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TI TLE BLOW NG AGENTS FOR FORM NG FOAM COWPRI SI NG

UNSATURATED FLUOROCARBONS CROSS REFERENCE TO RELATED
WORRLZI0GZABI ON(S) Thi s application clains the bererius2b/042796

priority of U S. Provisional Application 60/732,771 ,
METKONFCGRHBEME TIRYDATINAJTHEC 8-PUVIET efY LAdVIING BROUP OF

reference, and is f rotl iled and

jointly owned aﬁ%?YEQHbGMYGE {:@Mﬁ&éﬁﬁ?% (At torney

Docket No. FL1318 US NA) and further related to

co-filed and 0|ntI owned appl t d Met hods

for Maki ng Fo &ﬁ‘é— HESM &5 @%HN?%&W& ng

Unsat ur at ed Fl uorocarbons (Attorney Docket . FL1319
[0004] I\lA)ThlbtWhn‘fbfn rgkstasiio ameethdsior feraethpleting &y %é&@?ﬁywmo

e, o 2,7 8 o e
R Rl

100 ipocaiee Aok et bty el FAER G G Ll peesied
mate?ﬁirﬁlro @nﬁe Jddqub MBI Q Méﬁts@ %léctrolytes and

pol ylsocyana e- based foans are w del % used for
fluids s Bropter Uanspﬁ,nfph;s@t corftents éma;gbl the ejophagyis) stpmgch, small intestine,
structi.on and ct.ure of en
en il pefig S mel ot PR BRI r i B0 et eplpeters,
whidhde i1k thddOfoywhtAcRendnp hd/pre 0 BRCK-A6®) TheabematGIckotility
Is used in roofing and siding for its_ insulation and
patfesagay dedyprigedcapapiiaty peaircumstanges. sieding dijeage and surgery.
pol yurethane foans are widely used for a variety of
[0QO3! i délmohlstyuchﬂplralmts mgludngas;tmgarrglsm@dfggstrqeﬁ@nhag@al mflux

h t t.ank
sissp R RRDLS SRR e hosd s R K waBRty Bl feartoum,
nauses l!ahatvbﬂﬂtn[ge fvthg gslay&erhptitink of afvehacRichi@taits., GHRD roférs to the
of these vari ous types of polyurethane foans require

varigdahinirg! esnifestaiionn Pt tganflex %ﬁtomﬁ‘én qnd fyadenat PQIF%U"S into the

a b
B PRGN Bl 6L G ond o
fropr etsﬂp}ﬁagleyl efrmﬁoﬁ fiev kndvomtovaoar. Other mlmpﬁe:srccﬂ&lt dlsnrﬂgrs irawhich

nportantchracterls ic for in i on val

1m1pﬁr§%(¢l’l I‘E%t]llpty 18 VGWQtHPFé FOGERRLE @%’ig tasis, postoperauve
pal(iféh]llc el s fo‘ﬁ%ﬁﬁzp stufapﬁseﬁ&@dm{r@ctfgy%Qrﬂta%le bowel syndrome,

oro uor omet hane) and
gastiitys) emebikcand fehuomi ocmsipation (t@iomemmfh)e HCFC- 141b, 1, 1-
di chl oro- 1-fl uoroethane) as the primry bl ow ng agent.
[00@eV eviptilin & 4 20- hrhﬁloi aoid pepaitle hﬁ\mﬂﬁne(sbd:rere'd rbg—endmtrﬂierdeﬂgm the
nol ecul es s t he CFCS an

TR R dagrmatilin rqsile}ﬁém i B g FeiEEE Gha
mo%%ﬁ; the%ﬁnﬁﬁgndmﬁeljaﬁ&t@ %@511‘[5 a2t ﬁét Gk %tl‘?ﬁﬁ deBRists (“prokinetic

real Protocol. More recently, hydrofluorocarbons
agFThas bashipodpoded wrot treeomenti fouCGE disordetse dest ruction of
strat ospheric ozone, have been enpl oyed as bl ow ng
[Oﬂﬂﬁ nt sTHeosrythednyyuied drandarhiia ofmadvolidx amtiilieticsimate bk
npl qyed .in this appl atlon i s HFC- 245fa ( 1%\], 1.
ferm@nt@n% Af %Weweﬁ%@)cc haxopelygane eppEagt- ERabceigd
Ry el m‘g@é 3l Gnds %ﬁnd&ﬁt'aﬁ‘lﬁﬁﬂnbbfrtﬁﬁ 'rrYe?ﬁ%E ®P e family.
oam” Polyolefin foams (polystyrene, polyethylene, and
pol ypropyl ene) are widely used in insulation and
packagi ng applications. These thernoplastic foans were
generally made with CFCG-1 2 (dichl orodifl uoronethane)
as the blow ng agent. Mre recently HCFCs (HCFC- 22,
chl or odi f I uor onet hane) or bl ends of HCFCs
(HCFC- 22/ HCFC- 142b) or HFCs (HFC 152a) have been
enpl oyed as bl ow ng agents f.ar- polystyrene. A third
i nportant type of insulating foamis phenolic foam
These foams, which have very attractive flanmability
characteristics, were generally made with CFC-1 1
(trlchl or of | uor onet hane) and CFC-l 13 ( 1 , 1, 2-
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having a nmultinodal cell size distribution, and such

foans have particular utility in thermally insulating
wanvioees1si nce they often have hi gher insul at PaE/US2006/042796

val ues (R-values) than anal ogous foans having a

general l'y uni for,meg;zel | size distribution. These foans
have been EE%S d “enpl oyihg ECRlomydGFSs, aRd=@Hr e R°=

rec &S the bl ng agent. As discussed
ﬁ'ch 3 o HucEon of V&rious types of foans

- y emﬂ oyed CF@3) agirjih@nBlcgiBNg agentyy In Rb=
gB ~the CFCs produce foarrs exhi biting good

u ion, |ow ™Manmability and excel | ent

i

[ i babf ity i t hege _
advant alges t khesGFCs havgqiﬁgl Egﬁhll%%{ 1d‘i%sf av OCBII_éI to a

their iTmplica rorpIHn t he (desEryhionorioD str R egpheri cRb H
ozone, as wel their inplication in contributing to

| obal warming. HCFCs have been proposed as CFC
[0 t | The ©de efdends aff @ythromyrin Ayinelogpt oysea, asnfid@and abdominal
. bl owi en . ver, the HCF have al so heen

aisg Bl UHRE AHFs RS eon bmeetle TRailPurRoB ! Sutpiy o5 HEipycin A
(DamanN@oreAddd itd fnifal B RIM atal} A1 do oA St cH1fap°‘r 5 u!:ﬁfe'

scrutiny, and thé?l Wi daeasyreagg%selo I—@g‘g) sﬁccgldlargd
degredatiopaivedist, sphakesald6), laﬂmd@rvet)he Mont real Protocol .

More recently HFCs have been proposed and enpl oyed as

f oam bl owi ng ag&ats. The HFCs do not

d%structlfdﬂf of~st rat ospheric ozone, but aHe.,g
toYtheir tribution to the gr.e house| ef flect "

HO, %
HOof t'Hei r Jcont ri buti on_t d''gl.obal
scrutiny, and their U
e future. Hydrocar

BT
t he HFCs have
se may al so

been

fl.anmabl e, and many araophot s 'ﬁally
s a result contrid®e to the Qg,grq% ction
of ground | evel ozone (i.e., snobg). Such conpounds are
typically referred to as volatile organi c conpounds
(VOCs), and are subject to environnental regulations.
There is ne pr oguliMig foans that provide I ow
f 1 ammabi | i\t hel i nsul ation and hi gh

90G
di mensi qpal, ! 'ty by using a bl owi ng agent that
—hégi‘.ubs ntial Ty neodzoreNdepl etion potential (CODP)
w gl obal warm ng potential (GAP).
1 00 i de a process for producing
pl astic foans enpl oyi ng|a bl owi ng agent whi ch has
significantly | ess phptaoghem cal reactivity than the
hydr ocar bor(6é) and hedfcemdoes not contribute to the
formation of ambient ozone and ground |evel srmg
| i,.s.for ng
[00B7Y N atie P e MV SR BB g BhoBpmonttii and
degnacatioh broaluoicH réearchek et echdesiviied REdiSoREPn &P ADLITHED s macro-
of ;. (i).a hydrofluorocarbon having the fornula E- or
lid Vﬁ%tﬂu)é‘éjq@c a éﬁé/étrfhcqﬂf alVipchof fhegesqapdidins wariaredyon generating
new er@ﬁo ?&Blaﬂ%g Et Wer 34 bﬁ?sfe Patl%h' heﬁlcai AU FSHRH0 of 2
hydr of | uor ocdrbon se ecte Fom €
Hatl@@HS prdupef @ofthBRBEHT GHFA Iﬁ%ﬁﬁéﬁﬁﬁlﬁnelﬁdﬁ%@\'ﬁ%&engmeermg) of
theg:r: %:ECHFf CF3CF=CH2, CF3CH=CHF1CH2FCF=CF2,
EEPIOB¥ 2 CF=CHF, CHF2CF=CH2, CF3CH=CH2,
CH3CF=CF2, CH2FCHCF2, CH2FCF=CHF, CHF2CH=CHF,
CF3CF=CFCF3, CF3CF2CF=CF2, CF3CF=CHCF3, CF3CF2CF=CH2,
CF3CH=CHCF3, CF3CF2CH=CH2, CF2=CHCF2CF3, CF2=CFCHFCF3,
CF2=CFCF2CHF2 CHF2CH=CHCF3, (CF3)2C=CHCF3,
CF3CF=CHCF2CF3, CF3CH=CFCF2CH3, (CF3)2CFCH=CH2
CF3CF2CF2CH=CH2, CF3(CF2) 3CF=CF2, CF3CF2CF=CFCF 2CF3 ,
(CF3) 2C=C(CF3) 2, (CF S)2CFCF=CHCF 3, CF2=CFCF2CH2F,
CF2=CFCHFCHF 2, CH2=C(CFs)2, CH2CF2CF=CF2,
CH2FCF=CFCHF2, CH2FCF2CF=CF2, CF2= O(CFS)(CH3) :

N SN SN NI s\ 7 NN\ P Y YN TS PN o~ N I\ 7 N S\
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CF3CF2CF=CFC2H5, C H2=CHCH 2CF(CFS) 2 , C F3CF=CHCH( CF
3)(CH 3) , (CF3)2C=CFC2H5, cycl o- CF2CF2CF2CH=CH,
wORW70cB82CF2CH=CH , CF3CF2CF2C( CH3) =CH2, PCT/US2006/042796
CF3CF2CF2CH=CHCH 3, cycl o- CF2CF2CF=CF-,

OOGBEI 0 A@g@ﬁﬂ%n&@&%tmn ircthe devel sPra&it oChEF nEHAEs $52hat they
3C F2CF2CF2CH=CH 2, CF3CHECHCF 2C. F3 1 C

shopBidryelitimmozntibptic acigb-esHbry sxgroegeptiye pressure on intestinal

T

G{Eﬁﬁ?ﬁa QbSO GRAby (TeBTRDEEcEHEMP@RED for antlbacterlal ‘activity.

F5CF2CF g@; ol rh%ﬁ'c%qp%eé%ee@% Clidty Reationship

of MQE&%&&*QHE)&%E@F Mgrgrgl_‘ dg’A;m%F csCI?ﬁzF Mis Bzology and Practice,
2CFS, CHF2 CH=CFCF3, 3, GEECT

pp. @MP@EQ@HEZJGS@HQ@@F(M@BFEIOﬂQ}Hz (Eluﬁ@@cp@lacement of a methyl

gro&fgveﬁ:%ﬁ@%gfhygﬁa%%% }g’gl'_% aﬁég}%’zéesuh in compounds

x%gp@kﬁ’éﬁ%ﬁqt FK%&H@H&@bac@ﬁF%ﬂﬁHﬁhﬂ is, a decoupling of
=CHCF2Br, CHF=CBr CHE 2

e GF0 Cies OF Bty Rt i CE o GRIB SRR 088, 57 (10), 2687-2700.

W%&?&%‘%&%@@Eﬁ@&%ﬁ?@%@ 'Sunazuka et al.,

Chlin P2 ERBETECI$Y 377 CHE2THr-27 (0FTRES 0b@Fatichis GhFORESe modified

CFS) 2@1@8@%%@%’35 CHWBr CF@W( CFp f CHEZ%S-%%%% CF@;@}Q@'ZCZ 2 'Omura et
al. @ﬁ%@%‘%‘%@m r@i%ﬁ'ﬁ%)é}%? F@s 73#150 (1992); Harada et dl.,

Br ZCHCF 3,
US%ICF%IRZQ%),—E}&ZQ&@WICE@(M @,Qjaﬂgem Frmb@jg qeal dHESR3 A8

Y I - C T LT ST

et ﬁg%t 5,825579 Qedephamey eAuf WSt 1634, mpﬁqem eaﬁ@y etaul., US

bi { d.a bl
57388 (oS ion chboleS St el Sy Bneh ol 0vs 3 Bads oo

N I
al. &J %tdgﬂ@79f(26m;%flg%}azfag?g§m@m7%l B@(ZO@?)r Aasﬁléhygag (C)lf.. ,d.] a
e e R N
21 M%'l%ﬁgrﬁorﬁ{l gg&ﬂf?é’ ?h&ﬁwfdpAmtﬁcfs%@E&acP‘n& WOAFEI04 35 BeA e al.,

ormn yi socyanat e- based foam
USch)91, 483 B2 (20043t GCangprast et kzéa@s 26&@/013}%;@6.&1 (2005); Carreras et al.,

O RIHEORE Dflshg- R o Ao REOBY B hiwer g S Ser No.

113h 65 S 4RABE Mayde 2006, @Gd@MeUW%mﬁIZ @spe)gonmafemz aJs
pol yi sSocyanat e f oam produced sai d net hod.

4%5;7§ét(b99&>md{@a1v@mcdg 19,246 80%); Heghieeh ol {Iést5r%§@35

OBl R TR EARRR 2 USRA B 0 o

et LESGR6 65,085 mowsmmwm\waomnmt(soez)evbrmdakﬂ al., WO

i ncorporate the entire content of al ed rgele ncFB
0310354 &1 {000 et bl RN L. PRI Ch- iyt abs Biorg,
&ﬁﬁ&ebﬁ ?eLeEth%@ g R \;gigﬁé}%orfrmd/ dléelneci998 41, 3402-

appl i ions en tled posi ti ons Conpri $i ng
340$;slarghﬂ1aaz af, Bmgorofrra:tzérrwrayw%gaﬁ (RINS61-87%; tand heyteDeioket). Med.

1 Application No. 60/732,771),
Che@l &\%ﬂg%’ga%sé@/yg r Forming Foam Conpri si ng

Unsat ur at ed Fl uorocarbons” (Attorney Docket # FL 1184
US PRV, US Application No. 60/732,090), "Aerosol

Propel | ants Conpri si ng Unsaturated Fluorocarbons”
(Attorney Docket FL 1185 US PRV, US Application No.
60/ 732, 791), and " Conpositi ams- Conpri si ng

Fl uor ool efins and Uses Thereof (Attorney docket # FL
1159, US Application No. 60/732,581). Further, when an
amount, concentration, or other value or paraneter is
g| ven as e|ther a range, preferred ‘range, or a l'ist of

Y T T S o Y T T
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One aspect provides bl owi ng agents having the fornul a
E- or ZRICH= CHR2 (Forrmula I), wherein Rl and R2 are,
wonoepengent |y, C to C6 perfluoroal kyl groupsPCT/US2006/042796
Exanpl es of Rl and R2 groups include, but are not
[00'0'93’I t ethe b dififadion 62 fife, LrGERCRAin oG $9 Zocomplished by a two-
CF2CF2CF2CF3, CF(CF3) CF2CF3,. CF2CF(CFs) 2, C(CF3) 3,
steyopopss Griztraerd thareibybapppss yemoyeddths) degeghylation step) and then

2 ;

the BRI S b oo T RN ACah o Blfhe qgen RX (the
alkglatipostephs wake ip b aseniatiyl iatkyT glulup shiciCongioylod $sopfopyl:

Formula | may be prepared by contacting a

per fl uoriddékyl iodide of the ifMeul a Rl with a  NMeR

per tHioyorkal kyl tri hydr ool efd,.n the B nul a RA@H=

to forfmaltri hydroi ddoperf| | kane of The fornul a

R1CH ~NThis trihydrojptegensl uor oal kane ,c; b

bedehydr oi odi nated to form RLCHECHR2. Al ternati vely,

the olefin RICH=CHR2 may be prepared by

ydr@jcaeinati i hodQReKt i t the

Ly e R e L T S e
dinpetiifldmimoaatdpplind with dediod int the pfesenvelof aRRky hasetsueh as alkali

oS kR e b e BN B ko F A S R
ace@nggryr%tgs&% k¥l hehZeuel Gk %fréiserg,gws a8, 3 A7 3) And Brdphichandran

conbi ning the reactants in a suitabl e reactjon
et ale §15e3,920p4h(1899) Hyresvat.ithepiierdet methedninitsy Siepus number of
ciants and products at reaction

. pressure.of t re
hm?té‘}’r‘brésr Nl Q}P"é%ss%jfef%@fe “Yeaction vessels include those

(00} enieese B it e dsain rensiad e i SedpeflachR T 3
di aﬁ&o@gﬁ &1 drytiskRlin 66BpAImdal | oys, Hastelloy(r)

ni ckel bas al l oys and I nconel (r) nickel-chrom um

alloys. A et BRIEFAYMMARYGRIHEINVENTRONCONdUCT ed

in sem -batch no I n which

fl | kyl tri.h i D: '
o RS PSP e o

addi ti on apparatus such as a punp ayubde reaction
tenperature. The ratio ofssperfiagprobl kyl iodide to
perfluoroalkyltrihydro@ﬁF}” shoulfd be bet ween about
1:1 to about 4:1 , preferjabl yfr abqut 1.5:1 to
2.5:1 . Ratios |essRXRap L5 LendPto result in large
amounts of the 2:1 adkduct as ported by Jeanneaux, et
al . in Journal of Fluogipe stry, Vol. 4, pages
261-270 (1974). Paﬁﬁerr .t eratures for contacting
of said perfluoroal Kyl iodiide with said
perfl uoroal kyl tri hydrool ef h are preferably within the
range of out 1500C to 300C, preferably from about
ﬁ“ﬁ?@%@??ﬂmgaout 2500C, and nost preferably from about
18Q0C to about 2300C. Suitable cont
reaction of the perfl uorqalkyl 4 odi
per fl uoroal kyl tri hydr oéef i: aF & about 0.5 hour
ou 0 about 12

to 18 hours, preferably,firom
hours. The tri hydr oiRé@a 'r{k &8l K&ne~prepared by
o8l%yl | i odi de with the

reaction of the perfl
per f | uor oal kyl t ri hydr ogl'gf R be used directly in

t he dehydroiodinatéon stfenR 0 %Hy preferably be
recovered and puri ) ed y distilled prior to the
dehydr oi odi nati on step. Th&® dehydroi odi nation step is
carried out by contacting the

tri hydroi odoperfl uoroal kane with a basi c substance.
Sui t abl e basi c substances include al kali netal
hydr oxi des (e.g., sodium hydrpxi de orpotassi um
hydr oxi de), al kali netal oxide (for exanple, sodium
oxi de), alkaline earth netal hydroxides (e.g., calcium
hydr oxi de), al kaline earth netal oxides (e.g., calcium
oxi de), alkali netal al koxides (e.g., sodi um nethoxide

times for the
Wth the
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in which the compound of Formula |I is distilled out of
the reaction vessel as it is forned. Alternatively,
woheo7chetogdr oi odi nati on reacti on may be conduct edTh)$2006/042796
contacting an aqueous solution of said basic substance
coMpriin tBtiHE cOMRpSind itk Tddmedh eheadteRabd bl ARIK ARGk A pK, in
one or nore organic solvents of l'ower polarity such as
the rangp baieceq ebepit 5 dndelnet 6;hept ane, or oct ane),
.Wﬁﬁgﬁatichydrocarbon (e.g., toluene), hal ogenated
ydrocarbon (e.g., nethylene chloride, ethylene
di chit'oisi de, chl oroform carbon tetrachloride, or
per chl oroet hyl ene), or ether (e.g., diethyl ether,
met hyl tegrt-butyl ether, tetrahydrofuran, 2-nethyl
t et r ahydr of @r. a, oxane, di net hoxyet hane, diglyne, or
tetraglynme) ijn the presence of a phase transfer
catal yst. Sui tabl &Kk'Bhase transfer catal ysts include
gquaternary a @RIm hal i;des (e.g., tetrabutylammoni um
brom de, tetrabutyl anmoni um hydrosul fate,
tri ehylthenRyk nonibine od forind€));
dodecyl tri met hyl anpmoni um chl ori de, and
tri (2% FHQ}‘IW‘%% REIFTRhEMPor i de), quat er nary

i Chp 1 94 HBHSRARGIA b | _
D ony 08 Tt ok B R e B TR oY R SS

cyclic etdreup;conmpounds known in the art as crown

et hers 50. 5 -48-crown- 6 and - CrQwn-5) ¢ ) _
A t PR ang Rt iy B uORE of B R ERE porahing g g = or
conduct ed=\jort'he absence of solvent by adding the
trfgfgroiodoperfluoroalkane to a solid or liquid basic
subdt dp&eor dwidremil eratecimgigsonp ks for the

dehyghr.ok0dq [ jong. are fromabout 15 m nutes
to a gg?egﬁﬁQ%gﬁﬁgﬁ%fﬁ%%$x dependi ng on the solubility
of tRTds Heact laydroxyl Pyectiaklgyouphe dehydr oi odi nati on
react;,on i s rapid and requires about 30 minutes to
abodt  tiledHneipmstectsd bydipgbbendn. The compound of
forthﬂﬂg,@pyugﬁy%sggﬁgmgggfBp@%kﬂ%ngﬁpydr0|odlnatlon

reaction mxture ase séparation-after addition of

vater, DY PEThIE HEscRPHONOEFERVEridNE! eo -

The conpositrons sclose erern nay comprise a
Ikﬁ.n | e compound of Formula |, for exanple, one of the
€ ds in Table 1, or nmay conprise a conbi nation of

10 B o ato s Fiepies S SRR AL r woBReRqY FRpanited, non-
arc;flvgi_lﬁceh SRAFbIAEN biS a@&éﬁ%e@ﬁieﬁgﬁm&r of‘—@a%c%E AbRQQLY | asin

THOD AND APPARATUS F PPI'NG 3GPP_ SERVI
“Cprliphaticy/ES 176 alipbetic, 7 NOERENOE PR sGOYE RIEY BT phrases being

o A Ao SR LD G SO B

nuitbeeoPeidrcatbas iynot kheifidde sont 1 iow ebdomofisl(2t€5 cirBons in the
. mapping of Third Generation Partnership Project (3GPP)
instagieg of Bngsfuratet plpliaticancigliish i ndependent handover (M H)
event services as defined wthin the | EEE 802. 21
[0@14h daf Alky} "coeris apaCKtRDUbafio 00y, Tt thesEng 0onvention for
r | at e hani sns_and .progedur es..t hat ..ai
aeF AR s P ST LTSN PR 8 U Rl
allfyanwdisties snclhdegBut dréBotl 1 iEEed30 Zmethyk bty Pisbyl} 868 6pyTRistbutyl, z-
servj ces can be accessed by nnbi?ity managenment (MM
buagdrP@abﬂdﬂgyhﬁm%¢@é$e{o aid in the managenent of
handover operations and system di scovery and system
sel ection. These three services include an event
service, an information service and a command servi ce,
whi ch are delivered to prospective users using a
common uni forminterface, regardl ess of the underlying
access technol ogi es supporting the conmuni cati on
towards the core network. [0006] Amethod which
supports the delivery of event services is needed to
determ ne when an event is to be triggered based on

. - o a1
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a handover conplete event service and a |ink detected
event service. [0010] The present invention uses
wexdeticTg1 ser vi ce prinitives already defined wpCius2006/042796
3GPP in order to trigger events that can be used for
[00RS] det RN PRIAORS 9h apﬁ}&ﬁe\ﬁ%ﬁet? REViAL aPREst ohB %%on—carbon double
service primtives are mapped onto concrete
be@d2with ttamntes:oaeerxlwhlfmedzbs1gnaﬂ1@ﬁe 80mbearlgf casboa atmambemg)

ol 5, L B P Sk RG0Sy G g Lt (0,
etl@éﬁzﬂ(\ﬁmyl S’.Llﬁﬁpéfsﬂl Edllyler opR-Edd), &Sr W@Eéﬁ%@ R0 FIRBhYL, E- (or

sessi on _nanagenent service
AZ%%b%*ﬁﬂv%@uwmﬁb1@dﬂé@bﬁn@ﬂﬂ§é#bﬂE@YBﬁh@ﬂﬁﬂﬁ@s nmappi ng
i s extended using nobility managenent procedures and
[OeéﬁbeptéﬂﬂmyPomumednahwhmnanﬂhhhwmgatbaﬂwevommpn@mbonhnﬂe

boppo B et b R St Sl bRl stboh e bne
apHyabike B}away@anhetrtu@l CBKE; 28682y pipainemde bt Igafh é%ébtylenyl)

WLAN baseline air interface standards such a
preprre il (PIoRsE iyl 1 -perrdomt-Livnybrand defoliled. f r equency

division nultiplex (OFDVM) 5GHz WLAN, | EEE 802. 11b hi gh
[09&719 diArpotectegjgronp.assp i pattctddydraxyl (¢hpaesyl mowChag

e AP AT e g 3T il § v Rrg AR despotind to

refded tHeHEHr 882 gldfphh@athandindhesli @S feadtaiLEhdRIbHE €8WhichiiBe
WLAN st andar suppl ement toextend operation for

COHOHRE i CHPOSASNA 15151 PSSO TIEE oBD bS SeleqivFlY oRYe] Many

oxEBEIRPRETb < MLy 28 RoDP S SR bl s
Pmtwmlszebupe@h O¥-gpti© yritkedsay yrd\lddit&i;rtepp meMﬂt(bl oblﬁgm?fh:ér & Sons,
siplar | EEE 802 WA exanpl es nota i ncl ude
N@é’ogjo 1@?%&9&@? '\E@RLSAW%PO%@ heypm é@reéeence
E under stg %hagﬁnﬁ%rgﬂg e [ nvg(n%’éo %ﬂ@%étld Eged‘gﬁfrl glr)nlln? ﬁunds of
foffnpylh émdtgiedé:slt;yldlptaﬂ@dmbﬂ (& PpiDMfSéror éTHBSi‘ﬂo odhtimgsity] (GTEEH and
. » e and to be understood in conjunction
tr etn\lg\f%?llﬁg{ Far%%anyl ng drawi ngs wher ein: [00161] Fi gur e
0 n 3GPP-M H SAP whi ch maps service
IOQF ﬁ; %ﬁﬁ‘és PATEEWA RO R S mglﬁgégmématq\é: (g€ by @ bolded or
daMdd ©Yi81at a ?&é%h?ﬁéreb&n@éf%ﬁgﬁ'ﬁﬁﬁra”&rﬁuf 46 HE}FL of a double
invention; [0017] Figure 2 is an exenp ar§
bOtid ag hamlg)E ofr IZe:OMﬁgm@?&l Bﬁ@stutcttﬁalgﬁqrraula oqm]steﬁec@hcmtstry-
de1 %ian exa ab‘g : aSGPPsrwg1 |mt|vt
Sebfi heiintRuE0 L SRR rsp%taénql I, EF SHOP
inVedyi6h,; as[pRELmPouabs & Well 8s Ak t@%a RO UnIRP pikktvide ﬁl@f’dﬁted,
service primtive to an MH event service when data
inditijsiyal eandomers shiesterpemeigagdomptiisal semers and qughinptéons and
mlécﬁlggé t}lllgr%ofgretaﬁ%n&%’téa%é@%y t[hggxge%]:ntﬁhtge%lg 5is an

Vi ce prlmtl ve to an MH

oA i RSP B o

foﬁlﬁH (¢l gC &eRd il dloY forin), @é‘so%ﬂde FHHRK aﬁ@iﬁiﬂ%ﬁoﬂm F6ms R&Sre
LLC layer is rel eased [0022] Figure 7 is an exanpl e

equivalenpigithesealepicizd is dhagtiietuselifoinuloeused hareinand beokthe structural

fOl?%B%%fﬁ%ﬁMéu%esﬁ? hh%m el}es&ll?{n%‘é oo\f%(XJatkt)enon%:r fo o ccurs,

service primtive to an M H event serV| ce vvhen a Gw

| ayer indicates that a station is attached;[0024]
Figure 9 is an exanple of mapping a 3GPP service
primtive to an MH event service when a GW | ayer
indicates that a station is detached; [0025] Figure 10
Is an exanpl e of mapping a 3GPP service primtive to
an M H event service when an SM ayer indicates that a
data session is active; [0026] Figure 11 is an exanple
of mapping a 3GPP service printive to an MH event
serV| ce vvhen an SM ayer |nd| cates that a data sessi on

I T 1 F A/~ o A~ O o o Y
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M H event service when an NAS indicates that a PDP
context is deactivated; [0037] Figure 22 is an exanple

wohoormepasng a 3CGPP service primtive to an M HPeYaIS2006/042796
service when an NAS indicates that a radi o access

co_,}_@aﬁﬁas AfRetligdsact i vated for data transfer;[0038]
I gure 'S an exanpl e of mapping a 3GPP service
[00R0] M P\ att b d¥libE @My SRV fERe Wét8BangiRe WAethylamino group

i ndi cates that a RAB is deactivated for data transfer;
suffep 6901 sempiglidisaduaniagess he dempthalagipn reashemprogecsigpptimally at a pH

servi gt 0..an: rvi ces S
B LS8 el el R 35 ER S B
tendid@40#irivd Qe el @Ehé seadtiorexbiecloomwamrdspiBuy, if nR@EPPasic reaction

service primtive t o an M H event seryjce when_an NAS
conidtpme aecamplagtd 1§ oRmBCRRHOr heraspertien P_%byqi%%ﬁndeéla?ar ed;

B A e A
pHiinctintailed by hsing aodaB deeistelrad nddingisoditachydi@ddo3olwiopgtepwise

27 1. n. exanpl e of mappi ng a,3GPP.seryi ce imitive
alofywifh i 9o ooRRnA BabGRER L RROT i LSS {sie} more
cffiBRBIY 8SinP 88 Akt RASEM pK OR4B ranic BF 808 5it6 absut X WP kind

of nmapping a 3GPP service primtivet o an MH event |
that én thiswawibareaptionsvasfastar andomdy lightlygners thar gipishipmetric

man %anrgolee ofnee Qc?i ng a 3GPP service primtive to an
a vent® Y83 V5°Ce™ when an AS broadcasts i nformation

ardj ng a ographi c. area; . [ 004 iqur, O-is.an .. .
oo o R e Bh i bRl B ot ¥ Bpien
the FX& Mhat TR WnERh YU RADR goh&Hied eSniddchi/ile BtémRarkler al., J. Org.

paging for a particular user or termnal; [0046 .
Chatn.g 0@, B9, 3875218 76%anghieg BF reastiph Adreguativpneuppipleequilibrium.
rimtive to an n V] n : V|
o Bty B atp L SRl BETO BRI A0 A B Grecccd
statdg i teri ) thAe@pirs gietdsIaBRomlivitesprpdudripuiifieation. Bren¢hkhdran e
event service when an_AS provides notifi Cﬁti on. .
al.,i 3% 8 ORRLAB RG99 addressed thimisgne pyesiiner Tumgmns) thetegaiien wdwogstages
8PP ' | Withd ¥RiHoddrd0r
or Ry LR I HBE LD rin o iRe RRHIARYBE IR b} MRdiod
invenpiorp ertmiabEn teacttwidt te fommidehydeihesdrabng tiereastion towards
[0049] Figure 34 is an exanple of mapping a 3GPP
coapleiote prinitive to an MH event service when an AS
i ndicates a network initiated connection re|ease; .
[00223 501 Surtalylsragnines fog useindhis fpyieation arﬁéﬁ’d’il‘ﬁdmé{m@@ig{b in the range

' 8 44l Qi o) 88 céeSly, thi
i e A
mepfOtha] thEcgnjngats eitl §pratoneted fpine) fftherapimierngs a pB@pthe range of

service primtive _to an.MH.event service when an AS
abqu, §ite ap 9a1q1§é1§mf|2hqrﬁfappgm RAB rel ease; [0052]

Figure 37 is an exanple of mapping a 3GPP service

primtive to an M H eveRt=Servi when an AS i ndi cates

the potential for an aborted connection unless
[00X3]eaniidhk PeebRedhbatinRak, tHoQPRAE ish Hith@y3hihg adPecific

exanpl e of “mapping a 3GPP service primtive to an MH
exam@laof whiohi is &risghshioametis/l) amineraetband @&atsi G glso known as TRIS,

Lnformati on pravided b rk £or .a L] '
ol 425 B0t el S Bt B MBry
amBRy, ¥ speifid Einiply 6f Whichfs ibigheHeNpIRE6)l ce when an AS
i ndi cates a connection |oss; [0055] Figure 40 is an
exanpl e of mapping a 3GPP service primtive to an MH
event service when an E- UTRA/ E- CORE system i ndi cates
that the location of a UE is now known by a network;
[0056] Figure 41 is an exanple of mapping a 3GPP
service primtive to an M H_event service when an
E- UTRA/ E- CORE systemindicates that the location of a
UE is known to a network but no transport channel is
established; and [0057] Figure 42 is an exanpl e of
mappi ng a 3GPP service primtive to an MH event

1L Frr<nl r o/ ~/ ~r-r— - ' e
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| ayer 110, a general packet radio service (GPRS)

nmobi lity managenent (GvM | ayer 115, and a session
woanaEgemnsnt (SM | ayer 120 associated with a glabals2006/042796

system for nobile comunicati ons (GSM/enhanced data

[0 Uﬂes HroferrGOMAbuHdS @ that B usedth theataRsboNdisiavdation include
(GERAN) 125 send 3GPP service primtives 160 to the

erySEPRy Nk, GAPeryBoomyin Br@.riarihromyeindno-4Bedyl spilomyrin A),
3 e C . r : of a
"’m(ﬁér\fllé %fhioae ?ytﬁr%gﬁ“{cgi f‘gg’eec g&ﬁrﬂﬁ{t@%\? :goﬁééélﬁéitﬁg% (UMTS)
services 140 ggd 3GPP service prinmtivesni) to the
SAP 100. l_,ﬁg LTE System 145 sends 3GPP ser Vi ce
QPEY 160> yi a an evol vedioupiver sal “fernestri a

e k
e SAP out put s

155 to the
services 170 in ] receiving the
primtives 160. § ' IS an
0 di agram of the[® 100 of

. [he3G°PP-M H SAP 100 i ngl udes_a processor

(AP5 &hd a 3gePale M H mappi ng) dat8@base K
AP 100 receiQMs a 3GPP service prinitive®
processor 205 in the SAP 100 interprets, (i.e.,

[0028]nt i Suieble, reddtien 3E@WENts ereuhetharprlj aqutousendBandldiveamesaqueous

S 3 S0 SR L B (BTG s
meﬁgagopﬁsﬁge&ﬂ 2&dhol. Uil dnRRaL o CARRB Chr Y4r9Froad to 10 equivalents

paraneters to obtain and output the MH event services
perletivalédd 663rythadrhgcit dedeativief Tlesbesprssillts are gpined avith ahsut 5

rimtiyves. for .each of the.layers.o . :
calialfis plBingofodtit U g ot g e e ppLaB T st i
adddagn 3GHIZISHIrMbE 8t tAE bHéihiuME.STM@dt@heﬂ ginerdlivecaidAdut k25
via the RR layer 105,the LLC layer 110, the ayer .
tenpegatared fiomed K tay/dr Clard pigfer e J0oMte08\fenlhe reaction 1s

RS B P BB 25 TS an ewanm e of

pi a 3GPP service primtive to a | .
1o8ZH; CBhipaiod of B nF e Pl be il B el e By EY! grgpromycin
coxﬁgoﬂuﬁﬁj whicR hshsteliadbode, bar Be igrthet eritioedmsmike2@btilides having

the SAP 100 illustrated in Figure 2 outputs a ]ink

mqglfieshred edimethiapeing eeoip, suchyneieiden belag yeriykaspsokinetic agents.
receiving a 3GPP service primtive fromthe RR | ayer
[0Q27] t hEhe practiccatf s itventien gradhe ftbermdeistood byyrefermcrte the

ol b 2T PERY SETE AR G i
[0067] Figure 4 is an exanple of mapping a 3GPP
%&Eﬂi@%ﬁ‘é&l&itive_ to an MH event service when data
T TR R R N AN KR
thégﬂlohﬁ?er hforfddtbd! Eg}HﬁltoﬁﬂfcﬁfjA kohs BhEHE R d4rdl NadbEhaml Thidknational.

araneter c ange vent service 'l n response to
Tetrelngtrofuran @THRRRsskstilled eversodiuni-benzbplasnonpeAlRRienyeagents were

105 that i . t hat dat ti i £
R M R s L A R B
BERIVR ¢ L00RHZ g%e%&a hicg@Rlogrded @ @M1 3Dgiod with amaaited DRX 400

such as | EEE 802. 21 or the |ike. 006%} Figure, 5 is,an
spesteemsites. Chermsplshis wersarprrséiad 120 pid - ppet fop Rand (4

event ser.vi.cewhen I ' ' a1
of i ab SV T R RETn b B b ESi R PnesEecer o
F fla@bgiretrehibe withas@asth tftiatizé hey &ARty1dTAhe bilivs pelaFlash

in Figure 2 outputs a link up event service or a link

par anet er change event service in response to

receiving a 3GPP service primtive fromthe LLC | ayer

110 that indicates that a peer LLC | ayer has been

established. This MH event service may be applicable

to any type of standard, such as | EEE 802.21 and the

like. [0069] Figure 6 is an exanple of mapping a 3GPP

. o
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3CGPP service primtive fromthe GW | ayer 115 that

indicates that a station is detached. This MH event
weenwieesmy be applicable to any type of stan@aras2006/042796

such as | EEE 802.21 and the |like. [0073] Figure 10 is
chasmets grphe was perfgRied HndiBEEelBd Bodfypéd dYichtorSatdSapiic media

M H event service when the SM ayer 1 i ndi cat es” t'hat
wee dromyEMIsi on is active. As indicated by Table 1

above, the processor 205 in the SAP 100 illustrated in

2 outputs a link up event service or a link

[OEaraneter change event servicein response to receiving

2%}3PPTb:t§rexEmplepﬁes¢riue's e memﬁmm)-ahmﬁa@ﬂmmﬁn A(9),a
i ndi t hat t i is.active. This MH
colpBLEEL 5 {3 Bo? B Ae SRS BB 8 H: ype of

standard, such as | EEE 802. 21 and l'ike. [0074]
Figure 11 is an exanple of: naa&éng GPP service
primtive to an MH eMeQt _‘ser Vi n the SM | ayer
120 indicates that a dath séssion isldeactivated. As
i ndi cated by Tabl e HOabeye,th&procedsor 205 in the

T

In response to receiVvi ”ice primtive from
the SM ayer 120 that | ~a data session is
deactivated. This ng,eveﬁl servyLegmy be applicable
to any type of stand Qd, such as’ OEEE 802. 21 and the
like. [0075] Figure 12 is an exanple of mapping a 3GPP
[0820]vi cA 10rlitei thideendcR rathdMotloBVEak c§BIYEE R itWaGRedhRE caMtirrer
| ayer 120 indicates that a data session is nodified.
andyutterial thenmagopple prabeavas chmigpe withiaethylddukg ether (549hmL) and
i 41 I N \Fi .e 2 Qutputs a
O O 8 S AT S 0T r iR s PRl G Meom (so0
mlr)e Jéiesdlugjon vaERRrakmtil becamé ¢tedri (v SE10mmid)EhSMIRYRT was cooled
.%%%{thgt indicates that a data sessiaon has been
Withsi ip5 Rah torpp wiqpnal temperatuseeidCe Sokid NaBBYE0i 9z 816 mmol, 1.5
eq.3R¥s thep@dadd st . i °
1 ?i ke. EgOQ?G] F(iﬁ%g)r%gg)f 3%%@3@%@%&%&@%3 'ago 3oty 1 b
dukeg whisd tiped e splution cenaaindd dieay éifter § drat i08€ thdiea bathevaSM

rorg 8, ThEmi L EE, BTt el W7 st 155 el . The
migeyEadidlly HREALEssRfuc 2Phe taachiewafEdrNBtelak Wtitbaldasd TIc

Eigfre 2 outguts a link down event service In response
(107 M it/ HgCh)- JerpssiaRie wapdestioyed ey earofnl additi@hbacetone

1 Welsl] ) t a.da sessi on.has bee
(12830 O AL SRUES KB 30BLA S8, PR RS Gpepgemperr
of lewethtin 3@7Q)iand piragphbe taydfet (VAVTR 6100 120M01hY PRe Bfaction turned to a
ls;aﬁgardh such ag,IEEE 802.21 and the like. [0077]
clegs; sgifftonwiith some,white prsripitaie. rhaispieRelamimEPPO sdlpvyaseidded to help
4 IUC ) Cyi : 5

B 1l B X o O SNG4
addiyg sedrhied NaloO esolutive (3200 esks) the2fifxtira wab exiGdfdlffih EtOAc (3

idhustrated in Figure 2 outpuis . a link up event . i
2090k The Spmhiecy Bies ‘@?fea?fﬁfﬁb%?aﬁﬁl Weeyikonse with brine
(2,009ED\e86h) CATRI Slef sEUERE,SSRT WS rénqb\fa?épﬁilj]‘%éw% crude Erzo(siuct

receiving a 3GPP serviceprimtive fromthe yer
wag ¢rigd infciacetma Ve a6 I SPHD). ch mibétetsolid was bbtamed Tl Gsg, Ml 82-

. ' be licable.to any. e of
18 P e B B B S SR il 0o 7g)
Figure 15 is an exanpl e of mapping a 3GPP service
primtive to an MH event service when the SM | ayer
120 indicates that a PDP context is nodified. As
i ndi cated by Table 1 above, the processor 205 in the
SAP 100 illustrated in Figurg_2 outputs a |link up
event service, a |link paraneter change event service
or a handover conplete event service in response to
receiving a 3GPP service primtive fromthe SM ayer
120 that indicates that a PDP context has been

oy oy
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pattern may be inpaired by a variety of circunstances,

i ncl udi ng di sease and surgery. [0003] @ notility
wdizeavodexss | ncl ude gastroparesi s and gastroesopoagsados/042796

reflux disease ("GERD'). Gastroparesis, whose synptons
[0084) ude shATEedb1EBEEmpdi@aT9)PMIsHuriRE B9RilicAB@] chromatography

vomting, is the delayed enptyi ng of s{omach contents.
(1 deretongherancy &% thethylaniied). w4 A3 ¢RIV CebMR (GRS 77.1,

f I ot e

10E PR Sl B R IR DS e S B p g
494 <li5teadi &, 40ER), 370003419084 3 f 3202830 pbageny, Er.o13m) 20.1, 18.1,

sQ kn occur. Other exanples of G disorders in
lﬁ#ilgﬂ’#m}ig&'g}m%ti lity is inplicated include

anorexia, gall bladder stasis, postoperative paralytic
E scl eroderma, intestinal pseudoobstruction,

irritabl e bowel syndrone, gastritis, enesis, and

[0BB2bni dhissramplsaiesaibes il demethyilatontaf49S)-ibpdabryNoinyein A (9)
' ' ' id ted b
to ghogfed R AR AR} BB bie BRRRR ATEBL S T ¥ bi nai ng

to the nmotilin receptor in the G {fRFt stinulates G

motility. The adm nistration Ci-floth rapeuti c agents
that act as notilin agogi sts ("prokimetic agents") has

been proposed as a treaf pent or,gzmi\sorders. [ 0005]

The erythronycins af®.a fgmifyQf Racrol i de

antibiotics made byHbhg ferneptation of the

Acti nonycet es Sacchar gpgy] ys @ g)rythr aea.

Erythronycin A a co d fbiotic, is the

nost abundant and i nporta nenper jof the famly.H H

[ 0006] The side effegﬂg of® eryt hyonmjgsi n A i ncl ude

nausea, vonmiting, and abdom nal ‘dPMeonfort. These

effects have been traced to notilin agonist activity
[0033]er yARioiitee ilrednéck) roamdibottant Baskosquipgpsd Atk 4 Mbchanical stirrer

@Ci d- cat al yzed degradati on product &Eéﬁ %The secondardy
AN SYPRAERPIIPOFRIE RERDS vegsi shaest anthdpOH @008 ek), gempound 9 from
th SPik ' I kg agoni st

i\@?ﬁéhy inmg?ly%@%gfgﬁrfbs{:%ﬁé%pgﬁf eg’rlggtgdtl'?gﬁd product 5,
trig(bpdraxyhehy)) sramnemetidea (Id Ve Steq.)dThe mirturaiens watméd ©0eS$°C

..as crolides,wth prokinetic acgti Vi re cal ] ed.

in e B St binaneheihal B cieflcio N dPai 6 ek c0) was

caRfllyHoaBy, Gl B raB 8 P@Fent Shd HRNMY RothGBlic tRLAENEBL BRing the
chem cal transformation of a naturally produced

interngl teppeipgire abeved0x° GroBhef midure oves stired aidi g fgehbt iTEC (15%

Is j the nment.ati on _process, -. 2 -J0008
MOS8 i i R cooe
to rooat tehipdesure s Shingdted Surlyurs tdodulifattaw s skl td @esoy ARy excess iodine

aftg bigotic actjvity, lest they exert selective
unil the qdne eplor 3t disarpgared pAbe Biftaregyasronsenirataddy removal of about
hal?}b?ltﬁétMé’(EHofak dafll RGeS SRR bF A Shis .-EEII?SGS ecipitation of
3" -di net hyl am fo group 1n the desosam ne noi ety BY
thegrrydint vigo aquéoss soiptiod mubdequeralytadded; tes pratipaateibelgydifficult
; ége Sak i%@{oa.and Orura, "Chem cal Modifjcation and
0 &Sl ke iQlkoring sxtReians: dhsitopcraigaEssyliingsswith pgneous
NaBu0o-1,580 mL retrhsted fivhidHLet @Sk 1St j i
and 3gr acti ce)!\@fgp._h%%-%gm%%%gm@% %?gggﬂld?g g!}? ,e Cg}ﬁggﬁg)g,rgamc
layprsgyere #psheduonch avith waipl @ cdfent) beffors dmping phergR a8 wiThe crude

t hyl, .Qr ~i,s00r opyl. .gr oup has bee ho .
LR e T A e L
vaduuirf dv@n@l 6 ROS@TT). brsé @bietihl Wed duvthbl¥ for B3 shbseq@nt synthetic

decoupling of the two types of activity. Tsuzuki et

proggdurehwphoysdiatler perifirationggo, 37 (10), 2687-2700.

Quat erni zati on of the di methylam no group produces
simlar results. Sunazuka et @l, Chem Pharm Bull,
1989, 37 (10), 2701-2709. These observations have | ed
to nodified 3' -di nethylam no groups as a recurring
notif in notilides. See, for exanple: Orura et al,
Owra et at, US 5,008,249 (1991); Qmura et al, US

= A — g A= A PSS\ o o o o, 'Y AN NS A I A NN\
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BRI EF SUMVARY OF THE | NVENTI ON [ 0012] hi one aspect,

this invention provides a nethod of preparing a
woaopgmdnsil | from a conpound | conpri sing treat PAQUS2006/042796

compound I with iodine in the presence of an am ne

[0034] n gAq)Lﬁ)ds(Elample bheorhpdiae (PEY waambtahaldfids siied galMbmbtography
is H or Rand R conmbine to form =0

(2%@0 1Q‘V+meihaaolii9 éﬁ@iwpmpihélwe dt4 wigthylasuige). mdzi 2319 M OC-
ane e S 648 olfpnuts 7y TR 7 1
69i3% 66X, 6@, 4963, a7, RE.7c BTD] 3625,135., 610, 300,82, ENGR, 21.9R21 4,

I y I ot [ roup; and R8 is H, OH, or
205?%9e@?§dﬁigé¥é&§%%’EgﬁiQggsﬁm"a hydr oxyl protecting
royp;, R1IO is H OH or protected hydroxyl; and R11 is
EQ%EHQE-C4 al kyl, C2-C4 al kenyl, or C2-C4 al kynyl .
| LED DESCRI PTION OF THE | NVENTI ON Defi niti ons [001
[0935} A This skameple desprbes angtherisymthesinef emmnouné l®Ohaging a different
urated or unsaturated, nonaromatic hydrocarbon
nol ety having the specified nunber of carbon atons

0081 Bl ef ipfub i ¢ fpsShsiealubTEnnG. 1.4 &

mE gD, 195 i 5 e'qri) 1aIMémHt(17@ ) ivieds Yvatdkd ROS $C0Meknd10 S
carbon at ons) where the nunber of carbon atons is

teTRRR Y Tse épilineé? 5? Eoh? 49 3724 C@r&ﬁéidrﬁdéﬁcbinsor(ezaomom The mixture
n t I
O o TR U D n BB Bt gt he
reastiowet Yhe wiattivrt wias watked op theesatrieonayf Bsrabdesiogiad thegridedroduct
10???56 of carbon atons being applicable. By way of
i § ration, Cl-C4 alkyl moieties include, but are
limted to, nethyl, ethyl ropyl ,. isopropy

[0 (F%Q}db ut Yae foragoing detalleé desaription eﬁﬁyiln\f@ﬁgn Ridder i asspghat are
chiBly o Nty PR e B LI RO P R e PEUE B iftenl B8R is o
be onderstnod tat thiv is dicmsalgttgtanm gotiveaiencey et a@hrtivatdd dentie ames be

relpgnE Bl BUioade 8 Weeh X ssieclepeflmdapRidhy fisclodure
hereM ilYiudles At @E Qﬁﬁﬁiﬁlat@ %Mnlﬂinaﬁanq{fCiﬂfo?m?%H fousl% 1rbthe different

ci s-1-propenyl,” trans-I-propenyl
pasgagngt &nylarlylalambgiu theti vaniphs fipures dnd3deadtmptidny hareth teﬂu&e to specific

e S0 oo A SR T R S e

distlogedsianke €821184@ BF b PArticOlar B8sieb @fdbﬁ&mﬁéﬂ? sﬁé&ﬂﬁ@fur@f:an also be
carbon atons bei ng applicabl e. illTustration,

usedptocthe ﬁiﬂi?’?ﬂrﬁpﬂ’rcmn@ in th epufget cetanyihyli F 1gwe ot ginbodiment, in
corf 19&1{?61&% th Emg%tg%i% t}ifé\’ in tfi Hiv%Rt%}}’ - gegyrtalf 2-ynyl " and

group, "protected

i"@n“ii " Bhivogt ittt %%‘i‘&i G B Bttt ReghBf toms of

cerGiin pref@fﬁd%i%dirﬁeﬂtﬁ MekevERRNTY H610Mte DoQuBL pR&Stedt O
certain chemcal reaction conditions to which the

embedipsnisdRathes issserp efiftie invantionss defines leshthe eppendeé claimas
be sel ectively renoved. Many exanpl es of hydroxyl
protecting groups are known. See, for instance, G eene
and Wits, Protective Goups in Oganic Synthesis, 3rd
edition, pp. 17-245 (John Wley & Sons, New York
1999), the disclosure of which is incorporated herein
by reference. Exenplary suitable hydroxyl protecting
groups include for use with conpounds of formula I
i nclude -butyldinethylsilyl ("TBDVS" or "TBS"),
triethylsilyl ("TES') and triphenylsilyl ("TPS"). [001
8] Unless particular stereoi sonmers are specifically
indicated (e.g., by a bol dedjpr dashed bond at a
rel evant stereocenter in a structural formula, by
depi ction of a double bond as having E or Z
configuration in a structural formula, or by use
stereochenistryde3|gnat|ng nonenclature) al

' o o "

o, o o s
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Chem, 2000, 65, 3875-3876), nmaking the reaction a
frequently inconplete equilibrium Consequently, the

woeetoetes1 does not proceed to conpl etion, | eavPag/ua2006/042796

resi due of unreacted starting material that |owers

yi el ds and conpl i cat es prégéﬁ\é purification.
Prencthandran et ah, §9 (1999) addressed this

| SSHBPY BlitRgts: runn| ng the reaction in two stages or
by sparging wth an inert gas to renove the

for EP&;HH% our invention, the am ne
’ cangﬁé%c{ﬂg{e?r%})%ﬂ% or ‘{18 Eyde t hus dri vi ng the

reaction towards conpletion. [0022]ypaH tabl e ani nes
for use in this |nvent|o 5are|@5|ne having a pKb in
the range of about 5 t&8 t 6, round anmbi ent

temperature (25C). O, sfate g) ch y, this neans
that the conjugate R Piptendt ed” fornm of the anine
L{@bo

has a pKa in the rangé.lof 8 to about 9, in view
of the relationship pka [0023] In one
preferred enbodi rrgpt) the eis aprimry anmne, a
speci fic exanple whi ch

tris(hydroxymethyl)am nomsPhane (pKb 5.9, also known
as TRIS, THAM or tronetham ne). In another preferred

Erfb BT T'the anine is a secondary amine, a specific

exanpl e of which is norpholine (pKgud) .[0024]
Preferred conmpounds | th -caqﬁk&e uged in the nethod
of this invention incl chn A (1),
erythronycin B (2), gl ar,ijt hr Ci h‘$ 6- - nethyl
erythronycin A), an®'9-. ll_gyod et HYomycin A (8,
especial ly the 9-S strgLeoi spner). [0025] Suitable
reaction solvents are gepit g1 aqueous met hanol ,

di oxane, aqueous ¢[oxan oT aqueous THF and the

i ke, or m xtures her edf . Preferably, the solvent is
met hanol or aqueous net han@l The anmpunt of ami ne can

CoRPU A BRI IS 1OGRE Be Presetts o b A ving R BKe in
the%ggba bLn gl M@hﬁﬂﬁ% of ami ne. Iod| ne (1.2-2

ents, pre erably about 1.5 equivalents) is

wtméuied in a single portion at the beginning. The

reagélon is generally carried out at tenperatures from
tdH 70C, and preferably from50C to 60C. The
reactlonﬁps generally conplete in 1-5 hours, depending
on scal esd026] Jhe nethod of this invention can be
used to make'[N-dEnmet hyl erythronycin conpounds, which,
as noted abo vafobe further derivatized to nake
notilides havi%R dified a 3'-dinethylamnno group,
such notilides Dbeing uséful as prokinetic agents.

[ 002.4]. £e t ntion can be further
undér &t ggargy Oé?} e&ﬁ){ﬁﬁn@ol | ow ng exanpl es,

whi W1§EEorW1@dk&@¢pWedeggﬁﬁupgl | ustration and not of
limtation. General Procedures [0028] Melti oi nts.
wer Ko B 6140 AHCNE) SFenlh Gpar i kil g protecting
t her rmrretrg(g@}yncorrect ed. Erythromycin A was purchased
from Nat ém I nternational. Tetrahydrofuran (THF)
was ot of R laadi RS wel asd dieurthdrenOblh eRdard RALOmbinkge form =0 or
reagents \é\ﬂ')ﬁupur chased from Al drich-Sigm and used

wi thout p ieation. 1H NWMR (400 MHz) and 13C NWMR

(10 orSPBRd dndn CDA 3 solution with
a B%ker DRX 40%)®é‘ﬁ§({:tﬁt%lr§?e(é?(;e1%e Chem cal shifts were

r ef &’ried, Oi{&?pmeﬁﬁbhwoxylppm for 1H and 13C spectra,
respectively. Thin layer chronmatography plates was
performed with Silica Gel 60 F plates, pre-treated

W th ammonia to neutralize anyg.acidity of the silica
gel . Flashchromat ography was perforned on Silica Cel
60. Both types of chromatographic nedia were from ENMD.
Exanple 1 [0029] This exanpl e describes the

preparat| on of (9S)- d| hydroerythronym nA(9, a

o I e o o ' T T | Y M L




and internal thernocouple probe was charged with MeOH
(2,000 nL), conmpound 9 fromthe previous exanple (150

waq 2047lvemset i cal |y 197 mol, 1.0 eq.) and PCT/US2006/042796
tri s(hydroxymnet hyl)am nonet hane (119 g, 5 eq.). The

m“#%ﬁ%?ﬁ%ﬂ%ﬁfﬁeg‘%@%ﬁ nal tenperature, during

whi ¢ e mate $sol’'ved. lodine (75 g, 1.5
eq. ) Ritds H; @5 fouptofeciettisdirost; aadr ate to prevent the

i abtil. ther.m,c.reaction fr rajsi the interna
f eI rlé%lﬁlﬁ @'&gé’@@' 1’6%2@(?%%1}?’2' %cg%agi(}a?é'i‘gst irr Ied at
55C f{ . TLC (15% MeOH in CH2A 2) jndicated
2-conp4%3§?tg?fr mmf%g( focdaimm bivvheri comRaIddrs RYBORCiA
: ar 1 . di um
ex?ﬁh?érﬁ?clh B, E%%Bﬁgglg, ?12 g9 gglgdx%@fyﬂh%hﬁzémsﬁ. ru

osul fate was u I I troy any “excess i odine
. i _ , ed. T .

3wa‘k A shitfod REbRAED FlinfY, xl%%%ﬁgfﬁgﬁlﬁlrﬁﬁaﬁ %ﬂﬁﬁ%‘éﬁké H
. : _ £ it Lhi

or echaraed aeduhn: wTERL R R e s eGP BRERD-

arfinbeethagat | y added, the precipitate being difficult to
di ssolve in the follow ng extractions. The concentrate

swas ﬁiﬂl&ﬁ&ﬂad%f%@-@ﬁﬁﬁl, N tHelandi0 i dec8itfhry amine.
extracted with a2 (3 'x 1,000 nL). The conbined

or gapi : | 500 nl)
abefogéﬁ%$§¥§%ﬁ%ve QK%%§£§§ﬂ% éggﬁﬁﬁgnpragﬁ %6%%9( 113
g, np 118- 123 0C) was obi.ai:ped..after renoval of
solvent and drying in a vacuum oven (16 h, 50 0C).
This material was suitable for use in subsequent
synt hetic procedures w thout further
purification.[0034] A pure sanple of conmpound (10) was
obtai ned after silica gel chromatography (2% to 10%
nmet hanol in dichloronmethane, 1% triethylamne). nifz:
723.0 (MH); 13CNMR (CDC13):176.4, 104.2, 97.6, 88.4,
82.6, 80.0, 78.3, 77.4, 74.6, 73.7(2x), 72.7, 71.6,
69.3, 66.5, 60.0, 49.3, 47.7, 41.7, 37.9, 36.5, 35.0,
34.0, 33.0, 32.1, 24.5, 21.9, 21.4, 20.8(2x), 17.9,
16.8, 16.0, 15.4, 11.1, 10.0 ppm Exanple 3 [0035]
Thi s exanpl e descri bes anot her synthesis of conpound
(10), using a different am ne. [0036] A solution of
conpound 9 (5.00 g, theoretically 6.79 mol, 1.0 eq.)
and norpholine (2.96 n., 5 eq.) in MeCH (70 nL) was
warmed to 55C internal tenperature. lodine (2.59 g,
1.5 eq.) was carefully added in one portion. The
m xture was stirred at 55C for 3 h. TLC (15% MeCH in
CH2C 2) indicated conpletion of the reaction. The
reacti on was worked up the sane way as above to give
the crude product 10 (3.95 g). [0037] The foregoing
detai |l ed description of the invention includes
passages that are chiefly or exclusively concerned
with particular parts or aspects of the invention. It
IS to be understood that this is for clarity and
conveni ence, that a particular feature may be rel evant
in nore than just the passage in which it is
di scl osed, and that the disclosure herein includes all
the appropriate conbinations of information found in
the different passages. Simlarly, although the
various figures and descriptions herein relate to
speci fic enbodi nents of the invention, it is to be
understood that where a specific feature is disclosed
in the context of a particular figure or enbodi nent,
such feature can al so be used, to the extent
appropriate, in the context of another figure or
enbodi ment, in conbination wih another feature, or in
the invention in general. [O&QS] Further, while the
present invention has been particularly described in
terms of certain preferred enbodi nents, the invention
is not limted to such preferred enbodi nents. Rather,
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