buttngibb
mtuAtee bilmso ProdtMla MA
COMFY iSolarea Puce they k. F.
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122,41.044701311,3 043204,2
ammu (IA ffl.O (0,1101, 1 004413
and
b13(412114114141,03phum)1,311
athum(IIJ (blonde ogg mg, 0.7
gonml 3.] egun) m golenghle (1g
1011 0.10 17.4 agucous gmlugg
cailmnam 40101,401(11 ml 0.10
0tt. d VI M. ar gma gmhe
mmremam. 114 ft action miming 37
0 dgmcd 0013117,1 Hem. and lig
result gg g717(0.00 meg 03s17,1
watm 10272 232i
3134 331 ague.] 03110 IN
ehlomdg :203021 Pm !lemma by
a:3 bohint,
ch,,marbgiiibb,rbe-baucb
dgatuometInneg m33340(
3333134t IA g 41 (4 II 74710
(443.3 21113 DCiyL a 1.91110. 2
H, 7 (8 18 1 1413 77(3 1113 1 14
147 03 7 1-0, 3.30 ((.1'3 lb 477 (g
2141 13121333113 211 0 puneiJo
a ,Autka,,C
344-13431333333333:33
]-]lAA(l1:333331111131 (14343314
gamne (320 mg, 177 rara611,00
pmoluene suahmtm 0C(1(1 77 g.
10 7 180104 Ogemmalc 144 gil)
wagadded 3344311 01( M
['Mass.:II 073044 0 4, 00000300
41031 (44 mg.() 87 441(713mg.] a
m44 m 24 &fterh....,1,Y) ace:ate
wasr^ the 1,47114]1
711.213144114 272711111g
.1.177 Hag 07211"4 3014 0070
1410 kin('aPC]11'er.nCle           'as
41144 "'a 3430711323311"
3111771c, 1ilarml, 22'
themolonica,,,,) affmcicd 221440-3
mc.M.07.241.1121)11
14311mg147147 gEgynd(ne (95)
019. 7131: 3H NMR 030 '1117.
(14C1.3) 6.7 90 (A, 2 RI 61. On.,
HI. 7 57 (1.1111,7 02(43 444.
E3-314I3936 VA 9 



xvphen,l)amtli,Impcntein-1
,apbegril) [1 m0i(m.033HH, M. 2
aMIZ.  )0287]A )8,100 pf 4
0-aaveophopy11-1-mothylpipencui
mg, (.86 cinol) 2
thredohreelphovphiiNNAN/0
1iiieNuoPYINPNNY1 (54 NS- 6.11
sor)pp, 10,0,6,Le5040 No t 05g. I
room), mid AiorioN))).
)(erlimAN011-ii,2.41pi00olre5,Nulp
yridner (150 AN. 61.4) ^INN) 01
repiethylformamideme) wes
Orgeseed by505.5 50 of IN Nation
vesseh OlIsood by Npliev OPIhc
mietere )10.9 added
h101thereeddeevarvoic
disPallah1.11199 Ne. 6.06 010.1),
and the NAN.. the'O000rrod.
Thysyssyr).ossssiofflrr 9-9 heated
9' 199 C INieernecc. Nest. 1101C
provided PrOL'Utt 60 ma, )09.0 hi
NAIR OiN MHz. ()NONA Pi10 (4,2
141.7 ) 6 NI, 2 11).7 10 fd 1E1.7
20 On. 3 H.), 7 0 Id d IN. )9 IONA,
d 1.444141r 4 13  



eArrjtheAntliveyetheliveino
0.-NPNhelRN) phenyki
[1-2-4]11iaN4ALL'il-2-0thoe
20)028816 Nhmon 451 4
biumeleva).ion1I)
desopropylethelamine0.78414,'((.8
0111"1. dirtviNthythiNelamine
(5.11g. 22.7 000510 iv v1103
arerNe (100 1.11, I0000d.10 45 6C
ARN 1 ihe Nance) mixture viN
chkeiN )01110801 (100 NI 1 I he
Needing Nhiliest whe vinsinel
scvNedally with vaha and
earmated apecNN se.htuo hlodde
solution Rh: cp110041waedried
u7er nis9ue5lum sulfateAnd OA;
10tyyIhyoLiyy 177 aolumn
ulgunattogruplua lliguallea-74111/1
ant, In7lucluU aa a :an solid (4 12
u, 7917) LluNI414:4041174
nethoe7 g..74-1,011,7.
toet1771beauunid_c 1112993Mack
b.,t proccclur dcsuibul iyyihy
pre1.13- !proran 2 yllphca711-4
124 ict17.10-1141-1 71412
11Inaaolu[1,5 alpyrican 2
incui71kcianualde NMI(4
taetuanvphunlull' 4141,1,411
57ajavn,a7 2  



15_045-17 11,110717-17111711)
112 111nagololl 5-410411410-4
larninolgannuuutl4a471
[0290.1Too solautoo Ilthit]0n
aluminum li!! dridu 120 nmag. 141
ln                  WU at ?A 711 4as
2751221 soy'!! ((2 of armetlang,
445-14-
methox7pher.711-11,2,11,17,7
glanuno)-10gnathylbeagairide !215
nig, 0 57 III 4) 1,,
121:01740015701 14.2 uiLu mut
15 min Mier !  ashed marennolla
mad dram acid and 5om mthum
aMond, wfir)Or)he nedinamsulfate
firmed, mi aunuatmlul flash column
chmmatogiapb: (human, mthal
amMIL ix I mas as u:odd156 ms
,(%)OTS 'EST) Mae soh4 610 ma,
9%) LCMIS (E)P /IV Z :47 444
domethor camlanan
lIZ.0ia0940444,76aPu1idui )
I102911A minus!: of
4.(MManatuanuhany1141.2.4ltrUm
ulull,:a0nm.d.
ohmanuaboacaltici'mle (17 ing
1714 mmol) mid
2mmthomuth8l4mmc (6' pl 0 7)
mamli an: 4 A umleaarm
tetlithydrafinn InL) the rcaatum
lamb. 4011 I 1, ilm rear2t10)1 nun),
,a5paittrre.c1 banomma mhal
adoatc (7'0 0.17 ano 87011) 10
III.). I he muanm mad cepa-mod
and wham mud mtnrared :amen.
mthum (blond, solutmo (I0 10) Ma 



mr 14":1             IA MS or.) T10161
101 IS TadIR (4)0 MHz, nmso40 a
951 14.1ii), hosr - 9.T21-3),(rn5;8
707. 4600 =84.8H: 7E0 716(m 'IN
18717IT'62(: 2114 3 :9 it,:7 2 IL
5)5'2 Tl1.I6,d,2th 2313 (d 46:7 2H)
455 ,4 etdompipandm Ila d1)41  7
-Ulna: [1 ceMandm 2-mau c
AAA,MAU). Am /313[1,9)
alow]thrimimniw 19291]A
suspension of
waromo71,2941tiazolel
1,549pisidh92.a4Th       0 325
mown 1 Ruh), Amethowiptuidsne
950 nig, 1 3 mniol, 4.0 aunty),
cesium oortiwiate (212 mg, 0 632 3
00 eguiv9 With, 316 9 IEW, 0 03'54
natiol, 0.006 amnia /Ind
nridibenvy9danesuelowoilipalia.dru
ni (0) (9 3 ma, 1111) Inman 0.030
wish) in 27 Nalimwhallo=anale 12 )
was heated to 180 Ai in the
nuetowsw lar 1S min I he teacum
mato, isms concentrated VII,U0 rhe
resulting reinloo ww [A-Mooned
Petween 436411 67 08 ) and 4,0
,i.,1 squeints indium clam:tie
winlieuintil The PoniMmian by009 n
n csionnicsamrh) (35.5
(11chloromothints
maii",788,49-49,21,"11,,,,Ap (.077
,19 07091 00199 TM) P 248 3 M
9910 



(580 3713e, (:090:0,90: 32 (iin, 1
11(7.01119 119 n 23 ([11,3 110, 4
91 s. H1,3 6U Pia 219, )4R
119,3.41 A'11( 911, 2E70 07 2
111,1 99 (in.2 H) aLMMIIMMamine
20[02931Wide by
16,1149419wocednie tiesuibul lir
nip owns:Awn of 5-V3- Hondo 2
idiptinwil-A-(2 inctInArtrilin My011
43irsavolo[1.3-482911MI-2- 8lith.e.
in Faianpia 9 bst AinAtoiairg 5-03
naptiont piPei MI` 971)
9,276itvin4'lul 1,5-oliwintint2 amine
LCIAA 00199 mai 334 3'11(0919
(400 Mita, EiNtSinids). 0: 10 01 is.
1 Hi, 919 '9.72 On, 7 1:6, O1 Ha 



I 53 (in, )119 7 19 inn 1 119 7 19J
0.7911.] H9 6 49 IMP 9.0 91o' 14
Po 2 H) 7 42 un,"111), 7 12 (s. '3
lin 1, (in,99. 2 4( is OH), 209 01,
2139,17, (s, 2H)   [0294] yrid552
;rut r,t,&, OU25 mmol, I fixity) is
PHIthlte was "dud
tn512121tIorofotixale 136.) 52,0
462 itunot, 5MG)24 ( Aftm EH
tenon inxixte xas
concentrf01\Y.()resuIttnu Hsflue
wes Homned lx.xxecn 01trutred
ague., sochum Hcaxxtiate
5oluttex7ft ) cil.21 ocetoce (5 ELL)
Iffc agaeous layte xetx 1.)1.75ced
with C012.4 x 5 Jul tI tie combux01
ors., exHaHA xxx (turd exer 1118
',CSL Hifme, ULU, AA)
coucent,751Puutf50.),Hon Sc
prAperetu, IIPTC 27021e6 a tx1tH
5.112 (175 lug, lex IC'XIS tESI I
nix(.2. 1E1 NMI) (0 0 HIM,
0MAX1-d5, X 10 it I0I If), I 138
00,1I TX)X5- 



7') tatTH 7 IX it, JIlx( H), 732]))),)
lt), 25 0, if 73,  He L to 3 67
(2,11,100 (m I 111, 7A 0 7-69 ife
Ole 107951Exatitures 0'0 ;hex. tn
Wu xeie pteparecl guatroth f
Mewing Itx Huvc-de-crifed
10.7,70,71H I Ai each
compxundsyji, TaN7 I ux.
F2empl,.followcd ts 2175, 35 the
Alethoct Aeltunn    LC MS
NameMethod , (ESI) in/z      



ylarniro; benzamide 126             





N Pipenclin - Y,MethY, 4 15 (4
toRiorornelhoxy 



Phe[ta]) 2 ;1,2 Op riabsloll 5..
siP"thn bonza mide    N-04.1ethyl-
P1penclin-4-Y1)-4-L1-
61-tritluaromethoxy phe1,01-
114]triazolu[1.5- a]pyridin 2
benzamide Methyl 4 [5 (4 t.ron
etlioxy phenyl) [1 2 41triaeolor 5
a/pyrp1in-2- ylamrneI- 



bonzarnide N(44',9e9iy) piprapri 1
yl) p"(}1,11 4 E` IrrIluoiornethoxy
pheny')-2554.2 [1 2 Oltriazololl 5
alpyridin-2 yla1,1170f benzamide N
[2 Meth), p]Derazin-tyl) othyli-4-15
(4- trif Itioromethc?cy Plleny])2 11
2 41-Inazolor, 5- alpyridn-2
ylaminol benzamide  



415-13-Menoxy- prteny1;-
,2,4priazola[0 5- a]ayridin-2-
P.Perrthn-4- ylrnetkyl- ben/n[011de
24571 2 374 2 



4[5 (3-methoxy- pheny1)-
0,2,41triazolo[1,5-     a]PYndm-2-
ylaminoLN-12- morpholin-4-y:
eihyli-ber/Limiele              





4-1:5-(5-Methoxy- plienyli-
r1.2,4]triazolo[1 5- a]pynclui-2-
ylam:nol-N-/nethyl- benzamide



4-15 /3-Colors- phenyl).- [1.2
4ltnazo[oi0,5- a]pyridrn-2-
ylaininn]-N49- methylamon-
/Lyclohenel)/ bepzamide      



5 (1ibOilslyi Il 1 pyra,14 yl) [1 2
4]1nazolioi1 5 .1]pyruhn 2 ylarnine
(3/1suo/opyl-PhenYO- H
2.4]triazolop 5- alPrthn-2-
ylarkino]-pyridm 2 ylj methanol      





1414
4(3.4801.1i,3-4105.401-1-91.93
0290]solunrn nO
4.N..h-nnnhnllybnhnnlhn]ihn8
0805. br.pma.4431.1.3010 (2 3, 9
wninl, pota-Tum acetate 0 I p. 12
mmoll ned 0.0(3.00,438,31( um!
111 (111534154460 r00. 5 I mmol)
m MI5 Tal heated no 000. 3,80(41.
Thk r3.1539 nuxii(re coolcd to
Loom tcloper51.5 had 811oled
40110110 aLrAa, PRIdie
701,10,8.51(.1 with (anrated
aque095 5.4009 (blond: (3 x 50  



6,11114.44411,..1mgan, Ira,aon.
9)0 dmad rat)93drou11 Id) red and
...0,4nlaacd 1.4 3.34-14 to afford
th. dasu'd pr.4.91.4 4314ch 4311
Ubt ward.) tarter 919.5.144 g 9413
)4310) (I i 411111 neclivlaphen311
11 2 11014041411
11d19-2-414111e
10297134nlutionof194,4 4
4,4-renarneth31 1,3 3-10361
)1/13.949/1469911046e 00.9 6, 6.3
3,4,4)6.4.41)",,)61).4)
311191141110'0
4011,(i105410010. 193(4441e,
)1611#3nI101lo)0e40111101
apalIadJmn011 add) 44 eso nig.
63 n.31311. an, desiun../thoonte la
112 fi miaol) to 10
44469d93echane laatar 9119)943
1)33,4 .0 .40 '4 unccr ni4er033493
laaida Cool hreactea     urc voaa
doltacd 93,6)441 acetate COO
n11.4
11i41010001l100101011111n 943
111,36.1 )1.06611 dente lid
0.1u31. 4464eat atm and tha
1-4011 )14 dad. via, purr' ad by
flash column chromacogLaph;
1114011011111 oho adhal )3, t3'4)
pro 1.1c pioduer 0 6,0934 36 99
LC.MS 41 41) 629 .10 N 14
anhamplica)1) jr13.19
monc.1141191.cnv4a1 2  



40u...110414 441414 102981A.
433pe41ion o 5 (4
tnimplIonno01,113.1)pnena I) [l
,2.4111i.loo11 elpygdm 2 Salle (0g,
1 9 nItuall 1 140.110
0010100111L.1., "340 Inmol)
Ins91146(941.4encetene)dipallach
um Ill 1'47g 0.101 n ea, In,
aaidnnatc 1742 mg 2 4 um, 11 ind
4,5 1401191141319110441)464)
9,',  climmbylmu50 reflux 1m 2
daohm mixnue ma,Mb and me
19,416n4 mspeomon1111ereg
lbougbLssHsssf 34-144 242,149/1
c/ude 3331445 %MA 69-s puriEnd
by 34311 co3,3n 919.5,56mphy
ire110[(UM-? ethyl Het.) TO 032
progum (3011,"4.44I6,61,61( Mb
3E21) PVZ 171 151.141*1
5-4/mbigIn mmne I) ,411919312I1
almenclai 2 mmitt 1 MO gin
3116690, 1 1124664139,11.16
(233(44. 3 643.3:1, lus(d.beng
thdencacclonochpallad lot RD 160
949, (.3-7 mmum cabommi496
mn1 4 mnol)and 4
16,91119m,311,11mprummg 9
(14361161, 11,95e (4:114.6)1
in(1,m) 



(7 "g 6.5! mthated Pm .03,11V (
696659, to 169 ( 2,L 20 1316
iblAUKdIalkd ,11[1. Lit), MOO nil 1
and Mterecl th4,94 7411344 by
4.4743542 13i3 'mei Mu
oinammaphy (3O% 94(10441
dish]4431)(o4 3444.14.21product
(39 913 541R (420 MIH9,
CDC16,733 (6,3 = II/ 1 II! 7 52 12
On LH) b 92-6 075 I 1.3(3 fim 1 34
5 79-3 72 m, 4 I-----93 )%518 2 12
On. LH 1 652,15 (u H). 233-3343
115 4113 2 II (5 3 H) Lcms
415134m 464.3 E349131 L 232
33314433371
3141j21,2.11-51,-(21,1,21 3) 2
Iltimolohm2-91,111,9  It s =a [Joi'
iiunnaaf  al 101091al sle 12
lollostne the thoeedurc deacpbcd
lot 1nup Poo cfb p iron. 2 b1261 tot
I 0, lttrinchollta affsodine 2 an mc
and ataltulb non " I
t513-(m1th2110101101141  



0'ar11jo1hbo001 0111111Mad, bet
wrohnts Iao paced he ded
106-14545-eli000pbenal
alltumactlehcoale 414 ant
ingnon.11311131.
N4114-001etalautompnellwIlplionsl
lentettltolfor41)01 tamp_ 11 2
ellthanololl n aktitchn 2-t00101.
1112029To a aolutton cd 4444 thi
pOwl-ulfonvlipaenv1411.2
41Intchloll 5-
Italpandlophalnentmlbent aldehyde
(150 met 0.30 otottotlyot
thettloonncliaah tea- added
dupultaltunme Cin TT Lehe28
outtoh 1nu tosulluto ixtrature
V+.5,at 24 -C lot JO. Sodium
ill/1,1,0 mol,drbde tl en adled to the
!UK i7,11 rapture aftei 16totatu e
'too gotta hob 'Lahti sttortip1 an
leo, sodnun blitubanatu solthon the
ctIlemed opal tit TOlaocr was ante]
owe utthedroua hod' ma aunt;
/incept Lust tonnotaPlod
Purt14414h.proparathe thin loop
obronettoomply aflorded the
deaucc piodutt (61 nig, 37% ywkll
LC MO thb1).ht 421 e  



Fragg5IPLE 233    1 o a 15crgig
[34il 43,311[1 2 1,41nazelol S a
pand  alairo]yolehmal .L15110300
[11100coserialof 4 re illthvIrmil
one0p4n4110ga/110[1 e 10niren
fill 2 el unmolb m 41?1033 y15( 1'3
IIe nirnr0kl.0110,100000 gas
adeed edam gerahadnia 12 0IP
150 / logiolg al 14 54 yILIeylirl e
32,1044 113e 5104, jyydyIk
541511 405 1010144 by 3153,35
10 0112 11551
r1431110510411400001015
025034 403/231"Ira31310) 45510
1rig,""1 g 44E3 e414,
/-3,0211u324021rg14111.1 2
41[05-40 rijpgridirr 2 /00100
101041ledry3,03313yf11-(543-3m4
gaIrulton31)0340113 11,4
4101[330441,3
elpenclur-2371010035nliernrameth
gnol(200mg,15.51 



3033m015 or ding thal 31125,de
12 11,74 ,,s grque[4.411 .214N1
10043311-011 034,e314, (2.8 mg,
051 4,1003) egg [040,3,03,, 4011 3
33, 04 remotion utmlure ,5nr
0anmemed Mteecen 43135
53/1hIromet1 one Thc cullm1,5
1,32mile 413er 543, 4453 03/0
m1341005 sedrum 03113,
41131434 414  EXAMPLE 234
It,04-bee
tpteohloomot222121*5-tdpeoetnes
-1lt leSNoteLtNtulfetnane.do
lb1113061note LI) boliowing the
puNedure deterit,.1 foe the
peporation of N     ohlorePhoort) be
e-traorpholleomethyltphenyl)
N,2iazololl.2.- olph mho 2-notme
end maktn.g nonNnuNtI toiettoos
Net0I-Lettel 012 0 (2 (4434d34.3-1
3P44?44441,3413J^P443 Pe
411-0tt. br
.21o210ot000-5011he10ee0e10llo
0000ie,
1070714954hm44383-11-11
a1p3nchn1-211-11-17,1-184y414e
447e44c711.541 (55254, (1) iodide
t I mg, 3 much] to 27(254 71idin
h45174 at ]49'C 434,111909411
41544 p],4444. 



717],[1 2,111417/21211.1 92 nIL
54491 446947,415 sodium
4511127, 5Eltued, and
,20112.1.1E11.            film affenicd
the desired (58 mg, 3h 49-44l44]
1.49745.95444.57 III nr,,,R (4op
N11-17. DhISO-d749 5, 9.44
(7,1141,5.6449 1 II), 2 21-1 59 th
1- 8 w, 1 187 11.19 A 92 Ed,/ III:,
J= Re 2 311 115 Litt 201, 2 H1 1
10 3 10 112,1111, 2 39 1 OS (nE 1
0, 1 797-11 I 31 15, 7 It] 235
18-io_]3_(het11810/271117
5157412(47114-3-3.th 2 thltrii(vdo[l
5 atritit 175'5 (1(.1 1855 318114,11
[1 2 115- EPIEB11(111
10300134441efolo, rig 374 (trot,
du, (1771t54e4 t7r the 817patatIon
o 5 N- il 411144re4)her4l,11,88
pholitioIncah51871.4n715 [I,'
1118.8821211 1
4[0704181-474111.87 72,1 making
non MIR /I .11,1 OA,  



62604 NI 1211 rae I. Day (1_2341)
43151-1,1112146114, olIcerm)_.13
11 7 41.4;614[1 5 4]222dIII 2
11Th" 4011191A solution 41 14
M.0.440400,1415 5 (1
.1.M.41142.146 )411411 11,
41thae41411 4 44,44612 mino
i2511 mR, 0051645411 mI-
melylmDramm (50( roe, ( eb[ol)
244 106144 11. 110 "( 211m 16
ymblemmy by yommra 26 Om hoer
(14241628ep9y affmdcd
990426-2,1 M.1631 1 01 mg) I (
640 (FS mr 164' 'II 94111 m00
21110 ( DC1,1 8.949 12 I ID R m 1
HI, 8 16 8 14 / 9 117 1 903 ROI MI
8 He, 8HI," 81 7 o/ 96210 40 7 I-5
(m Hb 6 I)" (9110 168 264 II0 2 II)
5 42 54 (m 9) 3 100 3111, 2 46
244 (111,11162 171" 3 0)
E98M818.236 2 6181161N (-) ylIto
4741 5 ante   15 2 cm ce3c/ erti),
Hired/11 I 41.1emlabetelH24410 -
111a0ct148e9
10103101694q0i1111017Aoxtr10,,
une 141A mg 4 4664100 .42 m
1228146 00 ed m. Mo.
tnehenylpresplum 1610 8, 14" mi
141 9.00 e)II 0AS n m cArtTill! c"le
(I la g 5 17 orm(1 5 0 



coo (12 WAD, umlmeultem 21142
mlulme2) 12.6010.1 et 0fro II5 1.]
(lobblnIsullony112144,14 [I
411221,2 co in,  A0,5 mut, the
Haulm mtx17, 38/7tryeb
833,73bk,rbry He sr; 33; ututhanot
777te 37,,,7:337 83,-Lett 73 the
leactier ,31377,37 ISO
eoncHurared, and the 877,8h7r,
,81733 3,88 pubfied by flash 7
7117171Houtelittoe) to 811,4
produo as White '0110 (225 mg
7873 33181) h N17117 OHL 211H,
1:D(8 15 58- 1H), 8 28761,7 9,1 1
11, 113 0.00 7 th (371,1 7 2. /1)7,
1111 3 IL (s 2 lib 3 22 (3 3 10,2
0177,111) 2-Heth81-13-(Ht
'17/7717317818,877383 cm11-11
2.411narelotts-HPHItiat 100m
e81-388,771e 10311;
A,lin777.7mrohotH-Hb
07.18)1sulton)1H8787 I
t2,31313,1371,57477,17,23/33(718
7)313inp, 12 ihrool, 1 Hirt, and
La3HLen s Lcuyeut /190 nig, 40 'O'
0(11, 1 LI (Huy) .773 347,0 44
4554054, /elk, Fr' o 13 7117
Hacuouroncenuated in 7a7uo
3552reeull0o3 Htibu, 337 dilutal rtilt
0,11, HMI el 1,1/prtHluct Has
colhocled 



72 8 Ler He bui0e3 prep., te UPI
(817,18,3187120 tng 107, rteldt
b4N31R7311091113 155y100
173I: is: I715, 1l4,11' 1 111, 7 60
uo 1 10 7.77 ;lid,2 1 3 11r, 1 011,
1.70 I],M.Is,lb 2 72 77L
11047m7-7237 1-175ety, \ -OH
1/81)-1 7,1 mte01-3-8,hte
01121To an mcmeolcd sohmon
inplmmlabosA1111, 11 



0,1 equrcAill mthchne 10 9 nil)
Ams Addcb calm/ 219a0la mmol,
9,00 cimm.Aflmomlutonmi2
Amtrak/A 19, (1 117
111/thec1011,9
91021.12clatlimcolancob equal al
0andmc 9Am ackl,ti lbc
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aH 4 9 7) - 1 4, on, 41142 4109
L3953141191-1 103151A
whit]1414pataa94,268 459, 232
nunoi coa5,904, 110,
001,11130114(4144 au-tilage azC
in 9acuoaMonl plocin4 4hieli 4-as
0554tlis,ss tsttiits purification (158 



mg 929, 4514) 101414 (ES15m 2-
668 ,6, (c)
202i6419-543-1199110.149114031
9451611412-4482&&(
51181r64545 103161MlItt Sv f,.1
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I alPynclin-2 arm,.I )1_1 5 13
isoprOPY.3henY3 NI lpyrimid,r, 2
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