
1 8 APR 2004 -1  Pharmaceutically Active Pyrrolidine Derivatives Field of
the invention The present invention is related to pyrrolidine derivatives.
Said compounds are preferably for  use as pharmaceutically active
compounds. Specifically, pyrrolidine derivatives of formula I  are useful
in the treatment and/or prevention of premature labor, premature birth and
dysmenorrhea. In particular, the present invention is related to
pyrrolidine derivatives  displaying a substantial modulatory, notably an
antagonist activity of the oxytocin receptor.  More preferably, said
compounds are useful in the treatment and/or prevention of disease  states
mediated by oxytocin, including premature labor, premature birth and
dysmenorrhea.  The present invention is furthermore related to novel
pyrrolidine derivatives as well as to  methods of their preparation.
Background of the invention Oxytocin (OT) is a peptide hormone and causes
the contraction of the uterus of mammals  during labor. The corresponding
Oxytocin receptor belongs to the family of G-protein-coupled  receptors and
is similar to Via and V2 vasopressin receptors. OT receptors increase
dramatically during the course of pregnancy. The concentration of OT
receptors has been  shown to correlate with spontaneous uterine activity
(M. Maggi et al. J.Clin.Endocrinol  Metabol; 70; 1142, 1990). Premature
labor, though, and premature birth is undesired as it  represents a major
cause of perinatal morbidity and mortality. Hence, the management of
preterm labor represents a significant problem in the field of obstetrics.
In recent years, strong evidence has accumulated indicating that the
hormone oxytocin plays a  major role in iniating labor in mammals, notably
in humans. Thereby, it is assumed that  oxytocin exerts said effect in a
direct as well as an indirect way, by contracting the uterine  myometrium
and by enhancing the synthesis and release of contractile prostaglandins
from the  uterine endometrium/decidua. These prostaglandins may furthermore
play a role in the 19 APR 2004 -2 



cervical ripening process. This `sp-regulation" of oxytocin receptors and
increa-sed uterine  sensitivity seems to be due to trophic effects of
rising plasma levels of estrogen towards term.  By down-regulating
oxytocin, it is expected that both the direct (contractile) and indirect
(increased prostaglandin synthesis) effects of oxytocin on the uterine
could be blocked. An  oxytocin modulator, e.g. Mocker or antagonists would
likely be more efficacious for treating  preterm labor than current
regimens. Moreover, as oxytocin at term has only an effect on the  uterus,
such an oxytocin modulator would have only few or no side efect. A further
condition being related to oxytocin is dysmenorrhea, which is characterised
by  cyclic pain associated with menses during ovulatory cycles. Said pain
is believed to result  from uterine contractions and ischemia, probably
mediated by the effect of prostaglandin  produced in the secretory
endometrium. By blocking both the indirect and direct effects of  oxytocin
on the uterus, an oxytocin antagonost is belived more efficacious for
treating  dysmenorrhea than current regimens. Some agents counteracting the
action of Oxytocin (OT) are currently used in clinical stu-dies.  Such
tocolytic agents (i.e. uterine-relaxing agents) include beta-2-adrenergic
agonists,  magnesium sulfate and ethanol. The leading beta-2-adrenergic
agonists is Ritodrine, which  causes a number of cardiovascular and
metabolic side effects, including tachycardia, in- creased renin secretion,
hyperglycemia and reactive hypoglycemia in the infant. Further beta-
32-adrenergic agonists, including terbutaline and albuterol have side
effects similar to those of  ritodrine. Magnesium sulfate at plasma
concentrations above the therapeutic range of 4 to 8  mg/dL can cause
inhibition of cardiac conduction and neuromuscular transmission,
respiratory  depression and cardiac arrest, thus making this agent
unsuitable when renal function is  impaired. Ethanol is as effective as
ritodrine in preventing premature labor, but it does not  produce a
corresponding reduction in the incidence of fetal respiratory distress that
administration of ritodrine does. The principal drawback to the use of
peptide antagonists including also atosiban is the pro- blem of low oral
bioavailability resulting from intestinal degradation. Hence, they must be
administered parenterally. 19 APR 2404 



-3 The development of non-peptide ligands for pepetide hormone receptors
are expected to  overcome this problem. The first to report small molecule
selective oxytocin antagonists was  Merck. Apart from cyclic hexapeptides,
Merck suggested indanylpiperidines and tolyl- piperazines as orally
deliverable OT antagonists (Evans et al. J.Med.Chem., 35, 3919 (1992).  In
WO 96/22775 and US-5,756,497 Merck reported benzoxazinylpiperidines or
benzoxazinones as OT receptor antagonists. It is a purpose of this
invention to provide substances which more effectively down-regulate - up
to antagonizing - the function of OT in disease states in animals,
preferably mammals,  especially in humans. It is another purpose of this
invention to provide a method of  antagonizing the functions of oxytocin in
disease states of mammals. It is also an objective of  the present
invention to provide small molecule chemical compounds for the modulation,
preferably the down-regulation or even antagonisation of the Oxytocin
receptor. Moreover, it  is an objective of the present invention to provide
methods for preparing said small molecule  chemical compounds. It is
furthermore an objective of the present invention to provide anew  category
of pharmaceutical formulations for the treatment of preterm labor and
dysmenorrhea,  and/or diseases mediated by the Oxytocin receptor. It is
finally an objective of the present  invention to provide a method of
treating or prevent disorders mediated by the Oxytocin  receptor, like
preterm labor and dysmenorrhea by antagonising the binding of Oxytocin to
its  receptor. on  Description of the inventi The aforementioned objectives
have been met according to the independent claims. Preferred  embodiments
are set out within the dependent claims which are incorporated herewith.
The following paragraphs provide definitions of the various chemical
moieties that make up  the compounds according to the invention and are
intended to apply uniformly through-out the  specification and claims
unless an otherwise expressly set out definition provides a broader
definition. 18 APR 2004 



-4 "C1-C6 -alkyl" refers to monovalent alkyl groups having I to 6 carbon
atoms. This term is  exemplified by groups such as methyl, ethyl, n-propyl,
isopropyl, n -butyl, isobutyl, tent butyl,  n-hexyl and the like. "Aryl"
refers to an unsaturated aromatic carbocyclic group of from 6 to 14 carbon
atoms  having a single ring (e.g. phenyl) or multiple condensed rings (e.g.
naphthyl). Preferred aryl  include phenyl, naphthyl, phenantrenyl and the
like. "C1-C6-alkyl aryl" refers to C1-C6-alkyl groups having an aryl
substituent, including benzyl,  phenethyl and the like. "Heteroaryl" refers
to a monocyclic heteromatic, or a bicyclic or a tricyclic fused-ring
heteroaromatic group. Particular examples of heteroaromatic groups include
optionally  substituted pyridyl, pyrrolyl, furyl, thienyl, imidazolyl,
oxazolyl, isoxazolyl, thiazolyl,  isothiazolyl, pyrazolyl, 1,2,3-trizolyl,
1,2,4-triazolyl, 1,2,3-oxadiazolyl,1,2,4-oxadiazolyl, 1,2,5-oxadiazolyl,
1,3,4-oxadiazolyl,1,3,4-triazinyl,1,2,3-triazinyl, benzofiuyl, [2,3-
dihydro]benzofuryl, isobenzofuryl, benzothienyl, benzotriazolyl,
isobenzothienyl, indolyl,  isoindolyl, 3H-indolyl, benzimidazolyl,
imidazo[1,2-a]pyridyl, benzothiazolyl, benzoxazolyl,  quinolizinyl,
quinazolinyl, pthalazinyl, quinoxalinyl, cinnnolinyl, napthyridinyl,
pyrido[3,4- bjpyridyl, pyrido[3,2-b]pyridyl, pyrido[4,3-b]pyridyl,
quinolyl, isoquinolyl, tetrazolyl, 5,6,7,8- tetrahydroquinolyl,
5,6,7,8-tetrehydroisoquinolyl, purinyl, ptericlinyl, carbazolyl, xanthenyl
or  benzoquinolyl. "CI-C6-alkyl heteroaryl" refers to Cl-C6-alkyl groups
having a heteroaryl substituent,  including 2-fiurylmethyl,
2-thienylmethyl, 2-(1H-indol-3-yl)ethyl and the like. "Alkenyl" refers to
alkenyl groups preferably having from 2 to 6 carbon atoms and having at
least 1 or 2 sites of alkenyl unsaturation. Preferable alkenyl groups
include ethenyl (- CH=CH2), n-2-propenyl (allyl, -CH2CH=CH2) and the like.
APP, 2004 -5 "Alkynyl" refers to alkynyl groups preferably having from 2 to
6 carbon atoms and having at  least 1-2 sites of alkynyl unsaturation,
preferred alkynyl groups include ethynyl (-C=-CH),  



propargyl (-CH2C=CH), and the like. "Acyl" refers to the group -C(O)R where
R includes "C1-C6-alkyl", "aryl", "heteroaryl", "Cl- C6-alkyl aryl" or
"C1-C6-alkyl heteroaryl". "Acyloxy" refers to the group -OC(O)R where R
includes "C1-C6-alkyl", "aryl", "hetero- aryl", "Cl-C6-alkyl aryl" or
"C1-C6-alkyl heteroaryl". "Akkoxy" refers to the group -0-R where R
includes "C1-C6-alkyl" or "aryl" or "heteroaryl"  or "Cl-C6-alkyl aryl" or
"CI-C6-alkyl heteroaryl". Preferred alkoxy groups include by way of
example, methoxy, ethoxy, phenoxy and the like. "Alkoxycarbonyl" refers to
the group -C(O)OR where R includes "C1-C6-alkyl" or "aryl" or  "heteroaryl"
or "CI-C6-alkyl aryl" or "C1-C6-alkyl heteroaryl". "Aminocarbonyl" refers
to the group --C(O)NRR' where each R, R' includes independently  hydrogen
or C1-C6-alkyl or aryl or heteroaryl or "C1-C6-alkyl aryl" or "C1-C6-alkyl
hetero- aryl" "Acylamino" refers to the group -NR(CO)R' where each R, R' is
independently hydrogen or  "C1-C6-alkyl" or "aryl" or "heteroaryl" or
"C1-C6-alkyl aryl" or "C C l hetero l" "Halogen" refers to fluoro, chloro,
bromo and iodo atoms. "Sulfonyl" refers to group "-S02-R" wherein R is
selected from H, "aryl", "heteroaryl", "C1- C5-alkyl", "C1-C6-alkyl"
substituted with halogens e.g. an -SO2-CF3 group, "C1-C6-alkyl aryl"  or
"Cl-C6-alkyl heteroaryl". "Sulfoxy" refers to a group "-S(O)-R" wherein R
is selected from H, "Cl-C6-alkyl", "C1-C6- alkyl" substituted with halogens
e.g. an -SO-CF3 group, "aryl", "heteroaryl" , "C1-C6-alkyl  aryl" or
"C1-C6-alkyl heteroaryl". I APR 2004 -6 "Thioalkoxy" refers to groups -S-R
where R includes "C1-C6-alkyl" or "aryl" or "heteroaryl"  or "C1-C6-alkyl
aryl" or "C1-C6-alkyl heteroaryl". Preferred thioalkoxy groups include
thiomethoxy, thioethoxy, and the like. "Substituted or unsubstituted" :
Unless otherwise constrained by the definition of the indi- vidual
substituent, the above set out groups, like "alkyl", "alkenyl", "alkynyl",
"aryl" and  



"heteroaryl" etc. groups can optionally be substituted with from I to 5
substituents selected  from the group consisting of "C1-C6-alkyl",
"C1-C6-alkyl aryl", "CI-C6-alkyl heteroaryl", "C2- C6-alkenyl",
"C2-C6-allcynyl", primary, secondary or tertiary amino groups or quartemary
ammonium moieties, "acyl", "acyloxy", "acylamino", "aminocarbonyl",
"alkoxycarbonyl",  "aryl", "heteroaryl", carboxyl, cyano, halogen, hydroxy,
mercapto, nitro, sulfoxy, sulfonyl,  alkoxy, thioalkoxy, trihalomethyl and
the like. Alternatively said substitution could also  comprise situations
where neighboring substituents have undergone ring closure, notably  when
viccinal functional substituents are involved, thus forming e.g. lactams,
lactons, cyclic  anhydrides, but also acetals, thioacetals, aminals formed
by ring closure for instance in an  effort to obtain a protective group.
"Pharmaceutically acceptable salts or complexes" refers to salts or
complexes of the below- identified compounds of formula I that retain the
desired biological activity. Examples of such  salts include, but are not
restricted to acid addition salts formed with inorganic acids (e.g.
hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, nitric
acid, and the like),  and salts formed with organic acids such as acetic
acid, oxalic acid, tartaric acid, succinic acid,  malic acid, fumaric acid,
maleic acid, ascorbic acid, benzoic acid, tannic acid, pamoic acid,
alginic acid, polyglutamic acid, naphthalene sulfonic acid, naphthalene
disul-fonic acid, and  polygalacturonic acid. Said compounds can also be
administered as pharmaceutically  acceptable quaternary salts known by a
person skilled in the art, which specifically include the  quarternary
ammonium salt of the formula NR,R',R" f Z", wherein R, R', R" is
independently hydrogen, alkyl, or benzyl, and Z is a counterion, including
chloride, bromide,  iodide, -0-alkyl, toluenesulfonate, methylsulfonate,
sulfonate, phosphate, or carboxylate (such  as benzoate, succinate,
acetate, glycolate, maleate, malate, fumarate, citrate, tartrate,
ascorbate,  cinnamoate, mandeloate, and diphenylacetate). I C APR 2004 -7
"Pharmaceutically active derivative" refers to any compound that upon
administration to the  recipient, is capable of providing directly or
indirectly, the activity disclosed herein. "Enantiomeric excess" (ee)
refers to the products that are obtained by an asymmetric syn- 



thesis, i.e: a synthesis involving non-racemic starting materials and/or
reagents or a synthesis  comprising at least one enantioselective step,
whereby a surplus of one enantiomer in the order  of at least about 52% ee
is yielded. In the absence of an asymmetric synthesis, racemic  products
are usually obtained that do however also have the inventive set out
activity as OT-R  antagonists. Quite surprisingly, it was now found that
pyrrolidine derivatives according to formula I are  suitable
pharmaceutically active agents, by effectively modulating, in particular by
effectively  inhibiting the OT-R function and more specifically by
antagonising the oxytocin receptor.  When the oxytocin receptor is bound by
the compounds according to formula I, oxytocin is  antagonised by being
blocked from its receptor and is therefore unable to exert its biologic or
pharmacological effects. The compounds of the present invention are
therefore in particular  useful in the treatment and/or prevention of
oxytocin-related disorders of mammals and in  particular of humans. These
disorders mediated by the oxytocin receptor, are primarily  preterm labor
and dysmenorrhea. The compounds according to the present invention are
those of formula T. I Said formula also comprises its geometrical isomers,
its optically active forms as enantio- mers, diastereomers and its racemate
forms, as well as pharmaceutically acceptable salts APR ; 2004 -8 thereof.
Preferred pharmaceutically acceptable salts of the compound I, are acid
addition salts  formed with pharmaceutically acceptable acids like
hydrochloride, hydrobromide, sulfate or  bisulfate, phosphate or hydrogen
phosphate, acetate, benzoate, succinate, fumarate, maleate,  lactate,
citrate, tartrate, gluconate, methanesulfonate, benzenesulfonate, and para
toluenesulfonate salts. In said formula I, X is selected from the group
consisting of CR6R7, NOR6, NNR6R7. A is selected from the group consisting
of -(C=O)-, -(C=O)-O-, -C(=NH)-; (C=O)-NH-, - (C=S)-NH, -SO2-, -SO2NH-,
-CH2-. B is either an amido group of the formula -(C =O) NR8R9 or B
represents a heterocyclic  



residue having the formula B1 Q-(CH z)"  ,I-k/ 1 1 (R )m wherein Q is NR10,
0 or S; n is an integer selected of 0, 1 or 2, preferably 0. m is an
integer  selected of 0, 1, 2 or 3, preferably 0 or 1. Y, Z and E form
together with the 2 carbons to which they are attached a 5-6 membered aryl
or heteroaryl ring. R' is selected from the group comprising or consisting
of unsubstituted or substituted C1-C6- alkyl, unsubstituted or substituted
C2-C6-alkenyl, unsubstituted or substituted C2-C6-alkynyl,  unsubstituted
or substituted aryl, unsubstituted or substituted heteroaryl, unsubstituted
or  substituted saturated or unsaturated 3-8-membered cycloalkyl, acyl,
unsubstituted or  substituted CI-C6-alkyl aryl, unsubstituted or
substituted C1-C6-alkyl heteroaryl, said  cycloalkyl or aryl or heteroaryl
groups may be fused with 1-2 further cycloalkyl or aryl or  heteroaryl
group. 1 6 APR 2OD4 -s R2, R3, R4 and R$ are independently selected from
each other from the group consisting of  hydrogen, halogen, Cl-C6-alkyl,
CI-C6-alkoxy, preferably they are all hydrogen. R6 and R7 are independently
selected from the group comprising or consisting of hydrogen,
unsubstituted or substituted Cy-C6 alkyl, unsubstituted or substituted
C2-C6 alkenyl, unsub- stituted or substituted C2-C6 alkynyl, unsubstituted
or substituted alkoxy, unsubstituted or  substituted thioalkoxy, halogen,
cyano, nitro, acyl, alkoxycarbonyl, aminocarbonyl, unsub- stituted or
substituted saturated or unsaturated 3-8-membered cycloalkyl which may
contain I  to 3 heteroatoms selected of N, 0, S, unsubstituted or
substituted aryl, unsubstituted or  



substituted heteroaryl, unsubstituted or substituted CI-C6-alkyl aryl,
unsubstituted or  substituted CI-C6-alkyl heteroaryl. R8, R9 and R1 are
independently selected from the group comprising or consisting of hy-
drogen, unsubstituted or substituted CI-C6 alkyl, unsubstituted or
substituted C2-C6 alkenyl,  unsubstituted or substituted C2-C6 alkynyl,
unsubstituted or substituted saturated or unsatu- rated 3-8-membered
cycloalkyl which may contain 1 to 3 heteroatoms selected of N, 0, S,
unsubstituted or substituted aryl, unsubstituted or substituted heteroaryl.
Alternatively, each pair R6, R7 and/or R8, R9 could form together with the
N atom to which  they are attached a 3-8 membered substituted or
unsubstituted, saturated or unsaturated  heterocyclic ring which may
contain 1-2 further heteroatoms selected from N, S and 0 and  which is
optionally fused with an ary], heteroaryl or 3-8 membered saturated or
unsaturated  cycloalkyl ring. R'1 is selected from the group comprising or
consisting of hydrogen, unsubstituted or sub- stituted CI-C6-alkyl,
unsubstituted or substituted alkenyl, unsubstituted or substituted alkynyl,
hydroxy, mercapto, alkoxy, thioalkoxy, aryl, heteroaryl, halogen, nitro,
cyan, acyl, acyloxy,  acylamino, aminocarbonyl, alkoxycarbonyl, sulfonyl,
sulfoxy, carboxyl, primary, secondary or  tertiary amino groups or
quarternary ammonium moieties, unsub-stituted or substituted  saturated or
unsaturated 3-8-membered cycloalkyl. 18 APR 2004 -10 Preferred pyrrolidine
derivatives are those compounds according to formula I wherein B is a
group - (C= O) NHR9, in which R9 is selected from the group consisting of
unsubstituted or  substituted CI-C6 alkyl, unsubstituted or substituted
alkenyl, unsubstituted or substituted  alkynyl, unsubstituted or
substituted saturated or unsaturated 3-6-membered cycloalkyl which
optionally contains a N atom, unsubstituted or substituted aryl,
unsubstituted or sub-stituted  heteroaryl, unsubstituted or substituted
C1-C2-alkyl aryl, unsubstituted or substi-tuted CI-C2- alkyl heteroaryl.
Preferred heteroaryls are pyridyl, pyrrolyl, furyl, thienyl, imidazolyl,
oxazolyl, isoxazolyl,  thiazolyl, isothiazolyl, pyrazolyl, 1,2,3-triazolyl,
1,2,4-triazolyl, 1,2,3-oxadiazolyl, 1,2,4- 



oxadiazolyl, 1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, 1,3,4-triazinyl,
1,2,3-triazinyl, benzofuryl,  [2,3-dihydro]benzofuryl, isobenzofuryl,
benzothienyl, benzotriazolyl, isobenzo-thienyl, 2,1,3- benzothiadiazolyl,
2,1,3-benzoxadiazolyl, benzodioxolyl, indolyl, isoindolyl, 3H-indolyl,
benzimidazolyl, imidazo[1,2-a]pyridyl, benzothiazolyl, benzoxazolyl,
quinolizinyl,  quinazolinyl, phthalazinyl, quinoxalinyl, cinnnolinyl,
napthyridinyl, pyrido[3,4 b]pyridyl,  pyrido[3,2-b]pyridyl,
pyrido[4,3-b]pyridyl, quinolyl, isoquinolyl, tetrazolyl, 5,6,7,8-
tetrahydroquinolyl, 5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridinyl,
carbazolyl, xanthenyl,  acridinyl or benzoquinolyl and whereby said
heteroaryl could be fused with a 3-8-membered  cycloalkyl containing
optionally 1-3 heteroatoms selected from N, 0, S. According to a further
preferred embodiment the pyrrolidine derivatives according to the  present
invention carry a residue BI which is a fused heterocycle of the formula
Particularly preferred pyrrolidine derivatives are those compounds
according to formula I  wherein X is NOR6, and Rs is selected from the
group consisting of H, unsubstituted or  substituted CI-C6 alkyl,
unsubstituted or substituted C2-C6 alkenyl, unsubstituted or sub- stituted
C2-C6 alkynyl, unsubstituted or substituted acyl, unsubstituted or
substituted aryl,  unsubstituted or substituted heteroaryl, unsubstituted
or substituted saturated or unsaturated 3 I APR 2004 -11 8-membered
cycloalkyl, unsubstituted or substituted C1-C6-alkyl aryl, unsubstituted or
substituted C1-C6-alkyl heteroaryl, said cycloalkyl or aryl or heteroaryl
groups may be fused  with 1-2 further cycloalkyl or aryl or heteroaryl
groups. Particularly preferred R6 is H, CH3,  unsubstituted or substituted
CH2-phenyl or allyl. Under no circumstances B could be a group COOR or a
group - (C=O)NR(OR), whereby R is  H, alkyl or acyl. Such compounds,
notably having a group B = hydroxamic acid are des-cribed  in WO 99/52868
as being potent inhibitors of metalloproteases. Further particularly
preferred pyrrolidine derivatives are those compounds according to  formula
I wherein X is CHR6, and R6 is selected from the group consisting of
halogen, cyano,  unsubstituted or substituted C3-C6 alkyl, unsubstituted or
substituted C2-C6 alkynyl,  unsubstituted or substituted C2-C6 alkynyl,
unsubstituted or substituted alkoxy, unsubstituted  



or substituted thioalkoxy, nitro, acyl, alkoxycarbonyl, aminocarbonyl,
unsubstituted or  substituted aryl, unsubstituted or substituted
heteroaryl, unsubstituted or substituted saturated  or unsaturated
3-8-membered cycloalkyl, unsubstituted or substituted Ci-C6-alkyl aryl,
unsubstituted or substituted Cl-C6-alkyl heteroaryl, said cycloalkyl or
aryl or heteroaryl groups  may be fused with 1-2 further cycloalkyl or aryl
or heteroaryl groups. Particularly preferred R6  is halogen, cyano, C1-C6
alkyl or an unsubstituted or substituted phenyl group. According to a
further preferred embodiment the pyrrolidine derivatives have a substituent
A  being -(C=O)-, or -(C=O)NH-, or -SO2-, most preferred is -(C=O)-. More
preferred groups R1 are substituted or unsubstitated C1-C6-alkyl,
C2-Cs-alkenyl,  unsubstituted or substituted C2-C6-alkynyl, aryl,
heteroaryl, saturated or unsaturated 3-8- membered cycloalkyl and still
more preferred R1 are C1-C6-alkyl or aryl. A particularly  preferred
substituent R1 is biphenyl. According to a most preferred embodiment, the
pyrrolidine derivatives according to formula I  are those wherein X is NOR6
or =CHC1, R6 is a C1-C6-alkyl, e.g. a methyl group, or aryl or  C2-C6-alkyl
aryl group, A is -(C=O)- and R' is a C1-C6-alkyl or aryl or C1-C6-alkyl
aryl group.  Even more preferred are those pyrrolidine derivatives, wherein
X is NOR6, or =CHC1, R6 is 11.8 APR ?_004 -12 methyl, B is an amido group
of-the formula -(C=O)NHR9, wherein R9 is an unsubstituted or  substituted
Cj-C6-alkyl aryl group, e.g. a substituted phenylethyl group, A is -(C= O)-
and Rl is  a substituted or unsubstituted biphenyl or an acetylmethyl
group. The compounds of formula I may contain one or more asymmetric
centers and may therefore  exist as enantiomers or diasteroisomers. It is
to be understood that the invention inclu-des both  mixtures and separate
individual isomers or enantiomers of the compounds of formula I. In a
particularly preferred embodiment the pyrrolidine derivatives according to
formula I are obtained in an enantiomeric excess of at least 52 % ee,
preferably of at least 92-98% ee. Also  E/Z isomers with regard to
pyrrolidine derivatives having residues X being =CRbR7 whereby  both R6R7
are different from each other, and/or with regard to pyrrolidine
derivatives having  residues X being =NOR6 or =NNR6R7 are comprised by the
present invention. 



Specific examples of compounds of formula I include the following:
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(2-methoxyethyl)-4-(methoxyimino)-2-pyrro
lidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)
N-[(2RS)-2-hydroxy 2- phenethyl]-2 pyrrolidinecarboxamide (2S,4EZ)-l-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(2-hydroxyethyl)-4-(methoxyimino)-2-pyrro-
lidinecarboxamide
(2S,4EZ)-l-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2
phenethyl]-4-(methoxy- imino)-2-pyrrolidinecarboxamide
(3EZ,5S)-5-(1H-benzimidazol-2
yl)-l-([1,1'biphenyl]-4-ylcarbonyl)-3-pyrrolidiuone 0- methyloxime
(2S,4EZ)-IIT
(2,1,3-benzothiadiazol-4-yl)-l-([1,1'-biphenyl]--4-ylcarbonyl)-4-(methoxy-i
mino)- 2-pyrrolidinecarboxamide 18 APR 20D4 -13
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-N
(fi-quinolinyi)-2-pyrrolidine- carboxamide (2S,4EZ)-1-acetoacetyl N
benzyl-4-(methoxyimino)-2 pyrrolidinecarboxamide  (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-(2-furylmethyl)-2-
pyrrolidinecarboxamide (2S,4EZ)-1-[(4-chlorophenoxy)acetyl]-4-
{[(3,4-dichlorobenzyl)oxy]imino }-N-[(2.RS)-2-
hydroxy-2-phenethyl]-2-pyrrolidinecarboxamide  (2S,4EZ)-N-allyl-l-([1,1'
biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2-pyrrolidinecarbox amide
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-N-(2-thienylmethyl)-2-pyrroli
- dinecarboxamide
(2S,4EZ)-4-(cyanomethylene)-N-(2-farylmethyl)-1-[(2-oxo-6-pentyl-2H-pyran-3
-y1)carbonyl]- 2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1=biphenyl]-4-ylcarbonyl)-N(2-fiuyhnethyl)-4-(methoxyimino)-
2-pyrroli- 



dinecarboxamide (2S,4EZ)-1-acetyl-N-cyclopropyl-4- {
[(3,4-dichlorobenzyl)oxy]imino} -2 pyrrolidinecarbox- amide
(2S,4EZ)-N(2-furyhnethyl)-4-(methoxyimino)-l. [(2-oxo-6
pentyl-2H-pyran-3-yl)car bonyl]- 2 pyrrolidinecarboxamide (2S,4EZ)-N-b
enzyl-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-N-methyl-2-pyrroli
dinecarboxamide (2S,4EZ)-1-(diphenyl acetyl)
-4-(ethoxyimino)-N-(2-thienylmethyl)-2-pyrrolidinecarbox-amide 16 APR 200n
-14 (2S,4EZ)-.N-(2,1,3-benzothiadiazol-4
yl)-4-(cyanomethylene)-1-(diphenylacetyl)-2-pyrroli- dinecarboxamide
(3EZ,5S)-5-(1H benzimidazol-2y1)-1-(diphenylacetyl)-3-pyrrolidinone
O-methyloxune (2S)-2-[ 1-([
1,1'-biphenyl}-4-ylcarbonyl)-4-methylene-2-pyrrolidinyl]-1H-benzimidazole
(2S,4E2)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-(2-methoxye
thyl)-2- pyrrolidinecarboxamide (3EZ,5S)-5-(1H
benzimidazol-2-yl)-1-(diphenylacetyl)-3-pyrrolidinone O-allyloxime
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl) N
[2-(diethylamino)ethyl]-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-1-(diphenylacetyl)-4-f [(4-methoxybenzyl)oxy]imino} N
(2-thienyhnethyl)-2- pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(3,4-dimethoxybenzyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide
(2S,4EZ)-1-acetoacetyl-4-(methoxyiinino)-N-(1-naphthylmethyl)-2-pyrrolidine
carboxamide (2S,4EZ)-N-allyl-4- {[(3,4-dichlorobenzyl)oxy]imino)
-1-(diphenylacetyl)-2-pyrrolidinecar- box-amide
(2S,4EZ)-4-{[(3,4-dichlorobenzyl)oxy]in ino}-N1-pentyl
N2-(6-quinolinyl)-1,2-pyrrolidine- dicarboxamide
(2S,4EZ)-4-(chloromethylene)-1-(diphenylacetyl)-N-[(2RS)-2-hydroxy-2
phenethyl]-2 pyrroli- 



dinecarboxamide (2S)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy 2
phenethyl]-4-methylene-2- pyrrolidine-carboxamide I APR 2004 - 15 -
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-(6-quinolin
yl)-2-pyrroli- dinecarboxamide (2S,4EZ)-4
benzylidene-N-[2-(diethylamino)ethyl]-1-(diphenylacetyl)-2-pyrrolidinecarbo
x- amide (2S,4EZ)-1-acetoacetyl-4-(methoxyimino)-N-(2-thienylmethyl)-2
pyrrolidinecarboxamide (2S,4EZ)-1-acetyl-4-{[(3,4-dichlorobenzyl)oxy]imino}
N [(2RS)-2-hydroxy-2 phenethyI]-2- pyrro-lidinecarboxamide (2S,4EZ)-4- {
[(3,4-dichlorob enzyl)oxy]imino} -N' -(3,5-dichlorophenyl)-N2-(6-qui
nolinyl)-1,2- pyrrolidinedicarboxamide
(2S,4EZ)-4-(methoxyimino)-N-(1-naphthylmethyl)-1-(phenoxyacetyl)-2-pyrrolid
inecarbox- amide
(2S,4EZ)-4-(chloromethylene)-N-(3,4-dimethoxybenzyl)-1-[(2-oxo-6
pentyl-2H-pyran-3- yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-(diphenylacetyl)-4-(methoxyimino)-N-(2-thienylmethyl)-2pyrrolidi
necarbox- amide (2S,4EZ) N
benzyl-l-(diphenylacetyl)-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'biphenyl]-4-ylcarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino)
-N-[2- (di ethylamino)ethyl]-2-pyrrolidinecarboxamide (2S,4EZ)-4-
([(3,4-dichlorob enzyl)oxy] imi no)
-1-[4(dimethylamino)butanoyl]-N-(6-quino- linyl)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(5-ethyl-1,3,4-thiadiazol-2-yl)-4-(methoxy-
iznino)-2-pyrrolidinecarboxamide 16 APR 2004 -16- 



(2S,4EZ)-N-benzyl-l-([1,1'biphenyl]-4ylcarbonyl)-4-(methoxyimino)-2
pynrolidine- carboxamide (2S,4EZ)-N-benzyl- l
-(diphenylacetyl)-4-(ethoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)
-IV2-cyclopropyl-4- ([(3,4-dichlorobenzyl) oxyjimino)
-N1-(3-methoxyphenyl)-1,2- pyrrolidinedicarboxamide
(2S,4EZ)-1-(diphenylacetyl)-N-[(2R.S)-2-hydroxy-2-phenethyl]-4- {
[(4-methoxybenzyl)- oxy]imino} -2-pyrrolidinecarboxamide (2S)-N-(2-fu
ylmethyl)-4-methylene-l-[(2-oxo-6-pentyl-2H-pyran-3-yl)carbonyl]-2-
pyrrolidine-carboxamide (2S,4EZ) N (2,1,3-benzothiadiazol-4
yl)-1-(diphenylacetyl)-4-(methoxyimino)-2 pyrrolidine- carboxamide
(2,S,4EZ)-N-benzyl-l-(diphenylacetyl)-4-
[(4-methoxybenzyl)oxy]imino}-2-pyrrblidine- carboxamide (2S,4EZ)-1
benzoyl-4-{[(3,4-dichlorobenzyl)oxy]imino} N
(6-quinolinyl)-2-pyrrolidinecar- boxamide
(2S,4EZ)-1-acetoacetyl-N-cyclopropyl-4- {[(3 ,4-dichlorobenzyl)oxy]imino}
-2- pyrrolidinecarboxamide (2S,4EZ)-4-{[(3,4-dichlorobenzyl)oxy]imino} 11
-[(2RS)-2-hydroxy-2 phenethyl]-N'-pentyl- 1,2-pyrrolidinedicarboxamide
(2S,4EZ)-4-[(benzyloxy)imino]-N-(1-naphthylmethyl)-1-(phenoxyacetyl)-2-pynr
olidinecar- boxamide (2S)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-methylene-N-(6-quinolinyl)-2-pyrrolidinecarb
ox- amide r APR 2DU4 -17 (2S,4EZ) N
cyclopropyl-4-{[(3,4-dichlorobenzyl)oxy]imino}-1-(diphenylacetyl)-2
pyrroli- dinecarboxamide
(2S,4EZ)-1-(4-cyanobenzoyl)-4-{[(3,4-dichlorobenzyl)oxy]imino} N
(6-quinolinyl)-2- pyrrolidinecarboxamide 



(2S,4EZ)-N-cyclopropyl-4- 1[(3,4-dichlorobenzyl) oxy]imino }
-1-(methoxyacetyl)-2-pyrroli- dinecarboxamide (2S,4EZ)
N--(1,3-benzodioxol-5
ylmethyl)-I-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxy- imino)-2
pyrrolidinecarboxamide
(3EZ,55)-S-[(4-acetyl-l-piperazinyI)carbonyl]-1-acryloyl-3 pyrrolidinone
O-(3,4-dichloro- benzyl)oxime (25)-I-([1,1'-biphenyl]-4-ylcarbonyl) N
(2-furylmethyl)-4-methylene-2-pyrrolidinecarbox- amide
(2S,4EZ)-4-(cyanomethylene) N-(3,4-dimethoxybenzyl)-1-[(2-oxo-6-pentyl
2H-pyran-3- yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy
2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1' biphenyl]-
4-yl)carbonyl]-2 pyrrolidinecarboxamide (2S,4EZ)-1-([ 1,1'-biphenyl]
-3-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4E2)-1-(4
benzoylbenzoyl)-N-[(2RS)-2-hydroxy-2 phenylethyl]-4-(methoxyimino)-2-
pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-(3
phenoxybenzoyl)-2- pyrrolidinecarboxam.ide 1 8 APR 2DD4 -18 (2S,4EZ)-1V
[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-(2-phenoxybenzoyl)-2-
pyrrolidinecarboxamide
(2S,4EZ)-N-[(2S)-2-hydroxy-2phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1
'-biphenyl]- 4-y1)carbonyl]-2 pyrrolidinecarboxamide (2S,4EZ) N [(2R)-2
hydroxy-2 phenylethyi]-4-(methoxyimino)-1-[(2'-methyl[l,1'-biphenyl]-
4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ) N
(2-hydroxyethyl)-4-(methoxyimino)-1.[(2'methyl[l,1'
biphenyl]-4-y1)carbonyl]- 2-pyrrolidinecarboxamide (2S,4EZ)-NV
(2-hydroxyethyl)-4-(methoxyimino)-N-methyl-l-[(2'-methyl[1,1'-biphenyl]-4- 



yl)carbonyl]-2-pyrrolidinecarboxamide (28,4E2)-1-([1,1'-biphenyl]-4-
ylsulfonyl)-N-[(1S2S,3R,4R)-3- (hydroxymethyl)bicyclo[2.2.1
]hept-2-yl]-4-(methoxyimino)-2-pyirrolidinecarboxamide  (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(trans-4-hydroxycyclohexyl)-4-(methoxyimino)
- 2 pyrrolidinecarboxamide (2S,4EZ)-1-([ 1,1'-biphenyl]-4-ylca-
rbonyl)-N-[(1R,2R)-2-(hydroxymethY1)cyclohexyl]-4- (methoxyimino)-2
pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2R.S)-2-hydroxy-3-phenoxyprop
yl]-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-3-phenoxypropyl]-4-(methoxyimino)-1-[4-(3-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl)-N
[(2RS)-2-hydroxy-3-phenoxypropyl]-4- (methoxyimino)-2
pyrrolidinecarboxamide 6APP, 2004 - 19
(2S,4EZ)-1-([1,1'-biphenyl]=4-ylcarbonyl) N [(2RS)-2-hydroxy
2-(4-hydroxyphenyl)e1hyll-4- (metboxyimino)-2-py,trolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4
ylsulfonyl)-N-[(2RS)-2-hydroxy-2-(4-hydroxyphenyl)ethyl]-4
(methoxyimino)-2-pyrrolidinecarboxamide . (2S,4EZ)-1-([1,1'-biphenyll-4
ylcarbonyl)-N-[(l-hydroxycyclohexyl)methyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-N
[(1-hydroxycyclohexyl)methyl]-4-(methoxyimino)-1-[4-(3
pyridinyl)benzoyl]-2- pyrrolidinecarboxamide (2S,4EZ)-1-([1,1'
biphenyl]-4-ylsulfonyl)-N [(1-hydroxycyclohexyl)methyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-(3,4-dihydroxyphenyl)-2-
hydroxyethyl]-4-(methoxyiminc)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(4
pyridinyl)benzoy1]-2- pyrrolidinecarboxamide 



(2S,4EZ)-N-[(2S)-2 hydroxy-2
phenylethyll-4-(methoxyimino)-1-[4-(3-pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide (2S,4EZ) N [(2S)-2 hydroxy-2
phenylethyl]-4(methoxyim o)-l -[4-(2-pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide (2S,4E2)-1-([
1,1'-biphenyll-4-ylcarbonyl)-N-[(2RS}-2,3-dihydroxypropyl]-4-(methoxyimino)
- 2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(2RS)-2,3-dihydroxypropyl]-4-(methoxyimino)
- 2 pyrrolidinecarboxamide il 0 APR 2QQ4 -20
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2 hydroxy-3-(4-
methoxyphenoxy)propyI]-4-(methoxyimind)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-3-(4-methoxyphenoxy)propyl]-4-(methoxyimino)-1-
[4-(3- pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)- I -([
1,1'-biphenyl] -4-ylsulfonyl)-N- [(2RS)-2-hydroxy-3-(4-methoxyphenoxy)-
propyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N [(2RS)-2
hydroxypropy]]-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl)-N-[(2RS)-2-hydroxypropyl]-4-(meth
oxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-I-([I,1'-biphenyl]-4-ylsulfonyl} N
[(2RS)-2-hydroxy-2-(2-naphthyl)ethyl]-4-
(methoxyimino)-2py1rolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N[(2RS)-2
hydroxy-2-(4-nitrophenyl)ethyl]-4- (methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(4
nitrophenyl)ethyl]-4-(methoxyirnino)-1-[4-(4- pyridinyl)benzoyl]-2
pyrrolidinecarboxamide (2S,4EZ)-N-[(2R8)-2-hydroxy-2-(4
nitrophenyl)ethyl]-4-(methoxyimuno)-1-[4-(3- pyridinyl)benzoyl]-2
pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(4-nitrophenyl)ethyl]-4-(methoxyimino)-1-[4-(
2- 



pyridinyl)benzoyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl) N-[(2RS)-2-hydroxy 2-(4
nitrophenyl)ethyl]-4- (methoxyimino)-2 pyrro]idinecarboxamide I 16 AP[1
2DD4 -21 (2S,4EZ)-N-{(2RS)-3-[4-(acetylamino)phenoxy]-2-hydroxypropyl}-1-([
1,1'-biphenyl]-4- ylcarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-
{(2RS)-3-[4-(acetylamino)phenoxy}-2-hydroxypropyl}-4-(methoxyimino)-1-[4-
(4-pyridinyl)benzoyl] -2-pyrrolidinecarboxamide (2S,4EZ)-N-
{(2RS)-3-[4-(acetylamino)phenoxy]-2-hydroxypropyl} -4-(methoxyimino)-1-[4-
(3 pyridinyl)benzoyl]-2pyrrolidinecarboxamide (2S,4EZ)-N- {(2RS)-3
-[4-(acetylamino)phenoxy]-2-hydroxypropyl} -1-([ 1,1'-biphenyl]-4-
ylsulfonyl)-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2R)-2-hydroxy-2-phenylethyl]-
4- (methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ) N
[(2R)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(4
pyridinyl)benzoyl]-2- pyrrolidinecarboxamide
(2S,4EZ)-N-[(2R)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(3-pyridiny
l)benzoyl]-2- pyrrolidinecarboxamide (2S,4EZ)-N-[(2
?)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(2-pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl)-N-[(2R)-2-hydroxy-2
phenylethyl}-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-(3-hydroxypropyl)-4-(methoxyimi
no)-2- pyrrolidinecarboxamide (2S,4EZ)-1-([ 1,1'-biphenyl]
-4-ylsulfonyl)-N-(3-hydroxypropyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide . 1 6 AP;; 2004 -22 



(3EZ,5S)-l-([ 1,1'-biphenyl]-4-ylcarbonyl)-5-[(4-hydroxy-4-phenyl-1 pip
eridinyl)carbonyl]-3- pyrrolidinone O-methyloxime (3EZ,5S)-5-[(4-hydroxy-4
phenyl-I-piperidinyl)carbonyl]-1-[4-(4-pyridinyl)benzoyl]-3- pyrrolidinone
O-methyloxime (3EZ,5S)-5-[(4-hydroxy-4
phenyl-l-piperidinyl)carbonyl]-1-[4-(3 pyridinyl)benzoyl]-3- pyrrolidinone
O methyloxime (3EZ,5S)-1-([1,1'-biphenyl]-4-ylsulfonyl)-5-[(4-hydroxy-4
phenyl-1 piperidinyl)carbonyl]-3- pyrrolidinone O-methyloxime (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(1 S,2S)-2-hydroxycyclohexyl]-4-
(methoxyimmino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(I S,2S)-2-hydroxycyclohexyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-benzyl-l-([1,1'-biphenyl]-4-ylcarbonyi)ll-(2 hydroxyethy1)-
-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-.N-benzyl-N-(2-hydroxyethyl)-4-(methoxyimino)-1-[4-(3-pyridinyl)be
nzoyl]-2- pyrrolidinecarboxamide (3EZ,5S)-1-([ 1,1'-biphenyl]-4-yl
carbonyl)-5- {[(3RS)-3-hydroxypiperidinyl]carbonyl) -3- pyrrolidinone O
methyloxime (3EZ, 5S)-5- { [(3RS)-3-hydroxypiperidinyl]carbonyl}
-1-[4-(4-pyridinyl)benzoyl]-3- pyrrolidinone O methyloxime (3EZ, 5S)-5 - {
[(3RS)-3-hydroxypiperidinyl]carbonyl} --1-[4-(3 -pyridinyl)benzoyl]-3-
pyrrolidinone O-methyloxime APR 2001 -23 (3EZ,5S)- 1 -([1,1
'-biphenyl]-4-ylsulfonyl)-5- {[(3R.S)-3-hydroxypiperidinyl]carbonyl} -3-
pyrrolidinone O-methyloxime (2S,4EZ)-1-([ 1,1'-biphenyl] -4-ylcarbonyl) -N-
[(i S,2S)-2-hydroxy- l -(hydroxymethyl)-2- phenylethyl]-4-(methoxyimino)-2
pyrrolidinecarboxamide (2S,4EZ)
N-[(1S,2S)-2-hydroxy-l-(hydroxymethyl)-2-phenylethyl]-4-(methoxyimino)-1-[4
-(4- 



pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(1S,2S)-2-hydroxy-
l -(hydroxymethyl)-2-phenylethyl]-4-(methaxyimino)-1-[4-(3-
pyridinyl)benzoyl]-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(1 S,2S)-2-hydroxy- l -(hydroxymethyl)-2-
phenylethyl]-4-(methoxymimo)-2 pyrrolidmecarboxamide
(2S,4EZ)-N-(2-anihnoethyl)-1-([
1,1'-biphenyl]-4ylcarbonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-N(2-anilinoethyl)-4-(methoxyimino)-1-[4-(4-pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide (2S,4EZ)-N(2-anilino
ethyl)-4-(methoxyirnino)-1-[4-(3 -pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide (2S,4EZ)-N-(2-anilinoethyl)-4-(methoxyimino)-1-[4-(2
pyridinyl)benzoyl]-2- pyrrolidinecarboxamide
(2S,4EZ)-N-(2-anilinoethyl)-1-([1,1'-biphenyl]-4-ylsulfonyl)-4-(methoxyimi_
no)-2  pyrrolidinnecarboxamide (3EZ,5S)-1-([
1,1'-biphenyl)-4-ylcarbonyl)-5-[(4-hydroxy- l -piperidinyl) carbonyl] -3-
pyrrolidinone O-methyloxime 1 8 APR 2004 -24  (3EZ,5S)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-5-[(4-hydroxy-l- piperidinyl)carbonyl]-3-
pyrrolidinone O-methyloxime
(2S,4EZ)-N-[(IS,2R,3S,4R)-3-(aminocarbonyl)bicyclo[2.2.1
]kept-5-en-2-yl]-1-([1,1'-
biphenyl]-4-ylsulfonyl)-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-(3-amino-3-oxopropyl)-1-([1,1'
biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-N-[(1S,2S,3R,4R)-3-(aminocarbonyl)bicyclo[2.2.1
]kept-5-en-2-yl]-1-([l,X'-
biphenyl]-4-ylsulfonyl)-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(4-hydroxybutyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide 



(2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyI)
N-(4-hydroxybutyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(IR,2R)-2-(hydroxymethyl)cyclohexyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'biphenyl]-4-ylsulfonyl)-N
[(1R,2S,3R,4S)-3-(hydroxymethyl)bicyclo-
[2.2.1]hept-2-yl]-4-(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(1R,2S)-2-(hydroxymethyl)cyclohexyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4E and 4Z)-N-[(2RS)-2-hydroxy-2
phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1'-
biphenyl]-4-yl)carbonyl]-2 pyrrolidnecarboxamide (2S,4E and
42)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1'-
biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide .1& APR 2004 -25 (2S,4E
and 4Z) N-[(2R)-2-hydroxy-2
phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1'-
biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(IR,2S)-2-(hydroxymethyI)cyclohexyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[2-hydroxy-l -(hydroxymethyl)ethyl]-4-
(methoxyimino) 2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(lS,2R,3S,4R)-3-(aminocarbonyl)bicyclo [2.2.1
]kept-5-en-2-yl]-1-([ 1,1'- biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxamide (2S,4EZ)-N
[(IS,2S,3R,4R)-3-(aminocarbonyI)bicyclo[2.2.1]hept 5-en-2-yl]-1-([l,1.'-
biphenyl]-4-ylcarbonyl)-4-(methoxyimino)2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbony])-N [(2S)-2 hydroxy-2
phenylethyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2RS)-3-({[(2S,4EZ)-1-([1,1'
biphenyl]-4-ylcarbonyl)-4-(methoxyimiuo)pyrrolidinyl]- carbonyl}
amino)-2-hydroxypropanoic acid
(2S,4EZ)-N-[(1R,28)-2-(aminocarbonyl)cyclohexyl]-1-([1,1'-biphenyl]-4-ylcar
bonyl)=4- 



(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(1RS)-2-hydroxy-l-methylethyl]
-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl) N
[(1S,25)-2-hydroxy-l-(hydroxymethyl)-2-(4-
nitrophenyl)ethyl]-.4-(methoxyimino)-2-pyrrolidinecarbox amide
4-({[(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)pyrrolidinyl
]carbonyl} - amino)butanoic acid APR 2004 - 26
(2S,4EZ)-N-[(2S)-2-hydroxy-2-phenylethyl]-1--[(2'-methoxy[
1,1'-biphenyl]-4-yl)carbonyl]-4- (methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy
2-(2-naphthyl)ethyl]-1-[(2'-methoxy[l,1'-biphenyl]-4-
y1)carbonyl]--4-(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)
N-[(1RS)-2-hydroxy-l-methylethyl]-4-(methoxyimino)-1-[(2
-methyl[1,1'-biphenyl]- 4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(1S,25)-2-hydroxy 1-(hydroxymethyl)-2-(4-nitrophenyl)ethyl]-4-
(methoxyimino)-1-[(2'-methyl[1,1'-biphenyl]-4-yl)carbonyl]-2
pyrroliclinecarboxamide (2S,4EZ)-N
[(1S,2S)-2-hydroxy-l-(hydroxymethyl)-2-(4-nitrophenyl)ethyl]-4-
(methoxyimino)-1-[(2'-methoxy[
1,1'-biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide
(3EZ,5S)-5-[(4-hydroxy-l-piperidinyl)carbonyl]-1-[(2'-methyl[
1,1'-biphenyl]-4-y1)carbonyl]- 3-pyrrolidinone O methyloxime
(2S,4E2)-N-[(1S,2S,3R,4R)-3-(aminocarbonyl)bicyclo[2.2.1]hept-5-en-2-yl]
-4- (methoxyimino)-1-[(2'-methyl[ 1,1'-biphenyl]-4-y1)carbonyl]-2
pyrrolidinecarboxamide (2S,4EZ)-N [(2RS)-2 hydroxy
2-phenylethyl]-1-j(2'-methoxy[1,1'-biphenyl]-4-yl)carbonyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ) N-[(2RS)-2
hydrroxypropyl]-4-(methoxyimino)-1-[(2'-methyl[1,1'-biphenyl]-4-
yl)carbonyl] -2-pyrrolidinecarbox amide
(2S,4EZ)-N-[(2RS)-2,3-dihydroxypropyl]-4-(methoxyimino)-1-[(2'-methyl[
1,1'-biphenyl]-4- yl)carbonyl]-2 pyrrolidinecarboxamide 



(2S,4EZ)-N-(3-hydroxypropyl)-4-(methoxyimino)-1-[(2'-methyl[l,1'-biphenyl]-
4- yl)carbonyl]-2-pyrrolidinecarboxamide 1 APR 2004 -27
(2S,4EZ)-N-(2-amino-2-oxoethyl)-1-([1,1'
hiphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamitde
(2S,4EZ)-N-(2-amino-2-oxoethyl)-4-(methoxyi_mino)-1- [ (2'-methyl [
1,1'-biphenyl]-4- yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-(3-hydroxyphenyl)ethyl]-4
- (methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-1-([ 1,1
`-biphenyl]--4-ylcarbonyl)-N-[(1S,2R,3S,4R)-3-(hydroxymethyl)-
bicyclo[2.2.1]hept-2-yl]-4-(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)
N-[(IR,2S,3R,4S)-3-(hydroxymethyl)bicyclo[2.2.1]hept-2-ylj-I-[(2'-methoxy[l
,1'- biphenyl]-4-yl)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-(trans-4
hydroxycyclohexyl)-I-[(2'-methoxy[1,1'-biphenyl]-4-yl)carbonylj-4-
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)1V-[(1R,2R)-2-(hydroxyxnethyl)cyclohexyl]-1-[(2'-methoxy[1,1'-biphe
nyl]--4- yl)carb onyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2
hydroxy-3-phenoxypropyl]-4-(methoxyimino)-1-[(2'-methyl[l,1'-
biphenyl]-4-yl)carbonyl]-2 pyrrolidinecarboxannide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(4
hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(2'-
methyl[1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(4-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(
2'- methoxy[ 1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(4
hydroxy-3-methoxyphenyl)ethyl]-1-[(2'-methy1[1,1'-
biphenyl]--4-y1)carbonyl]-4-(methoxyiminno)-2 pyrrolidinecarboxamide 18 APR
20D4 -28
(2S,4E2)-N-[(2RS')-2-hydroxy-2-(4-hydroxy-3-methoxyphenyl)ethyl]-1-[(2'
methoxy[l,1'- 



biphenyl]-4-y1)carbonyls-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-(3,4-dihydroxyphenyl)-2-hydroxyethyl]-1-[(2'-methhoxy[
1,1'-biphenyl]- 4-yl)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2R,4EZ)-1-([ 1,1'-biphenyl]
-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4- (methoxyimino)-2
pyrrolidinecarboxamide
(2R,4EZ)-N-[(2RS)-2-hydroxy-2-phenylethyi]-4-(methoxyimino)-1-[(2'-methyl[1
,1' biphenyl]- 4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-[(21-cyan
[ 1, l'-biphenyl]-4-yl)carbonyl]-N-[(2RS)-2-hydroxy-2-phenylethyl] -4
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(3',4'-dichloro[l,1'-biphenyl]-4-yI)carbonyl]-N-[(2RS)-2-hydrox
y-2- phenylethyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',6'-dimethyl[1,1'
biphenyl]-4-yl)carbonyl]-N-[(2RS)-2-hydroxy-2-
phenylethyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-1-[(2',3
-dimethyl[ 1,1'-biphenyl]-4-yl)carbonyl] -N-[(2RS)-2-hydroxy-2phenylethyl]-
4-(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-N-[(2RS')-2
hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-l. -[(2'- methyl[
1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-
[(2RS)-2-hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(2'- cyano[
1,1'-biphenyl]-4-yl)carbonyl] -2-pyrrolidinecarboxamide (2S,4EZ) N
[(2RS)-2-hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(3',4'-
dichloro[1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide (I 6 APR
2004 -29
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(
2',6' - dimethyl[1,1'-biphenyl]-4-yl)carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(
2',3- dimethyl[ 1,1'-biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(3',4'-dichloro[1,1'-biphenyl]-4-y1)carbonyl]-N
[(2RS)-2-hydroxy-2-(4-
hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide 



(2S,4EZ)-1-[(2',6'-dimethyl[1,1'-biphenyl]-4-y1)carbonyl]-N-[(2RS)-2-hydrox
y-2-(4- hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-y1)carbonyl]-N-[(2RS)-2-hydroxy
-2-(4- hydroxyphenyl)ethyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',6'-dimethyl[1,1t-biphenyl]-4-yl)carbonyl]
N-[(2RS)-2-hydroxy-3-(4-
methoxyphenoxy)propyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-yl)carbonyl] N
[(2RS)-2-hydroxy-3-(4- methoxyphenoxy)propyl]-4-(methoxyimino)-2
pyrrolidinecarboxamide (2S,4EZ)-N-(2-amino-2-oxoethyl)-1-[(2',6'-dimethyl[
1, I'-biphenyl]-4-yl)carbonyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-(2-amino-2-oxoethyl)- I - [(2',3-dimethyI [ 1,
I'-biphenyl]-4-yl)carbonyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-(3-amino-3-oxopropyl)-1-[(2',6'-dimethyl[
1,1'-biphenyl]-4-yl)carbonyl]-4- (methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-(3-amino-3-oxopropyI)-I-[(2',3-dimethyl[1,1'-biphenyl]-4-yl)carb
onyI]-4- (methoxyimino)-2-pyrrolidinecarboxanude 1 8 APR 2DO4 -30 (2S,4EZ)-
I -[(2',6'-dimethyl [ 1,1'-biphenyl j-4-y1)carbonyl]-N- [2-hydroxy- l -
(hydroxymethyl)ethyl]-4-(methoxyimino)-2 pyrrohdinecarboxamide
(2S,4EZ)-l-[(2',3-dimethyl[ 1,1 '-biphenyl]
-4-y1)carbonyl]-N-[2-hydroxy-1-(hydroxy-
methyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxam ide (2S,4EZ)-1-
[(2'-cyan [ 1,1'-biphenyl]-4-y1)carbonyl]-N-[(iR,2R)-2-(hydroxymethyl)-
cyclohexyl] -4-(methoxyimino)-2-pyrrolidinecarboxamide
(3EZ,5S)-5-(3,4-dihydro-2(1.U)-isoquinolinylcarbonyl)-I -[(2',3-dimethyl[
1,1'-biphenyl]-4- yl)carbonyl]-3-pyrrolidinone Q-methyloxime
(2S,4EZ)-N-[(1R)-2-hydroxy-1
phenylethyl]-4-(methoxyimino)-1--[(2'-methyl[1,1 '-biphenyl]-
4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-[(2',6'-dimethyl f
1,1'-biphenyl]-4-y1)carbonyl]-N-f2-(4-hydroxyphenyl)ethyl]-4- 



(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-yl)carbonyl] N
[2-(4-hydrroxyphenyl)ethyl]-4- (methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',6'-dimethyl[1,1'-biphenyl]-4-yl)carbonyi] N
[2-(3-hydroxyphenyl)ethyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,I'-biphenyl]-4-yl)carbonyl]-N-[2-(3
hydroxyphenyl)ethyl]-4-- (methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-y1)carbonyl] 1V
[(1R,2S)-2-hydroxy-1,2- diphenylethyl]-4-(methoxyimino)-2
pyrrolidinecarboxamide (2RS)-2-[(] (2S,4EZ)-4-(methoxyimino)-1-[(2'-methyl
[ 1,1'-biphenyl] -4-yl)carbonyl]- pyrrolidinyl) carbonyl)amino]-3
phenylpropanoic acid 1 8 APR 2DD4 -3I (2S,4EZ)-N-[(1R,28)-2-(amino
carbonyl)cyclohexyl]-1-[(2',6'-dimethyl[ 1,1'-biphenyl]-4-
y1)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-j(1R,2S)-2-(aminocarbonyl)cyclohexyl]-1-[(2',3-dimethyl[
1,1'-biphenyl]-4- y1)carbonyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
4'- {[(2S,4EZ)-2- {[4-(2
hydroxyethyl)-1-piperazinyl]carbonyl}-4-(methoxyimi.no)-
pyrrolidinyl]carbanyl} [1,1'-biphenyl]-2-carbonitrile
(3EZ,5S)-1-[(3',4'-dichloro[1,1'
biphenyll-4-yl)carbonyl]-5-{[4-(2-hydroxyethyl)-1-
piperazinyl]carbonyl}-3-pyrrolidinone O-methyloxime
(3EZ,5S)-1-[(2',6'--dimethyl[1,1'-biphenyl]-4-y1)carbonyl]-5-
{[4-(2-hydroxyethyl)-1- piperazinyl]carbonyl}-3-pyrrolidinone
O-methyloximme (3EZ,5,5)-I-j(2',3-dimethyl[1,1'-biphenyl]-4
yl)carbonyl]-5-[14-(2-hydroxyethyl)-1- piperazinyl]carbonyl}-3
pyrrolidinone O-methyloxime (3EZ,5S)-1-[(2'-methyl[I,1
T-biphenyl]-4-yI)carbonyll-5-({4-[4-(triflnoromethyl)phenyl]-1-
piperazinyl) carbonyl)-3-pyrrolidinone O-methyloxime (3EZ,5S)-I
-[(2'-methyl[ 1, l'-biphenyl]-4-yl)carbonylj-5-({4- [3
-(trifluoromethyl)phenyl]-1- piperazinyl}carbonyl)-3-pyrrolidinone D
methyloxime 



(2S,4EZ)-4-(methoxyimino)-1-[(2'-methyl[1,1'-biphenyl]-4-yl)carbonyl]-2
pyrrolidine- carboxamide
(2S,4EZ)-4-(methoxyimino)-N-methyl-1-[(2'-methyl[1,1'-biphenyl]-4
yl)carbonyl]-2- pyrrolidinecarboxam.ide (2S,4EZ)-4-(methoxyirnino)
N,N-dimethyl-l-[(2'-methyl[1,1'-biphenyl]-4-yl)carbonyl]-2-
pyrrolidinecarboxamide 1 8 APR 2004 32-
(2S,4EZ)-N-[(3R)-3-hydroxy-3-phenylpropyl]-4-(me#hoxyimino)-1-[(2'-methyl[
1,1'-biphenyl]- 4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(3S)-3-hydroxy-3phenylpropyl]-4-(methoxyhnino)-1-[(2'-methyl[1,
1'-biphenyl]- 4-yl)carbonyl]-2-pyrrolidinecarboxami.de
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(3R)-3
hydroxy-3-phenylpropyl]-4- (methoxyimino)-2pyrrolidinecarboxamide
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(3S)-3-hydroxy-3-phenylpropyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-N-[(2S)-2-hydroxy-2
phenylethyl]-4-(methoxysmino)-1-{[2'-(trifluoro-methyl)[I,1'-
biphenyl]-4-y1]carbonyl} -2-pyrrolidinecarboxamide (2S,4EZ)N-[(2S)-2
hydroxy-2 phenylethyI]-4-(methoxyimino)-1-{[2'-chloro[1,1'-biphenyl]-4-
yl}carbonyl}-2 pyrrolidinecarboxamide (2S,4EZ)-N-(2
hydroxyphenyl)-4-(methoxyimino)-1-[(2'-methyl[I,1'-biphenyl]-4-
y1)carbonyl}-2-pyr rolidinecarboxamide (2S,
4EZ)-N-[2-(hydroxymethyl)phenyl]-4-(methoxyimino)- I -[(2'-methyl{
1,1'-biphenyl}-4- yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ) N
[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2-methyl[1,1'-biphenyl]
--4- yl)carbonyl]-2 pyrrolidinecarboxamide (2S,4E and
4Z)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2S)-2 hydroxy-2-phenylethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-4-(methoxyimino)-1-[(2'-methyl[1,1'-biphenyl]-4-yl)carbonyl]-N (2
phenylethyl)-2- 



pyrrolidinecarboxamide 1 8 APR 2004 -33 Thereby, the most preferred
compounds are those which are selected from the group  consisting of:
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-[(2RS)-2
hydroxy-2- phenethyl] 2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)N(2-hydroxyethyl)-4-(methoxyimino)-2-pyrro-
lidinecarboxamide
(2S,4EZ)-i-([1,1'biphenyl]-4-ylcarbonyl)-N-[(2RS")-2-hydroxy-2 phenethyl]-4
(methoxyimino)-2-pyrrolidinecarboxamide
(3EZ,5S)-5-(1Hbenzimidazol-2-yl)-1-([1,1'-biphenyl]-4-ylcarbonyl)-3
pyrrolidinone 0- methyloxime (2S,4EZ)-N-(2,1,3 benzothiadiazol-4-yl)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4(methoxyimino)- 2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-N-(6-quinolinyl)
-2-pyrrolidine- carboxamide (2S,4Z) N-[(2S)
2-hydroxy-2-phenylethyl]-4-(methoxysmino)-1-j(2'-methyl[1,1'-biphenyl]-4-
yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4E)-N-
[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl [
1,1'-biphenyl]-4- yl)carbonyl]-2-pyrrolidinecarboxamide A f rther aspect of
the present invention is related to the use of the pyrrolidine derivatives
according to formula I for the preparation of pharmaceutical compositions
for the treatment  and/or prevention of premature labor, premature birth,
for stopping labor prior to cesarean  delivery and dysmenorrhea.
Preferably, the compounds according to formula I are suitable for  the
modulation of the OT function, thus specifically allowing the treatment
and/or pre-vention I APP 2004 -34- of disorders which are mediated by the
oxytocin receptor. Said treatment involves the  



modulation - notably the down regulation or the antagonisation - of the
oxytocin recep-tor. More specifically, the compounds of the present
invention are useful for the treatment of  preterm labor, premature birth,
dysmenorrhea and for stopping labor prior to cesarean  delivery. Still a
further aspect of the present invention is related to the actually novel
pyrrolidine  compounds of formula 1. Some very few compounds have actually
been disclosed prior to the  filing of the present application, without any
medical use though. Said known con-pounds of  formula I are those, wherein
X is (=CH2), A is -(C=O)-O-, R' is a t-butyl group and B is -(C=O) NMe2
(Tetrahedron 53(2),  539, 1997); -(C=O) NHMe (WO 95/47718); -(C
-O)-NH-CH(Me)-(C=O)-NH-CH(Me)- COOH (WO 95/47718); or -(C= O)-NH-CH(COOCHZ
Ph)-CH2-000Ph (Tetrahedron 48(31),  6529, 1992). X is (=CHR) with R6 being
cyclohexylmethyl, A is -(C=O)-O-, R; is a t-butyl group and is -
(C=O)-NH-t-butyl (Biorg. Cheem.Lett. 3(8), 1485, 1993). X is Cl-C20
alkylidene, A is -(C=O)-O-, RI is a t-butyl and B is Hal  ~HMe  O 1
H-CHOSR wherein R is Cl-C12 alkyl and Hal is Cl, Br, J. Said compounds are
disclosed in DE-1,932,823  as intermediates. X is Cl-C20 alkylidene, A-RI
is a protective group and B is 6 APR 2DO -35 OR  ~HMe  I H-UN OSR 



with R being H or C1-C12 alkyl (GB-1,118,306) Hence, the novel compounds
are those of the formula I, wherein the above mentioned known  compounds
are excluded. Still a further object of the present invention is a process
for preparing the pyrrolidine  derivatives according to formula I. The
pyrrolidine derivatives exemplified in this invention can be prepared from
readily  available starting materials using the following general methods
and procedures. It will be  appreciated that where typical or preferred
experimental conditions (i.e. reaction tempera- tures, time, moles of
reagents, solvents, etc.) are given, other experimental conditions can also
be used unless otherwise stated. Optimum reaction conditions may vary with
the parti-cular  reactants or solvents used, but such conditions can be
determined by one skilled in the art by  routine optimisation procedures.
Generally, the pyrrolidine derivatives according to the general formula I
could be obtained by  several processes, using both solution phase and
solid-phase chemistry protocols. Depending  on the nature of A, B, and X,
certain processes will, in some instances, be preferred over  others, and
it is assumed that the choice of the most suitable process will be known to
the  practitioner drilled in the art. According to one process, pyrrolidine
derivatives according to the general formula I, whereby  the substituent B
is C(O)-NR8R9, with R8 and R9 being defined as above, are prepared from
the corresponding suitably N -protected 4-substituted pyrrolidine
derivatives II, whereby the APR 2004 - 36 - substituent X is as above
defined, by solution-phase chemistry protocols such as described in  the
Examples and shown in Scheme 1, below. The suitably N-protec-ted
4-substituted  pyrrolidine derivatives II are first reacted with primary or
secondary amines III, whereby the  substituents R8 and R9 are as above
defined, using conditions and methods well known to  those skilled in the
art to prepare an amide from an amine and a carboxylic acid or a
carboxylic acid derivative, using standard peptide coupling agents, such as
e.g. DIC, EDC,  TBTU, DECP, or others, to yield compounds of formula IV.
Re-moval of the N -protecting  



group using the appropriate deprotection agents produces deriva-tives of
formula V. These can  be treated with acylating agents of general formula
VI, whereby the substituent Rs is as above  defined, while LG could be any
appropriate leaving group. Preferred acylating agents VI are  acid
chlorides (Via), used in conjunction with a tertiary amine base, or
carboxylic acids (VIb),  used in conjunction with a peptide coupling agent,
e.g. from the above mentioned group, to  yield the products of general
formula I, with B being defined as C(O)N$R9 (Ia). Scheme 1 0 H  R8'N,R9
Peptide  coupling  agent X  R2~ x RS N-Deprotection R4 N ,R8 PG N 0 R9 IV X
V Base  or V LG'A,R1 Via (e.g.,A=C(O);LG Cl)  VIb (e.g.,A=C(O);LG=OH)
Peptide  



coupling  agent la Other derivatives of formula I are prepared using known
modifications to the Scheme 1  reaction sequence. Compounds of formula I
wherein A is different from the carbonyl  functionality are prepared by
replacing formula VI compounds with compounds containing the  appropriate
functional groups, e.g. sulfonyl chlorides, isocyanates, isothiocyanates,
'1SAPR2DO - 37  chloroformates, substituted alkyl halides, or others to
yield sulfonamide, urea, thiourea,  carbamate, substituted alkyl
derivatives, or others, respectively. Compounds of formula II, whereby the
substituent X is CR6R7, and R6 and R7 are as above  defined, can be
prepared from compounds of general formula VII by Wittig-type reactions
with anions of phosphoranes such as VIIIa and/or of phosphonates such as
VIM, followed by  saponification of the ester function using standard
synthetic techniques, as hereinafter  described in the Examples and shown
in Scheme 2. Scheme 2 VII + or Villa Vlllb Base 0 IX Ila Compounds of
general formula VII can be prepared from commercially available, suitably
N- protected 4-hydroxyproline X, by a reaction sequence consisting of
oxidation and  esterification, using standard synthetic techniques as
hereinafter described in the Examples  and shown in Scheme 3. 



Scheme 3 0  Oxidation R2` fl, 114 R5 OH 0 X 0 XI VII Compounds of formula
II, wherein the substituent X is NORW or NNR6R7, and R6 and R7 are  as
above defined, can be prepared from compounds of general formula XI by
reaction with APR 20D4 -38 substituted hydroxylamines X'1Ta and/or
substituted hydrazines and/or hydrazides X b using  standard synthetic
techniques as hereinafter described in the Examples and shown in Scheme  4.
Scheme 4 0 Xi + XH2 XIIa (X = N-O.R6)  XIIb (X= N-N-RCR7) IF Compounds of
formula XIIa are commercially available or prepared by standard synthetic
techniques as hereinafter described in the Examples. Compounds of formula
II with X = S are  accessible from the corresponding suitably protected
ketopyrrolidine intermediates VII  through standard functional group
interconversion methods well known to the person skilled  in the art, such
as, e.g., by treatment with Lawesson's reagent or others (Pedersen, B. S.
et al.;  



Bull. Soc. Chim. BeIg. 1978, 87, 223), followed by saponification.
According to another process, pyrrolidine derivatives according to the
general formula 1,  whereby the substituent B is a heterocyclic residue B 1
as above defined, and the substituents  are as above defined, are prepared
from the corresponding suitably N-protected 4-substituted  pyrrolidine
derivatives H, whereby the substituent X is as above defined, by
solution-phase  chemistry protocols such as described in the Examples and
shown in Scheme 5, below. The  starting suitably N-protected 4-substituted
pyrrolidine derivatives II are first reacted with  ortho-substituted
primary anilines of general formula MA whereby the substituents Q, Z, E,
Y, and R11 are as above defined, using standard peptide coupling agents,
such as DIC, EDC,  TBTU, DECP, or others, followed by exposure to dilute
weak acid, such as acetic acid, in a  suitable organic solvent, such as
DCM, to promote cyclisation yielding compounds of formula  XIV. Removal of
the N -protecting group using the appropriate deprotection agents produces
cyclic derivatives of formula XV. These can be treated with acylating
agents of general  formula VI, whereby the substituent R1 is as above
defined, while LG could be any I APR 2D0% -39 appropriate leaving group.
Preferred acylating agents VI are acid chlorides (VIa), used in
conjunction with a tertiary amine base, or carboxylic acids (VIb), used in
conjunction with a  peptide coupling agent, e.g. from the abovementioned
group, to yield the products of general  formula I, with B being defined as
BI (Ib). Scheme 5 H R2. ) ,R4 H2N (1 )o-2 II  } z Y  E~R11 All 



)o2 Y  E R11 X1V x , l  } LG R1 or R3  Dim R2. a ,R4 Base R2 U R4
N-Deprotection R5 Peptide RI -A l'- Q coupling  agent xv Via (e.g.,A=C(O);
LG=C1)  Vlb (e.g.,A=C(O);LG=OH) lb Other derivatives of formula I are
prepared using known modifications to the Scheme 5  reaction sequence.
Compounds of formula I wherein A is different from the carbonyl
functionality are prepared by replacing formula VI with compounds
containing the appropriate  functional groups, e.g. sulfonyl chlorides,
isocyanates, isothiocyanates, chloroformates,  substituted alkyl halides,
or others to yield sulfonamide, urea, thiourea, carbamate, substituted
alkyl derivatives, or others, respectively. x  R2 R4 1) Peptide R3 R5
coupling N  



agent PG 2) H Jk 1 APR 2004 -40 According to another general process,
summarized in Scheme 6, pyrrolidine derivatives  according to the general
formula I, whereby the substituents A, B, X, and Rl are as above  defined,
are prepared from compounds of formula XVI, using the synthetic techniques
as  outlined in Schemes 2 and 4. As further shown in Scheme 6, compounds of
formula XVI are  accessible either from XI, -following, e.g., the synthetic
methodologies introduced in Schemes  I and 5, or from Ic through hydrolysis
of the methyloxime moiety, e.g. under mild hydrolysis  conditions as
described hereinafter in the Examples. This present synthetic strategy is
most  preferred when X is NOH or NNR6R7, whereby the substituents R6 and R7
are as above  defined. Scheme 6 0 0  xI and/or 1c (e.g., see  Schemes 1, 5)
(e.g., mild  hydrolysis) 0 XVI (e.g., see  Schemes 2, 4) 1 



According to yet another process, pyrrolidine derivatives according to the
general formula I,  whereby the substituents A, B, X, and Rl are as above
defined, are prepared from the  corresponding suitably N-protected
4-substituted pyrrolidine derivatives II, whereby the  substituent X is
above defined, by a solid-phase protocol such as described in the examples
and shown in Scheme 7, below. The N-Boc-protected 4-substituted pyrrolidine
derivative II is  reacted e.g. with Kaiser oxime resin using standard
carbodiimide-mediated coupling con- ditions well known to the practitioner
skilled in the art, followed by Boc-deprotection with  dilute TFA in DCM,
or with BF3.OEt2 in dilute HOAc in DCM, to give compound XTX. The I APR
2304 - 41 - latter compound can be treated with acylating agents of general
formula VI, whereby the  substituent R3 is as above defined, while LG could
be any appropriate leaving group. Preferred  acylating agents VI are acid
chlorides (VIa), used in conjunction with a tertiary amine base, or
carboxylic acids (VIb), used in conjunction with a peptide coupling agent,
e.g. DIC or EDC, to  yield products of general formula XX. Compounds of
formula I Wherein A is different from the carbonyl functionality are
pre-pared  by replacing formula VI with compounds containing the
appropriate functional groups, e.g.  sulfonyl chlorides, isocyanates,
isothiocyanates, chloroformates, substituted alkyl halides, or  others to
yield sulfonamide, urea, thiourea, carbamate, substituted alkyl
derivatives, or others  respectively. In order to obtain the final
compounds of general formula I, the linkage to the resin is cleaved  by
prolonged treatment with amines of general formulae III or XIII and low
percentages of a  weak acid, such as HOAc. The cycles within the below
Scheme 7 illustrate the resign beads to  which the corresponding compounds
are linked during the solid phase synthesis. Other derivatives of formula I
are prepared using known modifications to, or variations of, the  Scheme 7
reaction sequence. Further to the above mentioned Kaiser oxime resin, other
suitable reagents, notably resins, known to a person skilled in the art,
could be employed for  the solid-phase synthesis of compounds of general
formula I. Scheme 7 
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XVII xx R5  R2 I xix The reaction sequences outlined in the above Schemes
provides enantiomerically pure com- pounds of formula I, if
enantiomerically pure starting materials are used. (R) as well as (S)
enantiomers can be obtained depending upon whether (R) or (S) forms of
commercially  available compounds of formulas II, III, VI, and/or X were
used as the starting materials. However, the reaction sequences outlined in
the above Schemes usually provide mixtures of  (E) and (Z) isomers with
respect to the substituents on the exocyclic double bond of the
pyrrolidine ring. In all cases studied, these (E)/(Z)-isomers could be
separated by standard  chromatography techniques well known to the person
skilled in the art, such as by reversed  phase high-pressure liquid
chromatography (HPLC) or silica gel flash chromatography (FC).  The
assignment of the absolute configuration of the exocyclic double bond was
performed  using N MR-techniques well described in the literature as will
be known to the practitioner xV111 I APR 2004 -43 skilled in the art (for
configurational assignements of e.g. oxime functio-nalities, see e.g. E.
Breitmaier, W. Voelter Carbon-13 NMR Spectroscopy, 3rd Ed, VCH, 1987, p.
240).  According to a further general process, compounds of formula I can
be converted to alter- native compounds of formula I, employing suitable
interconversion techniques such as  hereinafter described in the Examples.
If the above set out general synthetic methods are not applicable for
obtaining compounds  according to formula I and/or necessary intermediates
for the synthesis of compounds of  formula I, suitable methods of
preparation known by a person skilled on the art should be  



used. In general, the synthesis pathways for any individual compound of
formula I will depend on the specific substitutents of each molecule and
upon the ready availability of intermediates  necessary; again such factors
being appreciated by those of ordinary skill in the art. For all the
protection, de-protection methods, see Philip J. Kocienski, in "Protecting
Groups", Georg  Thieme Verlag Stuttgart, New York, 1994 and, Theodora W.
Greene and Peter G. M. Wuts in  "Protective Groups in Organic Synthesis",
Wiley-Interscience, 1991. Compounds of this invention can be isolated in
association with solvent molecules by crys- tallization from evaporation of
an appropriate solvent. The pharmaceutically acceptable acid  addition
salts of the compounds of formula I, which contain a basic center, maybe
prepared in  a conventional manner. For example, a solutio of the free base
maybe treated with a suitable  acid, either neat or in a suitable solution,
and there ting salt isolated either by filtration or  by evaporation under
vacuum of the reaction solvent. Ph entically acceptable base  addition
salts may be obtained in an analogous manner by treating a solution of
compound of  formula I with a suitable base. Both types of salt may be
formed or interconverted using ion  exchange resin techniques. If the above
set out general synthetic methods are not applicable for the obtention of
com- pounds of formula 1, suitable methods of preparation known by a person
skilled in the art  should be used. APP 2004 -44 A final aspect of the
present invention is related to the use of the compounds according to
formula I for the modulation of the Oxytocin receptor, the use of said
compounds for the  preparation of pharmaceutical compositions for the
modulation of the oxytocin receptor as  well as the formulations containing
the active compounds according to formula I. Said  modulation of the
oxytocin receptor is viewed as a suitable approach for the treatment of
preterm labor, premature birth and dysmenorrhea. Hence, the compounds od
the present  invention are suitable for the treatment of preterm labor,
premature birth and dysmenorrhea. When employed as pharmaceuticals, the
pyrrolidine derivatives of the present invention are  typically
administered in the form of a pharmaceutical composition. Hence,
pharmaceutical  



compositions comprising a compound of formula I and a pharmaceutically
acceptable carrier,  diluent or excipient therefore are also within the
scope of the present invention. A person  skilled in the art is aware of a
whole variety of such carrier, diluent or excipient compounds  suitable to
formulate a pharmaceutical composition. Also, the present invention
provides  compounds for use as a medicament. In particular, the invention
provides the compounds of  formula I for use as antagonists of the oxytocin
receptor, for the treatment or prevention of  disorders mediated by the
oxytocin receptor in mammals, notably of humans, either alone or in
combination with other medicaments, e.g. in combination with a further OT
antagonist. The compounds of the invention, together with a conventionally
employed adjuvant, car-rier,  diluent or excipient may be placed into the
form of pharmaceutical compositions and unit  dosages thereof, and in such
form may be employed as solids, such as tablets or filled  capsules, or
liquids such as solutions, suspensions, emulsions, elixirs, or capsules
filled with  the same, all for oral use, or in the form of sterile
injectable solutions for parenteral (including  subcutaneous use). Such
pharmaceutical compositions and unit dosage forms thereof may  comprise
ingredients in conventional proportions, with or without additional active
compounds or principles, and such unit dosage forms may contain any
suitable effective  amount of the active ingredient commensurate with the
intended daily dosage range to be  employed. 1 8 APR 2DO4 -45 When employed
as pharmaceuticals, the pyrrolidine derivatives of this invention are
typically  administered in the form of a pharmaceutical composition. Such
compositions can be prepared  in a manner well known in the pharmaceutical
art and comprise at least one active compound.  Generally, the compounds of
this invention are administered in a pharmaceutically effective  amount.
The amount of the compound actually administered will typically be
determined by a  physician, in the light of the relevant circumstances,
including the condition to be treated, the  chosen route of administration,
the actual compound administered, the age, weight, and response of the
individual patient, the severity of the patient's symptoms, and the like.
The pharmaceutical compositions of these inventions can be administered by
a variety of  



routes including oral, rectal, transdermal, subcutaneous, intravenous,
intramuscular, and  intranasal. Depending on the intended route of
delivery, the compounds are preferably  formulated as either injectable or
oral compositions. The compositions for oral administration  can take the
form of bulk liquid solutions or suspensions, or bulk powders. More
commonly,  however, the compositions are presented in unit dosage forms to
facilitate accurate dosing.  The term "unit dosage forms" refers to
physically discrete units suitable as unitary dosages for  human subjects
and other mammals, each unit containing a predeter-mined quantity of active
material calculated to produce the desired therapeutic effect, in
association with a suitable  pharmaceutical excipient. Typical unit dosage
forms include prefilled, premeasured ampoules  or syringes of the liquid
compositions or pills, tablets, capsules or the like in the case of solid
compositions. In such compositions, the pyrrolidine compound is usually a
minor component  (from about 0.1 to about 50% by weight or preferably from
about I to about 40% by weight)  with the remainder being various vehicles
or carriers and processing aids helpful for forming  the desired dosing
form. Liquid forms suitable for oral administration may include a suitable
aqueous or nonaqueous  vehicle with buffers, suspending and dispensing
agents, colorants, flavors and the like. Solid  forms may include, for
example, any of the following ingredients, or compounds of a similar
nature: a binder such as microcrystalline cellulose, gum tragacanth or
gelatine; an excipient  such as starch or lactose, a disintegrating agent
such as alginic acid, Primogel, or corn starch; a  lubricant such as
magnesium stearate; a glidant such as colloidal silicon dioxide; a
sweetening 16 APR 2M4 -46 agent such as sucrose or saccharin; or a
flavoring agent such as peppermint, methyl salicylate,  or orange
flavoring. Injectable compositions are typically based upon injectable
sterile saline or phosphate-buf- fered saline or other injectable carriers
known in the art. As above mentioned, the pyrrolidine  derivatives of
formula I in such compositions is typically a minor component, frequently
ranging between 0.05 to 10% by weight with the remainder being the
injectable carrier and the  like. 



The above described components for orally administered or injectable
compositions are  merely representative. Further materials as well as
processing techniques and the like are set  out in Part 8 of Remington's
Pharmaceutical Sciences, 17th Edition, 1985, Marck Publishing  Company,
Easton, Pennsylvania, which is incorporated herein be reference. The
compounds of this invention can also be administered in sustained release
forms or from  sustained release drag delivery systems. A description of
representative sustained release  materials can also be found in the
incorporated materials in Remington's Pharmaceutical  Sciences. In the
following the present invention shall be illustrated by means of some
examples which  are not construed to be viewed as limiting the scope of the
invention. The HPLC,1'1MR and  MS data provided in the examples described
below were obtained as followed. The following  abbreviations are
hereinafter used in the accompanying examples: min (minute), hr (hour), g
(gram), mmol (millimole), m.p. -(melting point), eq (equivalents), mL
(milliliter), pL (microliters), mL (milliliters), ACN (Acetonitrile), CDC13
(deuterated chloroform), cHex  (Cyclohexanes), DCM (Dichloromethane), DECP
(Diethylcyanophos-phonate), DIC  (Diisopropyl carbodiimide), DMAP (4-
Dimethylaminopyridine) DMF (Dimethylformamide),  DMSO (Dimethylsulfoxide),
DMSO-d6 (deuterated dimethylsul-foxide), EDC (1-(3 Dimethyl-
aminopropyl)-3-ethylcarbodiimide), EtOAc (Ethyl acetate), Et2O (Diethyl
ether), HOBt (1- Hydroxybenzotriazole), K2C03 (potassium carbonate), NaH
(Sodium hydride), NaHCO3  (Sodium bicarbonate), nBuLi (n Butyllithium),
TBTU (O-Benzoiriazolyl N,N,N',N' IPAPR2DD4 -47  tetramethyluronium
tetrafluoroborate), TEA (Triethyl amine), TFA (Trifluoro-acetic acid),  THE
(Tetrahydrofuran), MgSO4 (Magnesium sulfate), PetEther (Petroleum ether),
rt (room  temperature). Examples Intermediate 1: (28)-I
-(tert-butoxycarbonyl)-4-oxo-2-pyrrolidinecarboxy, b .c acid Commercial
(2S,4R)-1-(iert butoxycarbonyl)-4-hydroxy-2-pyrrolidinecarboxylic acid
(30g,  0.13mol) was dissolved in acetone (1500m1). A mechanical stirrer was
placed in the flask and  



the solution stirred vigorously. A freshly made solution of SN chromic acid
was prepared by  dissolving chromium trioxide (66.7g, 0.667mo1) in water
(40ml), adding concentrated  sulphuric acid (53.3m1) and adding enough
water to bring the solution volume to 115mL The  8N chromic acid solution
(115m1) was then added dropwise over a period of 30 minutes with  continued
vigorous stirring, the reaction's exothenn being maintained at the optimal
temperature of 25C by the use of an ice bath. After the complete addition
of the chromic acid,  the reac-tion mixture was stirred for a further 15
minutes - maintaining the optimal  temperature of 25C. The reaction mixture
was then quenched by the addition of methanol  (20m1). Exotherm controlled
by the use of an ice bath and, if necessary, direct addition of a  small
amount of crushed ice to the reaction mixture itself. The reaction mixture
was filtered  through a Celite pad and then concentrated in vacuo. The
resulting acidic solution was then  extracted with ethyl acetate (3x300m1)
and the combined organic layers washed with brine  (2x100ml). Organics then
dried with magnesium sulfate and concentrated in vacuo. Crude  product
recrystallised from ethyl acetate to give the white crystalline product,
(2S)-1-(tert- butoxycarbonyl)-4-oxo-2-pyrrolidinecarboxylic acid (22.55g,
76%). The antipodal  intermediate,
(2R)-1-(tert-butoxycarbonyl)-4-oxo-2-pyrrolidinecarboxylic acid, was made
according to the same protocol, starting from commercial
(2R,4S)-1-(tert-butoxycarbonyl)-4- hydroxy-2-pyrrolidinecarboxylic acid. 1H
NMR (360MHz, CDC13); 1.4 (m, 9H), 2.5-3.0 (m, 2H), 3.7-3.9 (m, 2H), 4.75
(dd, 1H) I APR 2DD4 -48 Intermediate 2: 1-tert-butyl 2-methyl
(2$)-4-oxo-1,2-pyrrolidinedicarboxylate. A solution of
(2S)-I-(tent-butoxycarbonyl)-4-oxo-2 pyrrolidinecarboxylic acid (1g,
4.3mmol)  in a 1:1 mixture of methanol and toluene (60m1) was made.
Trimethylsily] diazomethane  (6.5m1 of a 2M solution in hexanes, 13mmol)
was then added dropwise to the stirred solution  at room temperature under
nitrogen. After completion of the evolution of nitrogen gas, the  resulting
yellow solution was evaporated in vacuo, and the residue filtered through a
pad of  silica gel, eluting with ethyl acetate. Removal of solvent from the
filtrate gave a yellow oil  (1.05g, near quantitative yield). 



1H NMR (400 MHz, CDC13); 1.4 (m, 9H), 2.5 (m, 111), 2.8-2.9 (m, 1H) 3.7 (s,
3H), 3.9 (m,  2H), 4.6-4.8 (m, 1H). Intermediate 3: 1-tert-butyl 2-methyl
(2,S.4EZ)_4-(chloromethylene)-1,2-pyrrolidine- dicarboxlate
Chloromethyltriphenylphosphonium iodide (270mg, 0.62mmol) was added to a
solution of  potassium tert-butoxide (67mg, 0.59mmol) in anhydrous diethyl
ether (5ml) under nitrogen  and the resulting bright yellow mixture stirred
for 30 minutes at ambient temperature. The  reaction was then cooled to 0C
and a solution of 1-tert-butyl 2 -methyl (25)-4-oxo-1,2-
pyrrolidinedicarboxylate (100mg, 0.4lmmol in 2m1 anhydrous diethyl ether)
was added  dropwise. The reaction was then warmed to room temperature and
stirred for 30 minutes  before adding saturated aqueous ammonium chloride
solution (0.5m1). The organic layer was  removed in vacuo, and the aqueous
washed with diethyl ether (3 x 5ml). The combined  organic layers were
dried with brine and magnesium sulfate before filtering and removal of
solvent. The desired product was isolated by silica gel chromatography,
eluting with 15%  ethyl acetate in hexanes to give 105mg (93% yield) as a
off-white wax. 'H NMR (400 MHz, CDC13); 1.4 (9H, m), 2.6-2.75 (m, 11-1),
2.8-3.0 (m, 1H), 3.65 (s, 3H), 4.1 (m, 211), 4.4-4.5 (m, 1H)5.9-6.0 (m,
1H). Intermediate 4: 1-te7-t-butyl 2-methyl
(2S)-4-methylene-1,2-pyrrolidinedicarboxylate It APR 2004 -49
Methyltriphenyiphosphonium bromide (22g, 61.6mmol) was added to a solution
of potassium  tert-butoxide (6.5g, 57.6mmol) in anhydrous diethyl ether
(450m1) at 0C under nitrogen and  the resulting bright yellow mixture
stirred for 30 minutes. A solution of 1-tert butyl 2 -methyl
(2S)-4-oxo-l,2-pyrrolidinedicarboxylate (10g, 41.1mmol in 150m1 anhydrous
diethyl ether)  was added slowly to the reaction mixture, which was then
warmed at 35C for 3h. Saturated  aqueous ammonium chloride solution (0.5m1)
was then added. The organic layer was  removed, and the aqueous washed with
diethyl ether (3 x 5m1). The combined organic layers  were dried with brine
and magnesium sulfate before filtering and removal of solvent. Silica  gel
chromatography, eluting with 15% ethyl acetate in hexanes gave the desired
pro-duct 6.9g  



(70% yield) as a off-white wax. 1H NMR (400 MHz, CDC13); 1.4 (9H, m), 2.5
(m, 1H), 2.8 (m, 11-1), 3.65 (s, 3H), 4.0 (m, 2H),  4.3-4.5 (m, 111), 4.9
(m, 2H). Intermediate 5: 1-tee but l 2-methyl
(2S.4EZ)-4-(cyanomethylene)-1,2-pyrrolidine- dicarboxylate Diethyl
cyanomethyl phosphonate (0.86 ml, 4.4mmol) was dissolved in dry THE (50 ml)
and  the solution cooled to 0C. Sodium hydride (205mg of a 60% suspension
in parrafin oil,  5.lmmol) was then added cautiously and the reaction
stirred for 30 min. The reaction mixture  was then cooled to -78C and a
solution of 1-tert-butyl 2-methyl (25)-4-oxo-1,2- pyrrolidinedicarboxylate
(1.0g, 4.lmmol) in dry THE (5m1) was added dropwise. The reaction  was then
allowed to reach room temperature. Saturated aqueous ammonium chloride
solution  (15ml) was then added, followed by ethyl acetate (100ml). (The
organic layer was removed,  and the aqueous washed with ethyl acetate (3 x
Sml). The combined organic layers were dried  with brine and magnesium
sulfate before filtering and removal of solvent. Silica gel
chromatography, eluting with 35% ethyl acetate in hexanes gave the desired
compound  (860mg, 80%) as an off-white wax. 'H NMR (3601VIHz, CDCl3); 1.4
(m, 911), 2.7-3.0 (m, IH), 3.1-3.3 (m, 1H), 3.7 (n, 3H), 4.2- 4.4 (m, 2H),
4.5-4.7 (m, 1H), 5.4 (m, 1H). '16 APR 2DO4 -SO Intermediate 6: 1-tert-butyl
2-methyl 2S 4E -4-benz lidene-1 2- olidinedicarbox Tate Potassium tern
butoxide (6.1g, 54mmol) was added portionwise to a solution ofbenzyl-
triphenylphosphonium chloride (22.45g, 58mmol) in anhydrous dichloromethane
(400m1) and  the reaction stirred at ambient temperature for Ih. The
solution was then cooled to 0C and a  solution of 1-terms butyl 2-methyl
(2S)-4-oxo-l,2-pyrrolidinedicarboxylate (9.36g, 38.5mmol)  in dry
dichloromethane (30m1) was added dropwise. After stirring for a further lh
at 0C the  reaction was stirred for a further 3h at ambient temperature.
Saturated aqueous ammonium  chloride solution (30ml) was then added. The
organic layer was removed, and the aqueous  washed with dichloromethane (3
x 20m1). The combined organic layers were dried with brine  



and magnesium sulfate before filtering and removal of solvent. Silica gel
chromato-graphy,  eluting with 30% ether in hexanes gave the desired
product 8.65g (71 % yield) as a pale yellow wax. 'H NMR (400 MHz, CDC13);
1.5 (m, 91-1),2.8-3.0 (m, 1H), 3.2 (m, 1H), 3.7 (m, 3H), 4.2-4.4  (m,
21-1), 4.5-4.6 (m, 1H), 6.3-6.4 (m, 1H), 7.1-7.5 (m, 5H). Intermediate 7:
(2S,4EZ)-1-(tent-butoxvcarbonvl)-4-(methoxvisnino)-2-vvrrolidine-carboxylic
acid A solution was made containing (2S)-1-(tent-butoxycarbonyl)-4-oxo-2
pyrrolidinecarboxylic  acid (5.0g, 2lmmol) and O-methylhydroxylamine
hydrochloride (2.7g, 32.8m ol) in  chloroform (100ml) containing
tniethyl-amine (5.5g, 55mmol). The reaction mixture was then  stirred at
ambient temperature over-night, prior to removal of solvent. The resultant
crude  reaction mixture was dissolved in ethyl acetate (150m1) and washed
rapidly with IN HCl  (40m1). The acidic layer was then extracted with ethyl
acetate (3 x 20m1) and the combined  organic layers washed with brine
before drying over magnesiom sulfate, filtering and removal  of solvent in
vacuo. The desired product (5.3g, 94%) was isolated as a pale yellow oil.
1H NMR (400 MHz, CDC13); 1.45 (m, 9H), 2.8-3.2 (m, 2I1), 3.9 (s, 3H), 4.2
(m, 2H), 4.5-4.7  (m, 1H). 1 APR2DO -51 Intermediate 8: 2S 4E -1- tern
butox carbon 1 -4- ethox ' o -2- olidinecarbox lic  acid A solution was
made containing (2S)-1-(tent-butoxycarbonyl)-4-oxo-2 pyrrolidine-carboxylic
acid (5.0g, 22mmol) and O-ethylhydroxylamine hydrochloride (6.4g, 65.5mmol)
in a 1:1  mixture of pyridine and ethanol (100ml). The reaction was heated
to reflex for 2.5h before  cooling and removal of solvent. The residue was
dissolved in ethyl acetate and washed rapidly  with 1.3N HCl (40m1). The
acidic layer was then extracted with ethyl acetate (3 x 20m1) and  the
combined organic layers washed with brine before drying over magnesiom
sulfate,  filtering and removal of solvent in vacuo. The desired product
(5.5g, 93%) was isolated as a  pale yellow oil. 



1H NMR (400 MHz, DMSO); 1.3 (t, 31-1), 1.55 (m, 9H), 2.9-2.7 (m, 1H),
3.4-3.1 (m, 1H), 4.1- 4.3 (m, 4H), 4.6 (m, 1H), 12-13.5 (br, 1H). y -I
-tent-butox carbon -2- olidine- Intermediate 9: (2S,4 Y) pw E -4- alllox im
carboxylic acid A solution was made containing
(2S)-1-(tent-butoxycarbonyl)-4-oxo-2-pyrrolidine-carboxylic  acid (5.0g,
22mmol) and O-allylhydroxylamine hydrochloride monohydrate (7.2g, 65.5mmol)
in a 1:1 mixture of pyridine and ethanol (100ml). The reaction was heated
to reflex for 2.5h  before cooling and removal of solvent. The residue was
dissolved in ethyl acetate and washed  rapidly with 1.3N HCl (40m1). The
acidic layer was then extracted with ethyl acetate (3 x  20ml) and the
combined organic layers washed with brine before drying over magnesium
sulfate, filtering and re-moval of solvent in vacuo. The desired product
(5.9g, 94%) was  isolated as a pale yellow oil. 1H NMR (400 MHz, CDC13);
1.5 (m, 9H), 2.8-3.2 (m, 2H), 4.2 (m, 2H), 4.5-4.7 (m, 3H), 5.25  (m, 2H),
5.9 (m, 1H), 11.1 (broad S, 1H). Intermediate 10: 1 - aminoox meth 1
-4-methox benzene  k JGAPR200 - 52  A solution was made of Boc
hydroxylamine (2.0g, 17.1mmol) in dry THE' (60m1). Sodium  hydride (1.1 g
of a 60% suspension in paraffin oil, 25.7mmol) was then added and the sus-
pension stirred. A catalytic amount of KI was then added to the reaction
prior to the cautious  addition of 4-rnethoxybenzyl chloride (3.2g,
20.4mmol). The reaction was then allowed to stir  overnight before removal
of solvent in vacuo. The residue was taken up with diethyl ether  (100ml)
and HCI gas bubbled in for 20 minutes, causing the start of precipitation
of the  product. The flask was stoppered and left to stand overnight. The
product was then filtered off  as a off-white wax (3 9-52% yield according
to varying batches). 'H NMR (400 MHz, D20);3.8 (s, 3H), 5 (s, 2H), 7.0 (d,
211), 7.4 (d, 2H). 



Intermediate 11: (2&4E@- 1-(tent-butoxycarbonyl)-4- f
F(4methoxybenzy])oxy]imino)-2- pvrrolidine-carboxylic acid The same method
as employed in the preparation of Intermediate 7, but starting from (2S)-1-
(tent-butoxycarbonyl)-4-oxo-2-pyirolidinecarboxylic acid (Intermediate 1)
and 1- ((aminooxy)methyl]-4-methoxy-benzene (Intermediate 10) gave the
title compound as a gum  in a 85% yield. 111 NMR (400 MHz, DMSO); 1.5 (m,
9H), 2.7-2.9 (m, 1H) 3.9 (s, 31-1), 4.2 (m, 3H), 4.6 (m,  1H), 5.15 (s,
2H), 7.1 (d, 2H), 7.45 (d, 2H). Intermediate 12: 2-aminoethyl acetate,
TFA-salt A solution was made containing ethanolamine (36.5m1, 0.6mol) in
chloroform (1000ml). The  Boc20 (13.1g, 60mmol) dissolved in chloroform
(600m1) was slowly added dropwise at 0C  over a 6-hours period (the
temperature was maintained all over this period). The reaction was  allowed
to reach room temperature and was stirred overnight. The organic layer was
washed  with water (2x500m1), brine and dried over magnesium sulfate before
being concentrated in  vacuo. The desired product (9.5g, >95%) was isolated
as a colourless oil and was used without  further purification. A solution
was made containing the Boc-ethanolamine (1.92g, 12mmol)  with potassium
carbonate (5g, 36mmol) in DCM (40m1). Acetyl chloride (30ml, 0.42mo1) was
APR 2004 -53- added and the reaction stirred for 6 hours at room
temperature. The excess of acetyl chloride  was removed in vacuo and the
crude dissolved in DCM(10Oml). The organic layer was  washed with water
(50m1), brine and dried over magnesium sulfate before being concentrated
in vacuo. The desired product (1.86g, 77%) was isolated as a colourless oil
and was used  without further purification. A solution was made containing
the O-acyl, Boc-ethanolamine  (1.65g, 8.lmmol) in DCM (20m1) and TFA (20m1)
was added. After one hour at room  temperature, the solvent was removed in
vacuo. The crude was concentrated from methanol  (2-3 times) and from DCM
(2-3 times) to give the expected compound (1.75g, quant.) as an oil  used
without further purification. 3H NMR (400 MHz, D20); 2.0 (m, 9H), 3.1-3.2
(m, 21D, 4.15-4.25 (in, 21-1). 



Intermediate 13: 2'-meth 1 1 1'-bi hen I -4-carbo lic acid To a mixture of
4-bromobenzoic acid (30g, 0.15mol), 2-methylphenylboronic acid (24g, 0.15
mol), sodium carbonate (250g) in toluene (500mL) and water (500mL) was
added tetralds- triphenylphosphine palladium(0) (9g, 0.0074mo1) under
nitrogen atmosphere. The reaction  mixture was refluxed for 10h. After this
time, 100ml of 10% NaOH were added to the reaction  mixture, the aqueous
layer was separated and washed with toluene (2x200mL). Acidification  of
the aqueous layer with 3N-HCl solution gave a solid product, which was
filtered, washed  with water and dried. The crude product was then
crystallised from toluene to yield 2'- methyl[I,1'-biphenyl]-4-carboxylic
acid (20g, 62.5%). Conversely, the product could also be  obtained from I
-bromo-2-methylbenzene and 4-carboxybenzeneboronic acid, using analogous
conditions. 'H NMR (300 MHz, DMSO); 2.2 (s, 3H), 7.2-7.4 (m, 4H), 7.43 (d,
3 = 9Hz, 2H) , 7.99 (d, I  9Hz, 2H), 13 (b, 1H). Similarly, using the
appropriate commercial boronic acids and arylbromides, the following,
related 1,l'-biphenyl intermediates 13 may be obtained: APP 2004 -54 4'
methyl[1,1'-biphenyl]-4-carboxylic acid;
2',3-dimethyl[1,1'biphenyl]-4-carboxylic acid;
2',6'-dimethyl[1,1'-biphenyl]-4-carboxylic acid;
2-methyl[1,I'-biphenyl]-4-carboxylic acid; 3- methyl[1,
1'biphenyl]-4-carboxylic acid; 2,2'-dimethyl[1,1'-biphenyl]-4-carboxylic
acid; 2'- methoxy[1,1'biphenyl]-4-carboxylic acid;
3'-methoxy[1,1'-biphenyl)-4-carboxylic acid; 4'-
methoxy[1,1'-biphenyl]-4-carboxylic acid;
2'-ch1oro[1,1'-biphenyl]-4-carboxylic acid; 3'-
chloro[1,1'biphenyl]-4-carboxylic acid;
4'-chloro[1,1'-biphenyl]-4-carboxylic acid; 3',4'-
dichloro[1,1'-biphenyl]-4-carboxylic acid; 2'-(trifluoromethyl)[1,1'
biphenyl]-4-carboxylic  acid;
3'-(trifluoromethyl)[1,1'-biphenyl]-4-carboxylic acid;
2'-cyano[1,1'-biphenyl]-4- carboxylic acid;
2',4'-difluoro[1,1'-biphenyl]-4-carboxylic acid; 4-(2-pyridinyl)benzoic
acid;  4-(3-pyridinyl)benzoic acid; 4-(4-pyridinyl)benzoic acid;
4-(5-pyrimidinyl)benzoic acid. Intermediate 14: 4-(3
-methyl-2-pyridinyl)benzoic acid A mixture of 2-bromo-3-methylpyridine
(22.5g, 0.1312mo1), 4-(hydroxymethyl)phenyl- 



boronic acid (25g, 0.164mo1), Pd(PPh3)4 (9.5g, 0.0082mo1), and sodium
carbonate (200g in  500 nil of water) in toluene (750 ml) were refluxed
under nitrogen atmosphere for 15h.  Separated the toluene layer and
distilled under reduced pressure to give a residue. The residue  was then
purified by column chromatography to yield [4-(3-methyl-2-pyridinyl)-
phenyl]methanol (12g, 47%). To a solution of [4-(3-methyl-2
pyridinyl)phenyl]methanol (12g, 0.06mol) in dry DMF  (156mL) was added
pyridiniumdichromate (91 g, 0.24mo1) and stirred at RT for 3 days. The
reaction mixture was poured into water and extracted with ethyl acetate
(250mL). The organic  layer was washed with water, brine, dried and
concentrated. The crude was purified by column  chromatography over silica
gel to give 4-(3-methyl-2-pyridinyl)benzoic acid (3g, 25%) as  white solid.
'H NMR (300 MHz, DMSO); 2.3 (s, 3H), 7.33 (dd, J = 7.5Hz, 5Hz, IH), 7.67
(d, J = 8Hz, 21-1)  , 7.75 (d, J = 7.5Hz, 1H), 8.01 (d, J = 8Hz, 2H), 8.50
(d, J = 5Hz, 1H), 13 (b, 11D. Intermediate 15:
4-(1_-oxido-3-pyridinyl)benzoic acid ,718 APR 2DO4 - 55 To a,mixture of
4-tolylboronic acid (38g, 0.28mol), 3 bromopyridine (44g, 0.28mo1), Na2CO3
(200g) in toluene (500m1) and water (500m1) was added Pd(PPh3)4 (16g,
0.014mol), and  refluxed for 16h. The reaction mixture was cooled, and the
separated organic layer was  washed with water and brine, and dried. The
solvent was removed to give 4-(3 pyridyl)toluene  (42g, 90%). To a mixture
of 4-(3-pyridyl)toluene (35g, 0.207mo1) in pyridine (400m1) and water
(400m1)  was added KMnO4 (163g, 1.03mol) in portions and refluxed for 12h.
The reaction mixture  was filtered through celite and acidified with cone.
HCI. The product was washed with water  and dried to give 4-(3
pyridyl)benzoic acid (32g, 76%) as a white solid. To a mixture of 4-(3-
pyridyl)benzoic acid (22g, 0.11mol) in THE (2.51), mCPBA (152g, 0.44mol,
50%) was added  and stirred at RT for 12h. The solid was filtered, and
washed with THE to give 4-(1-oxido-3- pyridinyl)benzoic acid (20g, 86%). 'H
NMR (300 MHz, DMSO); 7.5-7.8 (m, 51-1), 7.9 (d, J = 8Hz, 2R) , 8.33 (d, J =
5Hz, 21-1).  



Similarly, starting from 4-tolylboronic acid (45g, 0.33mol) and
2-bromopyridine (52g,  0.33mo1), the related intermediate
4-(1-oxido-2-pyridinyl)beuazoic acid was obtained. Exam le I --.General
procedure for the sa onification of the olefin- a roline meth 1 esters
such as Intermediates 3-6. A solution of sodium hydroxide (4.5g, I12mmol)
in water (70m1) was added to the relevant  proline olefin methyl ester
(66mmol) in 3:1 dioxane:water (500m1) and the reaction stirred for  3h. The
reaction mixture was then washed with diethyl ether (2 x 50m1), and the
aque-ous  phase acidified to pH 2 (0.1N HC1) and extracted into ethyl
acetate. The ethyl acetate layer  was then dried over magnesium sulfate,
filtered and the solvent was then removed in vacuo to  give the desired
product in near quantitative yields as an oil which was used without
further  purification. 6APR 21U4 -56 Example 2: General protocol for the
solution- hase s thesis of oximether pyrrolidine  derivatives of general
formula la (Scheme 1 : Method A: e. g. 2S 4E -1- 1 i'-bihen 1 -4- lcarbon 1
-N- 2-methox eth 1 -4- methox no -2- olidinecarboxamide a) Protocol for the
formation of the amide bond A solution was made containing the central
building block, e.g. (2S,4EZ)-1-(tert-butoxycar- bonyl)-4-(methoxyimino)-2
pyrrolidinecarboxylic acid (Intermediate 7) (1.5g, 5.8mmol), an  amine or
an amine salt, e.g. 2-methoxy-ethylamine (0.51nr), 5.81mmol) and DMAP
(780mg,  5.Smmol) in DCM (30 ml). At 0C, EDC (1.1g, 5.8mmol) was slowly
added portion-wise. The  reaction was slowly allowed to reach room
temperature and was stirred overnight. The DCM  was evaporated and the
crude purified by column chromatography using EtOAc (100%) to  collect the
desired product, e.g. tert-butyl (2S,4EZ)-2-
{[(2meth-oxyethyl)amino]carbonyl}-4- (methoxyimino)-1
pyrrolidinecarboxylate (1.5g, 80%) as a colourless oil. 'H NMR (400 MHz,
CDC13); 1.25 (m, 91-1), 2.5-2.9 (m, 2H), 3.1 (s, 3H), 3.2-3.3 (m, 4H), 3.65
(s, 3H), 3.8-4.4 (m, 3H), 6.7 (s broad, 1H). b) Protocol for the
N-deprotection step 



A solution was made containing the amide compounds from the previous step,
e.g. tert butyl  (28,4EZ)-2- ([(2-methoxyethyl)amino]carbonyl}
-4-(:ethoxyimino)-1-pyrrolidine-carboxylate  (1.5g, 0.4 mmol), in anhydrous
ether (35m1). HCl gas was bubbled slowly through the reaction  and the
deprotection was followed by TLC. After approximately 20 minutes, the ether
was  evaporated. The product was concentrated in vacuo from DCM (2-3 times)
to remove the HCl.  The desired product, e.g. (2S,4EZ)-N-(2
methoxyethyl)-4-(methoxyimino)-2- pyrrolidinecarboxanaide (1.2g, quant.)
was isolated as a yellow oil and used without further  purification. c)
Protocol for the N-capping step '16 APR 2D04 -57 A solution was made
containing the free NH-compound from the previous step, e.g. (2S,4EZ)-
N-(2-methoxyethyl)-4-(methoxyim-ino)--2-pyrrolidinecarboxamide (940mg, 3.7
mmol), a  carboxylic acid, e.g. [1,1'-biphenyl]-4-carboxylic acid (740mg,
3.7mmol) and DMAP (960mg,  7.8mmol) in DCM (30 ml). At 0C, EDC (715mg,
3.7mmol) was slowly added portiOnwise.  The reaction was slowly allowed to
reach room temperature and was stirred overnight. The  DCM was evaporated
and the crude purified by column chromato-graphy using EtOAc  (100%) to
collect the desired product, e.g.
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-(2-
methoxyethyl)-4-(methoxyimino)-2 pyrrolidinecarboxamide as a mixture of two
isomers as an  off-white solid. 1H NMR (400 MHz, CDC13); 2.75-2.85 (m,
111), 3.1-3.3 (m, 411), 3.4-3.5 (m, 411), 3.8 (m,  311), 4.1-4.3 (m, 211),
5.1 (m, 111), 6.9 (m, 1H), 7.2-7.7 (m, 1011). M+(APCI); 396. Method B: e.g.
2S 4E and 4 -N 2 -2-h drox -2- hen leth 1 -4- methox 'ammo  methyl[ 1
1'-biphenyll-4 yl)carbon 1 -2 p rrolidinecarboxamide a) Protocol for the
formation of the amide bond 2 To a solution of the central building block,
e.g. (2S,4EZ)-1-(tent-butoxycarbonyl)-4- (methoxyimino)-2
pyrrolidinecarboxylic acid (Intermediate 7) (24.2 mmol, 6.24 g) in dry THE
(125 ml) at -25C was added NMM (2.5 eq, 60.4 mmol, 6.64 ml) followed by  



isobutylchloroformate (1.05 eq, 25.4 mmol, 3.3 ml). The resulting mixture
was stirred at - 25C for 30 min and an amine or an amine salt, e.g.
(S)-2-amino-l-phenylethanol (1.51 eq,  36.5 mmol, 5 g) was then added. The
mixture was allowed to gradually warm to it After 16h,  the solvents were
removed. The residue was dissolved in AcOEt, washed twice with NH4CI
saturated solution, then twice with 10% NaHCO3 solution. The organic layer
was dried over  Na2SO4, filtrated and concentrated to afford the desired
product, e.g. tert-butyl (2S,4EZ)-2- (([(2S)-2 hydroxy-2
phenylethyl]amino)carbonyl)-4-(methoxyimino)-l-pyrrolidine- carboxylate
(8.76 g, 96%) as a pale yellow oil in 88.5 % purity by BPLC. APR2DD -58 'H
NMR (CDC13: 300 MHz) 5 1.44 (s, 9H, N-Boc), 3.23-2.85 (m, 4H), 3.72 (in,
1H), 3.85 (s,  3H, O-CH3), 4.10 (m, 2H), 4.49 (m, 1H), 4.83 (m, 11-1), 7.34
(m, 5H, Ar-H); [M+Naa] (ESI}):  400. b) Protocol far the N-deprotection
step A solution was made containing the amide compounds from the previous
step, e.g. tert-butyl  (2S,4EZ)-2-([(2S)-2-hydroxy-2-phenylethyl] amino}
carbonyl)-4-(methoxyimino)-1- pyrrolidinecarboxylate (2.64 g, 7 mmol), in
anhydrous DCM (35 ml). At 0C, HCI gas was  bubbled slowly through the
reaction and the deprotection was followed by TLC. After  approximately 20
minutes, the DCM was evaporated. The product was concentrated in vacuo
from DCM (2-3 times) to remove the HCI. The desired product, e.g.
(2S,4EZ)-N-[(2S)-2-
hydroxy-2-phenylethyl]-4(methoxyimino)-2-pyrrolidinecarboxamide (1.94 g,
quant.) was  isolated as a yellow solid and used without further
purification. c) Protocol for the N-capping step To a suspension of
4-(2-methylphenyl)benzoic acid (1.49 g, 7 mmol.) in 35 ml DCM, was  added
oxalyl chloride and DMF (3 ml) under ice cooling. The mixture was stirred
for 2h at A.  The solvent was removed affording the corresponding acyl
chloride as a yellow solid. It was  dissolved in DCM (30 mL) and added
slowly on a 0C solution containing the free NH- compound from the previous
step, e.g. (2S,4EZ)-N-[(2S)-2-hydroxy-2-pbenylethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (1.94 g, 7 mmol), and
triethylanzine (5eq, 35  



mmol, 4.9 ml) in dry DCM (35 ml). The reaction mixture was stirred
overnight at r.t.. Pol- trisamine was added (2.12 g, 3.45 mmollg) in order
to scavenge excess of acyl chloride. The  mixture was shaken 3 h, filtered
and the resulting solution was washed with NH4CI sat, brine,  and dried
over Na2SO4. After filtration and evaporation of the solvents, the
resulting dark oil  (3.26 g) was purified by flash chromatography (Biotage
system, column 40M, 90 g SiO2, with  gradients of DCM and MeOH as eluent),
affording (2S,4EZ)-N-[(2S)-2-hydroxy-2-
phenylethyl]-4-(methoxyimino)-I-[(2'-methyl[
1,1'-biphenyl]-4-yl)carbonyl]-2- pyrrolidinecarboxamide. Separation of the
EIZ-isomers was achieved by several 6 APR 2DO4 - 59 chromatographies,
affording (2S,4E) N [(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-l-
[(2'-methyl[1,1'-biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide (230 mg,
colorless  powder, 98.7% purity by HPLC) and
(2S,4Z)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-
(methoxyimino)-1-[(2'-methyl{1,1'-biphenyl]-4-yl)carbonyl)-2-pyrxolidinecar
boxamide (266  mg, colorless powder, 98.3 % purity by HPLC).
(2S,4E)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1
'-biphenyl]-4- yl)carbonyl]-2-pyrrolidinecarboxamide: M p. 74C; IR (neat) v
3318, 2932, 1613, 1538, 1416,  1239, 1047, 848 cm71;'H NMR (300 MHz,
CDC13): 2.27 (s, 3H, ArCH3), 2.89 (dd, J= 6,12  Hz, 1H), 3.18 (br d, J= 12
Hz, 1H), 3.27 (m, 1H), 3.76 (m, 1H), 3.88 (s, 3H, NOCH3), 4.28 (d,  J= 10
Hz, 111), 4.47 (d, J= 10 Hz, 111), 4.59 (br s, 1H), 4.88 (m, 1H), 5.20 (m,
1H), 7.03-7.42  (m, 11H, H arom.), 7.45-7.54 (m, 2H, H arom.); M+(APCI'):
472; M (APCf): 470. Analysis  calculated for C28H29N304 0.3 H2O: C, 70.51;
H, 6.26; N, 8.81. Found: C, 70.53; H, 6.30; N,  8.87.
(2S,4Z)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[ 1,
l'-biphenyl]-4- yl)carbonyl]-2 pyrrolidinecarboxamide: M.p. 78C; IR (neat)
v 3318, 2938, 1622, 1538, 1416,  1233, 1045, 852 cnf';1H NMR (300 MHz,
CDC13): 2.28 (s, 3H, ArCH3), 2.69 (dd, J= 6, 10  Hz, 111), 3.02-3.22 (m,
2H), 3.25 (br s, 11-1), 3.60 (m, 11-1), 3.86 (s, 3H, NOCH3), 4.14 (m,
21-1),  4.71 (m, 111), 4.96 (m, 1H), 7.03-7.42 (m, 11H, H arom.), 7.45-7.54
(m, 2H, H arom.); 1V (APCl ): 472; M-(APCI): 470. Analysis calculated for
C28H29N304 0.9 H2O: C, 68.95; H,  



6.36; N, 8.61. Found: C, 68.87; H, 6.25; N, 8.77. d) EIZ-isomerisation The
pure E-isomer was isomerized to a mixture of the EIZ-isomers by the
following  procedure: the E-isomer was dissolved in dioxane/water 3:1
mixture. NaOH (1.7 eq; 0.52 mL  of NaOH 1.6N) was added and the resulting
solution was stirred 2 h at r.t. The mixture was  neutralised with HC10.1 N
and lyophilised. The components of the resulting E/Z-mixture were
separated and purified by flash chromatography using same conditions as
described above. 0 APR 2DD4 -60 Exam le 3: 2S 4E -1- 1,1 '-bi hen 1 -4-
lcarbon 1 -N-[2-(di thlamino eth l -4- 4- methoxybenzyl)oxyiimino}
-2-pYrrolidinecarboxamide Following the general method as outlined in
Example 2, starting from (2S,4EZ)-1-(tert- butoxycarbonyl)-4-1
[(4-methoxybenzyl)oxy]amino}-2-pyrrolidinecarboxylic acid, [1,1'-
biphenyl]-4-carboxylic acid, and N',N2 -diethyl-l,2-ethanediamine the title
compound was  obtained after column chromatography as an off-white solid as
a mixture of E/Z-isomers. 111 NMR (400 MHz, CDC13); 1.05-1.15 (m, 611),
2.7-2.8 (m, 111), 2.9-3.2 (m, 611), 3.4 (m,  1I3), 3.6 (s, 311), 4.0-4.1
(m, 111), 4.3-4.4 (in, 111}, 3.75 (m, 111), 3.8 (m, 211), 6.65 (m, 211),
7.0-7.1 (m, 211), 7.2-7.3 (in, 311), 7.35-7.45 (m, 611), 8.8 (s/br, 0.5H).
M+(APCI}); 543. Exam le 4: 2S 4E -1- 1 1' bi hen 1 -4- lcarbon 1 -4-
chlorometh lene -N- (2R@-2:  hydroxy-2:pbenethyll~
-2::pyrrolidincearboxamide Following the general method as outlined in
Example 2, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4- carboxylic acid, and (IRS)-2-amino-1phenylethanol, the
title compound was obtained after  column chromatography as a mixture of
E/Z isomers as an off-white solid. The two isomers  could be separated by
another flash chromatographic purification step. (2S,4E)-1-([1,1'
biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-[(2RS)-2-hydroxy-2-
phenethyl}-2-pyrrolidinecarboxamide: 111 NMR (400 MHz, CDC13); 2.6-2.7 (m,
111), 2.8-3.0  (m, 311), 3.2 (m, 111), 3.4-3.6 (m, 111), 3.9 (m, 111), 4.15
(t, 111), 4.6 (m, 1H), 4.85 (in, 111),  5.75 (s, 111), 7.0-7.4 (m, 1411).
M+(APCI'); 461. 



(2S,4Z)-1-([1,1'-biphenyl}-4-ylcarbonyl)-4-(chloromethylene)N-[(2RS)-2-hydr
oxy-2- phenethyl]-2 pyrrolidinecarboxamide: 111 NMR (400 MHz, CDC13);
2.5-2.6 (m, 111), 2.7-2.9  (m, 111), 3.0 (m, 111), 3.1-3.4 (m, IH), 3.4-3.6
(m, IM, 3.9-4.0 (m, 111), 4.2-4.4 (m, 211), 4.6  (m, 111), 4.8-4.9 (m,
111), 5.75 (s, 111), 7.0-7.5 (m, 1411). M+(APCI'); 461. -2- ino Example 5:
254E -N- 2- dieth lamino eth 1 -1- di hen lace 1 -4- methox
pyrrolidinecarboxamide 1 8 APR 2004 -61 Following the general method as
outlined in Example 2, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
diphenylacetic acid, and  N',Nl-diethyl-1,2-ethanediamine the title
compound was obtained after column chromato- graphy as an off-white solid
as a mixture of E/Z-isomers. 1H NMR (400 MHz, CDC13); 0.9 (t, 313), 1.0 (m,
3H), 2.6-3.1 (m, 7H), 3.15 (m, 1H), 3.4 (m,  1H), 3.75 (s, 3H), 3.95 (t,
113), 4.4-4.7 (m, 4H), 5.1 (m, IH), 7.0-7.3 (m, 10H), 9.1 (m, 1H).
M'(APCf'); 451. Exam le 6: 2S 4E -4- ethox ' 'no -N-(9- eth 1-9H-
carbazol-3- 1 -1- henox ace 1 -2- pyrrolidinecarboxamide Following the
general method as outlined in Example 2, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, phenoxyacetic
acid, and 9- ethyl-9H-carbazol-3-amine the title compound was obtained
after column chromatography as  an off-white solid as a mixture of
E/Z-isomers. The isomers were then separated using column  chromatography.
(2S,4E)-4-(ethoxyinzino)-N-(9-ethyl-9H-carbazol-3-yl)-1-(phenoxyacetyl)-2
pyrrolidine- carboxamide: 1H NMR (360MHz, CDC13); 1.2 (m, 611), 2.7 (m,
IH), 3.35 (d,1H), 4.1 (m,  4H), 4.3 (d, IH), 4.45 (d, 1H), 4.7 (m, 211),
5.15 (d, 1H), 6.9-7.3 (m, IOH), 7.9 (d, 11 ), 8.15  (m, 1H), 9.0 (br s,
1H). M''(APCIT); 499.
(2S,4Z)-4-(ethoxyimino)-N-(9-ethyl-9H-carbazol-3-yl)-1-(phenoxyacetyl)-2
pyrrolidine- 



carboxamide: 1H NMR (360MHz, CDC13); 1.2 (m, 6H), 2.7 (m, 1H), 3.2 (m, 1H),
4.1 (in,  4H), 4.35 (m, 2H), 4.7 (m, 2H), 5.1 (m, 1H), 6.9-7.3 (m, 10H),
7.9 (d, 1H), 8.15 (m, IH), 9.0  (br s, 11-1). M'(APCI+); 499. Example 7:
(2S 4EZ -N (9-ethyl-9H-carbazol-3-yl)-4 (methox
py_ran-3-y1)carbonyll-2-pyrrolidinecarboxamide no 2-oxo-6-nentvl-2H
Following the general method as outlined in Example 2, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2-oxo-6 pentyl-2H pyran-3 16 APR 2W -62 carboxylic acid, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained after  column
chromatography as an off-white solid as a mixture of E/Z-isomers. The
iso-mers were  separated by column chromatography.
(2S,4E)-N-(9-ethyl-9H-carbazol-3-yl)-4-(methoxyimino)-1-[(2-oxo-6
pentyl-2H-pyran-3- yl)carbonyl)-2-pyrrolidinecarboxamide: IH NMR (360MHz,
CDC13); 0.8 (m, 6H), 1.2 (m.  6H), 2.5 (m, 2H), 3.0 (m, 1H), 3.3 (in, IH),
3.8 (s, 3H), 4.2 (m, 3H), 4.45 (m, 1H), 5.3 (m,  11-1), 6.1 (d, 1H), 7.1
(m, 1H), 7.2 (m, IH), 7.3 (d, 1H), 7.35 (m, 1.H), 7.55 (m, 11l), 7.65 (m,
1H), 8.0 (d, 1H), 8.5 (m, 1H), 9.1 (br S, 1H). M+(ES}); 543.
(25,42)-N-(9-ethyl-9H-carbazol-3-yl)
-4-(methoxyimino)-1-[(2-oxo-6-pentyl-2H-pyran-3-
yl)carbonyl]-2-pyrrolidinecarboxamide: 1H N MR (360MHz, CDC13); 0.8 (m,
6H), 1.2 (m.  61D, 2.5 (m, 2H), 3.05 (m, 1H), 3.25 (m, 1H), 3.75 (s, 313),
4.1 (m, 3H), 4.45 (d, 1H), 5.3 (d,  111), 6.1 (d, 1H), 7.1 (t, 11-1), 7.2
(m, 1H), 7.3 (m, 1H), 7.4 (m, 1H), 7.6 (m, 11'), 7.7 (in, IH),  8.0 (d,
1H), 8.45 (m, 1H), 9.1 (m, 1H). M'-(ES)); 543. Example 8: 254E -4- all lox
imino -1-benzo l N 9-ethyl-9H-carbazol-3- 1 -2- pyr rolidinecarboxamide
Following the general method as outlined in Example 2, starting from
(2S,4EZ)-4-[(allyl- oxy)imino]-1-(test-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, benzoic acid, and 9-ethyl- 9H-carbazol-3-amine
the title compound was obtained after column chromatography as an off- 



white solid as a mixture of E/Z-isomers. 1H NMR (360MHz, CDC13); 1.2 (m,
3H), 2.8 (m, 11-1), 3.35 (m, 1H), 4.2 (m, 4H), 4.4 (m, 3H),  5.2 (m, 2H),
5.35 (in, 1H), 5.85 (m, 1H), 7.0-7.5 (m, 5H), 7.9 (in, 3H), 8.1 (m, 2H),
8.3 (m,  1H), 9.2 (br s, IH). M}(APCI); 481. Exam le 9: General protocol
for the solution- hase s thesis'of oximether pygolidine derivatives of
general formula I containing additional reactive ou s 2S 4E -1- 1 1' biuhen
-4-vlcarb onvl)-N-(2-hvdroxyeth 1 In] -2-nvrr'olidinec arboxamide
-4-(methox a) Protocol for the formation of the amide bond APR 2004 -63 A
solution was made containing the central building block, e.g.
(2S,4EZ)-1-(tert-butoxycar  bonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid (Intermediate 7) (575mg, 2.2mmol),  the amine or amine salt containing
the suitably protected reactive group, e.g. 2-aminoethyl  acetate
(Intermediate 12) (480mg, 2.2mmol) and DMAP (870mg, 7.lmmol) in DCM (20
ml).  At 0C, EDC (427mg, 2.2mmol) was slowly added portion-wise. The
reaction was slowly  allowed to reach room temperature and was stirred
overnight. The DCM was eva-porated and  the crude purified by column
chromatography using EtOAclHexane: 55145 to collect the  desired amide
compound, e.g. tert-butyl
(2S,4EZ)-2-({[2-(acetyloxy)ethyl]-amino)carbonyl)- 4-(methoxyimino)-1
pyrrolidinecarboxylate (373mg, 49%) as an oil. 1 H NMR (400 MHz, CDC13);
1.7 (m, 9H), 2.1-2.2 (m, 3H), 2.8-3.3 (m, 2H), 3.7-3.8 (m, 2H),  4.0-4.1
(m, 31-1), 4.2-4.8 (m, 51-1), 7.3 (s broad, 1H). b) Protocol for the N
deprotection step A solution was made containing the Boc-protected compound
from the previous step, e.g. tert- butyl (2S,4EZ)-2-({[2-(acetyloxy)ethyl]
amino }carbonyl)-4-(methoxyimino)-1 pyrroli- 



dinecarboxylate (373mg, 1.2mmol) in anhydrous ether (40m1). HCl gas was
bubbled slowly  through the reaction and the deprotection was followed by
TLC. After approximately 20  minutes, the ether was evaporated. The product
was concentrated in vacuo from DCM (2-3  times) to remove the HCl. The
desired free NH product, e.g. 2-({[(2S,4EZ)-4-(methoxy
irnino)pyrrolidinyl]carbonyl}amino)ethyl acetate (300mg, quart.) was
isolated as a yellow oil  and used without further purification. 1H NMR
(400 MHz, D20); 1.75 (s, 3H), 2.55-2.65 (m, 111), 2.8-3.3 (m, 3M, 3.45-3.55
(m,  3H), 3.8-4.0 (m, 4H), 4.25-4.35 (m, 1H). c) Protocol for the N-capping
step A solution was made containing the amine-hydrochloride from the
previous step, e.g. 2-
({[(2S,4EZ)-4-(methoxyimino)pyrrolidinyl]carbonyl}amino)ethyl acetate
(560mg, 2mmol)  and an acid chloride, e.g. [1,1'-biphenyl]-4-carbonyl
chloride (433mg, 2mmol) in DCM  (20m1). Triethylamine (0.7m1, 5mmol) was
added and the reaction stirred overnight at room 1 6 APR 2004 -64
temperature. The DCM was evaporated and the crude purified by column
chromatography  using EtOAc (100%) to collect the desired amide compound,
e.g. 2-(([(2S,4EZ)-1-([1,1'-
biphenyl]-4-ylcarbonyl)-4-(methoxyimino)pyrrolidinyl]carbonyl}amino)ethyl
acetate (457mg, 54%) as an oil. 1H NMR (400 MHz, CDC13); 1.9 (s, 3H),
2.7-2.8 (m, 1H), 3.2-3.6 (m, 3H), 3.75-3.85 (m,  3H), 4.0-4.4 (m, 41-1),
5.15-5.25 (in, 11-1), 7.2-7.6 (m, 9H). d) Protocol for the deprotection of
the reactive group A solution was made containing the side-chain protected
compound from the previous step,  e.g.
2-(([(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)pyrrolidinyl
] carbo- nyl} amino)ethyl acetate (450mg, 10.6mmol) in THE (I Oral). An
aqueous solution (lOml) of  sodium hydroxide (75mg, 19mmol) with methanol
(5m1) was added and the reaction stirred at  room temperature for three
hours. The solvent was removed in vacuo and the crude purified by  column
chromatography using THE (100%) to give the expected final product, e.g.
(2S,4EZ)-
1-([l,1'-biphenyl]-4-ylcarbonyl)-N-(2-hydroxyethyl)-4-(methoxyimino)-2- 



pyrrolidinecarboxamide (300mg, 75%) as a white solid. IH NMR (400 MHz,
CDC13); 2.85-3.0 (m, 1H), 3.3-3.6 (m, 311), 3.7-3.8 (2H), 3.85-3.95 (in,
31-1), 4.24.5 (m, 2H), 5.15-5.25 (m, 11-1), 7.2-7.9 (m, 911). M+(APC1});
382. Example 10: (2S 4EZ)-1-(1l 1'-bivhenvl -4-vlcarbonyl)-N -2-hvdroxv-2
phend-hyl -4 methox 'mino -2- olidinecarboxamide Following the general
method as outlined in Example 9, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 2-amino-l-phenylethyl acetate,
the title compound was obtained after column  chromatography as a mixture
of E/Z-isomers as an off-white solid. The two isomers could be  separated
by another flash chromatographic purification step. (2S,4E)-1- ([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2R5')-2-hydroxy-2-phenethyl]-4-
(methoxyimi_no)-2-pyrrolidinecarboxamide: 1H NMR (400 MHz, CDC13); 2.75-2.9
(m, 1H), Ti APR 2004 -65 3.1-3.25 (m, 2H), 3.35-3.6 (m, 1H), 3.7-3.8 (in,
1H), 3.75 (s, 3H), 4.1-4.3 (m, 2H), 4.8 (m,  111), 5.1 (dd, 111), 7.1-7.6
(m, 1511). M}(APCI"); 458.
(2S,4Z)-1-([1,1'-biphenyll-4-ylcarbonyl)-N-[(2RS)-2 hydroxy-2 phenethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide: 111 NMR (400 MHz, CDC13); 2.7-2.85
(m, 111),  3.05-3.25 (m, 211), 3.35 (m, 111), 3.65-3.8 (m, 111), 3.8 (s,
311), 4.15-4.25 (d, 1H), 4.25-4.4 (m,  111), 4.75 (m, 111), 5.1 (dd, 1H),
7.15-7.6 (m, 15H). M+(APC1+); 458. Exam le 11: General protocol for the
solution: :phase synthesis of oximether olidine  derivatives of general
formula Ib (Scheme 5 3EZ 5 -5- 1H benzhnidazol-2- 1 -1- 1 1'-
biphenyll-4-ylcarbonyl)-3 -yrrolidinone O-methyloxime a) Protocol for the
formation of the amide bond A solution was prepared containing the central
building block, e.g. (2S,4EZ)-1-(ter t  



butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid (Intermediate
7) (2.1g,  S.lmmol), an ortho-substituted aromatic amine or amine salt,
e.g. 1,2-benzenediamine (0.88g,  8.1mmol) and DMAP (1.59g, 13.Ommol). in
dry dichloromethane (30m1). This solution was  cooled to 0C and treated
with EDC (1.56g, 8.2mmol) before warming to room temperature  and stirring
for 2 days. The solvent was removed in vacuo and the product purified by
silica  gel chromatography, eluting with a gradient of 30-80% ethyl acetate
in hexane to give the  desired anilide product, e.g. ten-butyl
(2S,4EZ)-2-[(2-aminoanilino)carbony]]-4-
(methoxyimino)-l-pyrrolidinecarboxylate 2.8g, 97% as a colourless foam. 111
NMR (360MHz, CDC13); 1.7, (m, 911), 2.5-3.5 (br, 411), 3.4 (m, 111), 4.0
(m, 311), 4.2-4.4  (m, 211), 4.9 (m, 111), 6.9-7.5 (m, 41]), 8.5 (br, 111).
b) Protocol for the formation of the fused heterocyclic ring A solution of
the anilide compound from the previous step, e.g. tert-butyl
(2S,4EZ)-2-[(2-
aminoanilino)carbonyl]-4-(methoxyimino)-1-pyrrolidinecarboxylate (0.8g,
2.3mmol) in  dichloromethane (30m1) and acetic acid (3m1) was stirred at
room temperature for 3 days.  Saturated aqueous sodium bicarbonate (7ml)
was added to the reaction, the organic phase 18 APR 2004 -66 collected and
dried over magnesium sulfate before filtering and removal of solvent in
vacuo to  give the desired product, e.g. tert-butyl
(2S,4EZ)-2-(1H-benzimidazol-2-yl)-4-(methoxy- imino)-
1-pyrrolidinecarboxylate (740mg,- 97%) as an off-white foam. 1H NNM
(360MHz, CDC13); 1.5 (m, 9H), 3.1 (m, 1H), 3.8 (m, 3H) 3.9-4.3 (m, 3H), 5.3
(m,  1H), 7.1-7.6 (m, 4H),10-10.5 (br, 1H). c) Protocol for the
N-deprotection step Hydrogen chloride gas was bubbled into a solution of
the fused heterocyclic product from the  previous step, e.g. tert-butyl
(2S,4EZ)-2-(1H-benzimidazol-2 yl)-4-(methoxyimino)-1-
pyrrolidinecarboxylate (740mg, 2.2mmol) in dry DCM (20m1) for 30 min.. The
solvent was  removed in vacuo to give the desired product, e.g.
(3EZ,5S)-5-(1H-benzimidazol-2 yl)-3- pyrrolidinone O-methyloxime (0.58g,
99%), as a brown amorphous powder which was used  without further
purification. 



d) Protocol for the N-capping step A solution of the free NH product from
the previous step, e.g. (3EZ,5S)-5-(1H-benzimida-zol- 2-yl)-3-pyrrolidinone
O-methyloxime (0.58g, 2.2mmol) in dry dichloromethane (25m1) was  treated
with an acid chloride, e.g. [1,1'-biphenyl]-4-carbonyl chloride (0.48g,
2.2mmol) and  triethylamine (0.9ml, 6.6mmol). The resulting solution was
then stirred for 3h at room temp  before removal of solvent in vacuo and
the desired isomers were isolated by flash chromatography on silica gel,
eluting with a gradient of ethyl acetate (10-80%) in hexane to  give the
two isomers (120mg of the less polar and 400mg of the more polar) of the
desired  product, e.g. (3E,5S)- and
(3Z,5S)-5-(1H-benzimidazol-2-y1)-1-([1,1'-biphenyl]-4-ylcarbo- nyl)-3
pyrrolidinone O-methyloxime, as off-white powders. (3E,5S)-5-(IH
benzimidazol-2-yl)-1-([1,1'-biphenyl]-4-ylcarbonyl)-3-pyrrolidinone O-
methyloxime: IH NMR (360MHz, CDC13); 3.2, (m, 1H), 3.8 (s, 3H), 4.0 (m,
11-1), 4.3 (m,  2H), 6.0 (m, 1H), 6.0 (m, 1H), 7.2-7.7 (m, 131), 10-11 (br,
111). M+(APCI); 411. APR 2004 -67- (3Z,5S)-5-(1H
benzimidazol-2-y1)-1-([1,1'-biphenyl]-4-ylcarbonyl)-3-pyrrolidinone 0-
methyloxime: IH NMR (360M Iz, CDC13); 3.1, (m, 1H), 3.8 (s, 3H), 3.9 (in,
IH), 4.3 (m,  2H), 6.0 (m, IH), 6.0 (m, 1H), 7.2-7.7 (m, 13H), 10-11 (br,
1H). M(APC1); 411. Example 12: 3EZ 5 -5- IH-benzimidazol-2- 1 -1- 2'-meth l
fl 1,1 '-bi hen 1 -4- 1 -carbon 1 - 3 pyrrolidinone Omethyloxime Following
the general method as outlined in Example 11, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-methyl[1,1' biphenyl]-4- carboxylic acid, and 1,2-benzenediamine,
the title compound was obtained in 91% purity by  HPLC. MS(ESI+): mlz =
425. Exam Ie 13: 3EZ 5 -5- 1-meth l-IH-benzimidazol-2- 1 -1- 2'-meth I 1
l'-bi hen I -4- yI)carbony11-3-pyrrolidinone D methyloxime Following the
general method as outlined in Example 11, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2'-methyl[1,1' biphenyl]-4- carboxylic acid, and
1V-methyl-1,2-benzenediamine, the title compound was obtained in 83%  



purity by HPLC. MS(ESI+): m/z = 439. Exam le 14: 3EZ 5 -5- 7-h drox
-1H-benziznidazol-2- 1 -1- 2'-meth 1 1 1'-bi hen 1 -4-
yI)carbonyli-3-pyrrolidinone O-methyloxime Following the general method as
outlined in Example 11, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2'-methyl[1,1'-biphenyl]-4- carboxylic acid, and 2,3-diaminophenol, the
title compound was obtained in 91% purity by  HPLC. MS(ESI+): mlz = 441.
Exam le 15: 3EZ 5 -5- 3 4-dih dro-2- uinazolin 1 -I- 2'-meth I 1 1'-bi hen
1 -4- yllcarbonyll-3 p orr Ed none Omethyloxime Following the general
method as outlined in Example 11, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4 18 APR 2004 -68- carboxylic acid, and
2-(aminomethyl)aniline, the title compound was obtained in 77% purity  by
HPLC. MS(ESI+): m/z = 439. Exam le 16: 3EZ 5 -1- 1 1'-bi hen 1 -4- lcarbon
1 -5- I-meth l-1H-benzimidazol-2- l -3- pyrro idinone O-meth loxime
Following the general method as outlined in Example 11, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and
N'-methyl-l,2-benzenediamine, the title compound was obtained in 88% purity
by HPLC. MS(ESI+): m/z = 425. Exam le 17: General protocol for the
solution- bases thesis of oxime or h drazone  olidine derivatives of
general formula I Scheme 6 2S 4E -l- 1 1'-bi hen 1 -4 vlcarbonvD-4-fhvdrox
o N -2-h drox -2- heneth 1 -2- olidine-carboxamide. a) Protocol for the
hydrolysis of the oximether group. The starting oximether compounds, e.g.
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-
2-hydroxy-2-phenethyl]-4-(methoxyi r1ino)-2 ,pyrrolidinecarboxamide, were
obtained  following the general methods as outlined, e.g., in Example 2, 11
or 22. A solution containing  the oximether compound was prepared, e.g.
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N- 



[(2RS')-2-hydroxy-2-phenethyl]-4-(methoxyimino)-2-pyrrolidinecarbox-amide
(64 mg, 0.14  mmol), paraformaldehyde powder (95%, 42 mg, 1.41 mrnol) and
Amberlyst(r) 15 (30 mg) in  acetone containing 10% of water (2 mL). The
reaction was stirred 4 h at 60C. Insoluble  materials were filtered off and
washed with a small amount of acetone. The filtrate was  concentrated and
the residue was diluted with DCM (15 mL). The organic solution was  washed
with brine (10 mL), dried over Na2SO4, and concentrated. The desired
ketocarbonyl  product, e.g.
(23)-I-([1,I'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy 2
phenylethyl]-4-oxo- 2-pyrrolidinecarboxami.de (56 mg, 92%) was isolated as
a yellow oil and used without further  purification. b) Protocol for the
formation of oxime and/or hydrazone compounds 1 8 APR 2D04 -69 A solution
was made containing the keto-pyrrolidine derivative from the previous step,
e.g.  (2S)-1-([1,1'-biphenyl]4-ylcarbonyl)-N-[(2RS)-2-hyc3roxy-2
phenethyl}-4-oxo-2 pyrroli- dinecarboxamide (46 mg, 0.11 mmol) and
hydroxylamine hydrochloride (12 mg, 0.17 mmol)  in chloroform (1 ml)
containing triethylamine (29 mg, 0.29 mmol). The reaction mixture was  then
stirred at ambient temperature for one day, prior to removal of solvent.
The resultant  crude reaction mixture was purified by column chromatography
using DCMIMeOH (25:1) to  collect the desired product, e.g. (2S,
4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(hydroxy-imino)-
N-[(2RS)-2-hydroxy-2-phenethyl]-2-pyrrolidine-caxboxamide as a mixture of
two isomers as  an off-white solid (46 mg, 96% yield). 'H I' MR (300 MHz,
CDC13); 2.6-3.3 (m, 4H), 4.0-4.7 (m, 4H), 4.9 (m, 1H), 5.5 (m, 1H), 7.1-
7.5 (m, 8H), 7.6-7.8 (m, 5H), 8.1 (m, 1H), 10.9 (m, 1H). M (APC1'); 444.
Exam le 18: 2S 4E -I- 11'-bi ben 1 -4- lcarbon 1 -4- dimeth lh drazono -N-
2R -2  hydroxy-2-phenylethyll-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 17, starting from (2S)-1-([1,1'-
biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-oxo-2
pyrrolidinecarbox- arnide and N,N-dimethylhydrazine, the resultant crude
reaction mixture was purified by  column chromatography using DCMIMeOH
(30:1) to collect the desired product, e.g.  



(2S,4EZ)-1-([1,1'
biphenyl)-4-ylcarbonyl)-4-(dimetbylhydrazono)-N-[(2RS)-2-hydroxy-2-
phenylethyl]-2-pyrrolidinecarboxamide as a mixture of two isomers as a
light yellow oil in  56% yield (90.2 % purity by HPLC). 1H NMR (300 MHz,
CDC13); 2.35-2.55 (br s, 3H), 2.40-2.60 (m, 1H), 2.75-3.55 (m, 5H),
3.55-3.82 (m, 1H), 3.90-4.4 (m, 2H), 4.83 (m, 1H), 4.93-5.35 (m, 1H),
7.18-7.49 (m, 9H),  7.49-7.68 (m, 5H). M+(APC1+); 471.11T(APCI); 469.
Example 19: (2S 4EZ1-1-(f l .1'biphen 11-4 lcarbon -N-f
(2RS)-2-hvdroxv-2-uhenyleth I -4 (methylhydrazono)-2 pyrrolidinecarboxamide
`1 8 APR 2DD4 -70 Following the general method as outlined in Example 17,
starting from (2S)-1-([1,P-
biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-oxo-2
pyrrolidinecarbox- amide and N-methylhydrazine, the resultant crude
reaction mixture was purified by column  chromatography using DCM/MeOH
(30:1) to collect the desired product, e.g. (2S,4EZ)-l-
([1,1'biphenyl]-4-ylcarbonyl)
N-[(2RS)-2-hydroxy-2phenylethyl]-4-(methylhydrazono)-2-
pyrrolidinecarboxamide as a mixture of two isomers as a colorless solid in
57% yield (95.2 %  purity by HPLC). 1H NMR (300 MHz, CDC13); 2.45-2.70 (m,
1H), 2.85 (br s, 3H, NNHCH3), 2.85-3.5 (m, 2H),  3.51-4.4 (m, 4H), 4.84 (br
s, 1H, NNHMe), 4.95-5.35 (m, 1H), 7.18-7.67 (m, 14H).  M}(APCI); 457.
M(APCT); 455. Example 20: 2S 4E -1- 1 1'-bi hen i -4- Icarbon I -4-h
drazono-N- 2R -2-h drox -2- phen. l' ethyll-2 pyrrolidinecarboxamide
Following the general method as outlined in Example 17, starting from
(2S)-1-([1,1'- biphenyl]-4-ylcarbonyl} N-[(2RS)-2 hydroxy 2
phenylethyl]-4-oxo-2 pyxrolidinecarbox- 



amide and hydrazine hydrate (4% in EtOH), the resultant crude reaction
mixture was purified  by column chromatography using DCMJMeOH (30:1) to
collect the desired product, e.g.
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4
hydrazono-N-[(2RS)-2-hydroxy-2-phenylethyl]-2- pyrrolidinecarboxamide as a
mixture of two isomers as a colorless solid in 63% yield (95.3 %  purity by
HPLC). 1H NMR (300 MHz, DMSO-d6, 80C); 2.55 (dd, J= 9.8; 17.6 Hz, 11-1),
2.73 (dd, J = 9.8; 18.2  Hz, 1H), 3.28 (m, 2H), 4.12 (m, 2H), 4.61 (m, 1H),
4.85 (m, 1H), 5.15 (m, 1H), 5.70 (br s, 2H,  NH2N=C), 7.17-7.43 (m, 61D,
7.44-7.60 (m, 4H), 7.66-7.77 (m, 5H). M+(APCI'); 443. M  (APCr); 441.
Example 21:(26,4EZ) facetylhydrazono)-1-([1,I'-biphenyl]-4-ylcarbonyl) N
4LRS)-2- hydroxy-2-phenylethyll-2-pyrrolidinecarboxamide 1 113 APR 2004 -71
A hydrazono pyrrolidine derivative obtained by the general method outlined
in Example 17,  e.g. (2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4
hydrazono-N [(2RS)-2-hydroxy-2- phenylethyl]-2 pyrrolidinecarboxamide (51
mg, 0.11 mmol) was dissolved in pyridine (1 mL).  Acetic anhydride (3 eq,
32 l, 0.35 mmol) was added, and the mixture was stirred overnight.  The
solvent was evaporated and the resultant crude reaction mixture was
purified by column  chromatography using DCM/MeOH (20:1) to collect the
desired product, e.g. (2S,4EZ)-4- (acetylhydrazono)-1-([
1,1'-biphenyl]-4-ylcarbonyl)N-[(2RS)-2-hydroxy-2-phenylethyl]-2-
pyrrolidinecarboxamide as a mixture of two isomers as a colorless solid in
73% yield (98.4 %  purity by HPLC). 'H NMR (300 MHz, DMSO-d6, 80C); 1.99
(br s, 3H, CH3CON), 2.7-3.4 (m, 5H), 4.26 (m,  211), 4.63 (m, 1H), 4.89 (m,
1H), 5.15 (m, 111), 7.18-7.44 (m, 6H), 7.45-7.62 (i, 4H), 7.66- 7.85 (m,
511), 9.97 (br s, 1H, McCONHN, major isomer), 10.04 (br s, 1H, McCONHN,
minor  isomer). M''(ESI); 485. M`(EST); 483. Exam le 22: General protocol
for the solid: :phase s thesis of pyrrolidine derivatives of  general
formula I. a) Loading step 



Kaiser oxime resin (16.5g, loading 1.57mmollg) was added to a solution of
the relevant  pyrrolidine carboxylic acid building block (51.8mmol) and
diisopropylcarbodiimide (8.1ml,  51.8mmol) in dry dichloromethane (I 50m1).
The resulting suspension was shaken overnight  before filtering at the pump
and washing sequentially with DMF, DCM and finally diethyl  ether before
drying at room temperature in vacuo. b) N-deprotection step The resin
obtained in the loading step was shaken with a 20% solution of
trifluoroacetic acid  in dichloromethane (200m1) for 30 minutes prior to
filtering at the pump and washing  sequentially with aliquots of DMF, DCM
and finally diethyl ether before drying at room  temperature in vacuo. APR
2004 -72 c) N-capping step The resin from the previous step was transferred
into a 96-well filter-plate (approx. 50mg of  dry resin/well) and each well
treated with an N -reactive derivatising agent, e.g. with either of  the
following solutions: a) an acid chloride (0.165mmol) and
diisopropylethylamine (0.165mmol) in dry dichloro- methane (lml), overnight
b) an acid (0.165mmol) and DIC (0.165mmol) in, depending on the solubility
of the car- boxylic acid, dry dichloromethane or NMP (1 ml) overnight. c)
an isocyanate (0.165mmol) in dry THE (Iml), overnight d) a sulfonyl
chloride (0.165mmol) and diisopropylethylamine (0.165mmol) in NMP (Iml),
overnight. e) a benzyl (alkyl) bromide (0.165mmol) and
diisopropylethylamine (0.165mmol) in NMP  (1m1), overnight. fl a vinyl
ketone (0.165mmol) in THF, overnight g) diketene (0.165mmol) in TBF,
overnight The plate was then sealed and shaken overnight at ambient
temperature. The resins were then  



filtered, washing the resin sequentially with aliquots of DMF, DCM and
finally diethyl ether  before drying at room temperature in vacuo. d)
Cleavage step A solution of amine (0.05mmol) in 2% AcOH in dicliloromethane
(1ml) was added to each  well containing the resin from the previous step.
The plate was then sealed and shaken for two  days at ambient temperature.
The wells were then filtered into a collection plate and the  solvent
removed in a vacuum centrifuge to yield 2-3 mg of the corresponding
products,  generally obtained as oils. The products were characterised by
LC (205nm) and mass spec 118 APR 2DD4 -73 trometry (ES+). All of the
following examples were identified based on the observation of the  correct
molecular ion in the mass spectrum, and were shown to be at least 40% pure
(usually  60-95% pure) by LC. Exam le 23: 2S 4E N2- 2-h drox eth 1 -4-
methox ' o -N'- en 1-1,2: oli dine- dicarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanatopentane, and 2- aminoethanol the title compound was obtained in
100% purity by LC/MS. MS(ESI+): mlz =  315.2. Example 24 2S 4E -4-be idene
1'-binhenvli-4-vlcarbonyi) N (2-(diethylamin
ethyI]-2-pyrrolidinecarboxamide I Following the general method as outlined
in Example 22, starting from (2S,4EZ)-4-benzy-
lidene-l-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and NI,N1-diethyl-1,2-ethanediamine
the title compound was obtained in 90%  



purity by LC/MS. MS(ESI+): mlz = 482.4. Exam le 25: 254E -4- all lox -
imino -1- 4-c anobenzo 1 -N- 2- IH- Ol-l- 1 hen 1 -
2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4-
[(allyloxy)-imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
4-cyanobenzoyl  chlori de, and 2-(1H-pyrrol-l-yl)phenylamine the title
compound was obtained in 51% purity  by LC/MS. MS(ESI+): m/z = 454.4.
Example 26: (2S,4E -4-"(3 4-dichlorobenz ox iminol
-N-(2-furvlmeth)l)-I-j(2-oxo-6 pentyl 2H-pyran-3-yl)
carbonyll-2-pyrrolidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic
acid, 2-oxo-6 1. 8 APR 2004 - 74  pentyl-2H pyran-3-carbonyl chloride, and
2-turylmethylamine the title compound was  obtained in 92% purity by LC/MS.
MS(ESI+): mlz = 574.4. Exam le 27: 2S 4E -4- methox ' ino N'. 3-methox hen
1 -N2- 2-thief lmeth 1 -1 2- olidinedicarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(ter-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
l-isocyanato-3-methoxy- benzene, and 2-thienylmethylamine the title
compound was obtained in 79% purity by  LC/MS. MS(ESI+): m/z = 403.2. Exam
le 28: 2S 4E -2- 4- 1 3-benzodioxol-5- lmeth 1 -1- i erazin l carbon 1 -4-
(methoxyimino)-N-pentyl-l -yyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tent but-
oxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
1-isocyanatopentane, and 1- 



(1,3 benzodioxol-5-ylmethyl)piperazine the title compound was obtained in
72% purity by  LC/MS. MS(ESI+): m/z = 474.4. Example 29: 2S 4E -4- e lox
imino -1- 4-c anobenzo 1 -N- 2- lmeth 1 -2- pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl-
oxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
4-cyanobenzoyl chloride,  and 2-fu ylmethylamine the title compound was
obtained in 49% purity by LC1MS. MS(ESI+): m/z = 443.4. Exam le 30: 2S 4E
-4- e lox imino -N 2- dieth lamino eth 1 -l- 4- henox ben- zo 1 -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-4-[(benzyl- oxy)imino]-l-(tert-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, 4-phenoxybenzoyl chloride, I APR 2004 -75 and
N1,N1-diethyl-l,2-ethanediamine the title compound was obtained in 86%
purity by  LC/MS. MS(ESI+): mlz = 529.6. Example 31: 4- 2S 4E -4- enz lox
ianino -2- 4- 3 4-dichloro hen 1 -1- i erazin 1 - carbonyllpyrrolidin 1)y
carbonyllbenzonitrile Following the general method as outlined in Example
22, starting from (2S,4EZ)-4-[(benzyl- oxy)imino]-l-(tent-butoxycarbonyl)-2
pyrrolidinecarboxylie acid, 4-cyanobenzoyl chloride,  and
1-(3,4-dichlorophenyl)piperazin.e the title compound was obtained in 43%
purity by  LC/MS. MS(ESI+): m/z = 576.6. Exam le 32: 2S 4E -4- methox ino
Nl- en l N2- 2- 1H- of-l- 1 hen 1]-1,2-- b  pyrrolidinedicarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-i-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 1-isocyanatopentane, and 2- (IHpyrrol-1-yl)phenylarnine the title
compound was obtained in 74% purity by LC/MS.  MS(ESI+): m/z = 412.2. 



Exam le 33: 254E -1-ac l0 1-4- 3 4-dichlorobenz 1 ox imino N 2- lmeth 1 -2-
pyzrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino)-2-pyrrolidinecarboxylic
acid, acryloyl  chloride, and 2-furylmethylamine the title compound was
obtained in 74% purity by LC/MS.  MS(ESI+): m/z = 436.8. Example 34: 2S 4E
-4-tent-butox ' ino -N2-c clo ro l 1V'- 3 5-dichloro hen 1 -1 2-
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(tent-butoxyimino)-2-pyrrolidinecarboxylic acid,
1,3-dichloro-5-iso 8 APR 2004 - 76  cyanatobenzene, and cyclopropylarnine
the title compound was obtained in 48% purity by  LC/MS. MS(ESI+): m/z =
427.6. Exam le 35: 2S 4E -4 all Iox imino N 2- dieth lamino eth 1 -l-
2-oxo-6- en 1-2H- an-3- 1 carbon 1 -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-4-
[(allyloxy)-imaino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
2-oxo-6 pentyl-2H- pyran-3-carbonyl chloride, and
N1,N1-diethyl-l,2-ethanediamine the title compound was  obtained in 93%
purity by LCIMS. MS(ESI+): m/z = 475.4. Exam le 36: 2S 4E 1V2- 2 -2-h drox
-2- heneth 1 -4- methox o -N- 3- meth 1 hen 1 -1 - olidinedicarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pynrolidinecarboxylic
acid, 1 -isocyanato-3- methylbenzene, and (IRS)-2-amino-l--phenylethanol
the title compound was obtained in 100%  purity by LC/MS. MS(ESI+): m/z =
411.2. Example 37: fZS 4E Z enzo meth l-2- olidinecarboxamide 



1 Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl- oxy)imino]-1-(tent butoxycarbonyl)-2
pyrrolidinecarboxylic acid, benzoyl isocyanate, and N- benzyl-N-methylamine
the title compound was obtained in 40% purity by LC/MS. MS(ESI+):  m/z =
485.4. Exam le 38: 2S 4E -1- 4-c anobenzo l N 9-eth 1-9i`I-carbazol-3- 1
--4- metho ino  2 pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(teat but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 4-cyanobenzoyl
chloride, and 0 APR 2004 -77 9-ethyl-9H-carbazol-3-amine the title compound
was obtained in 72% purity by LCMS.  MS(ESI+): mlz = 480.4. Exam le 39: 2S
4E -4- methox ' o IVl- 3-meth l hen 1 IV2- 2-thief Imeth l -12-
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanato-3 methyl- benzene, and 2-thienylmethylamine the title compound
was obtained in 98% purity by  LCIMS. MS(ESI+): mlz = 387.2. Example 40:
(2S.4EZ)-4-(tent-butoxyimino) N (2-metho eth 1H-1(2-oxo-6-pentyl-2H- an-3-
1 carbon l -2- olidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(tent-butoxyimino)-2-pyrrolidiuecarboxylic acid,
2-oxo-6-pentyl-2H- pyran-3-carbonyl chloride, and 2-methoxyethylamine the
title compound was obtained in 75%  purity by LCIMS. MS(ESI+): mlz = 450.2.
Exam le 41: 3EZ 5 -5- 4- 1 3-benzodioxol-5- luieth l -1- i erazin 1 carbon
1 -1- benzo l-3- olidinone O- 3 4-dichlorobenz l oxime Following the
general method as outlined in Example 22, starting from. (2S,4EZ)-1-(tert-
butoxycarbonyl)-4- { [(3,4-dichlorobenzyl)oxy)imino)
-2-pyrrolidinecarboxylic acid, benzoyl  



chloride, and 1-(1,3 benzodioxol-5 ylmethyl)piperazine the title compound
was obtained in  71 % purity by LCIMS. MS(ESI+): nilz = 609.8. Example 42:
tert bu 13- 2S 4E -4-ethox ' o -l - 2-oxo-6- en l-2H- an-3 1 carbon 1
olidin 1 carbon 1 amino -1-azetidinecarbox late Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyinuno)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H pyran-3 1 8 APR 2004 -78 carbonyl chloride, and
tent-butyl 3-amino-l-azetidinecarboxylate the title compound was  obtained
in 100% purity by LCIMS. MS(ESI+): m/z = 519.6. Exam le 43: 2S 4E -4-
4-methox a lox irnino -N- 3-meth lhen l -2- 4-mo ho- linylcarbonyl)-1
pyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-([(4-methoxybenzyl)oxy]imino)-2 pyrrolidinecarboxylic
acid,1- isocyanato-3-methylbenzene, and morpholine the title compound was
obtained in 41% purity  by LC/MS. MS(ESI+): m/z = 467.4. Example 44: (2S,4E
N2-c clonronvl-4-{[ 4-metho e I ox imino N`- en l-1
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(4-methoxybenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, 1- isocyanatopentane, and cyclopropylamine the title compound was
obtained in 75% purity by  LC/MS. MS(ESI+): m/z = 417.2. Example 45:
(3EZ,5S)-5-{f 4-(3,4-dichlorophen 1 -l erazinvllcarbonyl1-1-f (2-oxo-6 om
en l-2H- an-3- 1 carbon 1 -3- olidinone O be loxime Following the general
method as outlined in Example 22, starting from (2S,4EZ)-4-[(benzyl- 



oxy)imino]-1-(tent butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H-pyran 3- carbonyl chloride, and
1-(3,4-dichlorophenyl)piperazine the title compound was obtained in  47%
purity by LC/MS. MS(ESI+): m/z = 639.8. Example 46: (2S,4EZ)-4-(tent-butox
carboxamide m -N-f2-(1H--pvrrol-l-vl)phen -2-pvrrolidine 1 Following the
general method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(tert-butoxyimino)2-pyrrolidinecarboxylic acid, and 2-(IH
pyrrol-l 11 _S APR 2004 -79 yl)phenylamine the title compound was obtained
in 83 % purity by LC/MS. MS(ESI+): m/z =  341.2. y) tylp3n- ace I olidin I
Example 47: 1 - 2S 4E -4- chlorometh lene -1- 4-chloro henox  carbonyl}-4
3,4-diclilorophenyl)piperazine Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l -(tent-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
(4-chlorophenoxy)acetyl  chloride, and 1-(3,4-dichlorophenyl)piperazine the
title compound was obtained in 64% purity  by LCIMS. MS(ESI+): m/z = 543.6.
Exam le 48: 2S4E -4- enz lox imino -N 4 6-dimethox -2- 'din 1 -l- 2-oxo-6-
pentyl-2H- yran-3-yl) carbonyll-2-pyrr_olidinecarboxamide Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl-
oxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid, 2-oxo-6
pentyl-2H pyran-3- carbonyl chloride, and 4,6-dimethoxy-2-pyrimidinamine
the title compound was obtained in  62% purity by LC/MS. MS(ESI+): m/z =
564.6. Exam le 49: 2S 4E -4- 3 4-dichlorobe lox imino -1- 4- dimeth lamino
butano 1 - 



N (I-naphthylmethyl)-2-pyrrolidinecarboxamide Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, 4- (dimethylamino)butanoyl chloride, and 1 naphthylmethylamine the
title compound was  obtained in 62% purity by LC/MS. MS(ESI+): m/z = 555.6.
Exam le 50:2 -NZ- 2 1 3-benzothiadiazol-4- I N1- 3 5-dichloro ben 1
-4-oxo-I 2- olidinedicarboxamide Following the general method as outlined
in Example 22, starting from 1-(tert butoxy- carbonyI)-4-oxoproline,
1,3-dichloro-5-isocyanatobenzene, and 2,1,3 benzothiadiazol-4-amine  the
title compound was obtained in 47% purity by LCIMS. MS(ESI+): mlz = 450.6.
! 1 6 APR 2004 -go Exam' le 51: 2S4E -N-be 1-4- chlorometh lene -N-methyl-
1 -4- henox benzo  pyrrolidinecarboxamide 1 -2 Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
4-phenoxybenzoyl  chloride, and N benzyl-N-methylamine the title compound
was obtained in 61% purity by  LC/MS. MS(ESI+): m/z = 461.4. Exam le 52: 2S
4E -N - 9-eth 1-9H-carbazol-3- 1 -4- 4-methox 1 o imino Nl-
(3-methyhenyl)-1 2 pyrrolidinedicarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tent but- oxycarbonyl)-4-
([(4-methoxybenzyl)oxy]imino) -2-pyrrolidinecarboxylic acid, I
-isocya-nato- 3-methylbenzene, and 9-ethyl-9H-carbazol-3-amine the title
compound was obtained in 72%  purity by LCIMS. MS(ESI+): m/z = 590.8. Exam
ple 53:2 -N-tent-bu 1 -4-meth lene-l- 2-oxo-6- en 1-2H- an-3- l carbon 1
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from 1-(tert butoxy- 



carbonyl)-4-methyleneproline, 2-oxo-6-pentyl-2H pyran-3-carbonyl chloride,
and tert- butylamine the title compound was obtained in 100% purity by
LCIMS. MS(ESI+): m/z  375.4. Exam 1e 54: 2S 4E -4 Benz lidene-l- 4- dimeth
lamino butano  pyaolidinecarboxamide l -N-(6-auinoliny Following the
general method as outlined in Example 22, starting from (2S,4EZ)-4 benzyli-
dene-l-(tert butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
4-(dimethylamino)butanoyl  chloride, and 6-quinolinamine the title compound
was obtained in 71% purity by LCIMS.  MS(ESI+): mlz = 443.6. '1 8 APR AN
-81 - 4- dimeth lamino butana 1 -N- 9-eth 1-9H-carbazol-3 i -4-meth lene-
Exam le 55:(28)-i 2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from 1-(tent-butoxycar-
bonyl)-4-methyleneproline, 4-(dimethylamino)butanoyl chloride, and
9-ethyl-9H-carbazol-3- amine the title compound was obtained in 51 % purity
by LCIMS. MS(ESI+): m/z = 433.6. Exam le 56: 2S 4E -N- 1 3-benzodioxol-5-
lmeth 1 -4- a lox imino -1- 4-c no- benzoyl)-2 pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl- oxy)imino]-l-(tent-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, 4-cyanobenzoyl chloride,  and
1,3-benzodioxol-5-yirnethylamine the title compound was obtained in 51%
purity by  LCIMS. MS(ESI+): m/z = 497.6. Exam le 57:2 -1- 1 - 4- dimeth
lamino butano I -4 meth lease-2- olidin 1 carbon 1 - 3-azetidinol Following
the general method as outlined in Example 22, starting from 1-(tert-butoxy-
carbonyl)-4-methyleneproline, 4-(dimethylamino)butanoyl chloride, and
3-azetidinol the title  



compound was obtained in 100% purity by LC/MS. MS(ESI+): mlz = 296.4. Exam
le 58: 2S 4E -1- 1,1 -bi hen I -4-lcarbon 1 -4- 3 4-dichlorobenz 1 ox
imirio - N{2-( 1H- o1-1- 1 hen 1 -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4E2)-1-(tert-
butoxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy)imino}-2 pyrrolidinecarboxylic
acid, [1,1'- biphenyl]-4-carbonyl chloride, and
2-(1H-pyrrol-1-yl)phenylamine the title compound was  obtained in 54%
purity by LC/MS. MS(ESI+): m/z = 623.6. Exam le 59: 2S 4E -4-be lidene-l-
4-cbloro henox ace i -N- 3 4-dimethox -b 1 - 2-pyxrolidinecarboxamide ~1 6
APR 2004 -82 Following the general method as outlined in Example 22,
starting from (2S,4EZ)-4-benzyli-
dene-l-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
(4-chlorophenoxy)acetyl chlo-ride,  and 3,4-dimethoxybenzylamine the title
compound was obtained in 49% purity by LCIMS.  MS(ESI+): m/z = 521.6. Exam
le 60: 2S 4E -4- 3 4-dichlorobe  meth 1 -2- olidinecarboxamide oxv Ilmmo
diphenylacetyl)-N (2 thien Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(tert but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, diphen- ylacetyl chloride, and 2-thienylmethylamine the title
compound was obtained in 51% purity by  LCIMS. MS(ESI+): mlz = 592.6. Exam
le 61: 2S 4E -N- 3 4-dimethox be 1 -1- di hen lace 1 -4- methox ' ' o -2-
pyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4E2)-1-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, diphenylacetyl
chloride, and  3,4-dimethoxybenzylamine the title compound was obtained in
74% purity by LCIMS. MS(ESI+): m/z = 502.6. 



Exam le 62: 2S 4E -M- 3 5-dichloro hen  yl -1,2-pyrrolidinedicarboxamide -4
'ethoxvimino)112-(2-(1H-yyrrol-l-yl)phen Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid,
1,3-dichloro-5-isocyanato- benzene, and 2-(1H-pyrrol-1 y1)phenylamine the
title compound was obtained in 54% purity  by LCIMS. MS(ESl+): m/z = 500.6.
Exam le 63: 2S 4E N2- 1 3benzodioxoi-5- lmetb 1 -4- 4-methox Benz 1 -o
imino  1V1-pentyl-l,2-pyrroli dinedicarboxamide 18 APR2tfl -83 Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-{[(4-methoxybenzyl)oxy]imino)-2-pyrrolidinecarboxylic acid,
1-isocyana- topentane, and 1,3-benzodioxol-5-ylmethylamine the title
compound was obtained in 63%  purity by LC/MS. MS(ESI+): mlz = 511.4. Exam
le 64: 2S 4E -N be 1-4- enz lox imino -1- di hen lace 1 -N-meth 1-2-
pyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-4-[(benzyl- oxy)imino]-1-(tert-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, diphenylacetyl chloride, and
N-benzyl-N-methylamine the title compound was obtained in 42% purity by
LC/MS.  MS(ESI+): mlz = 532.4. Exam le 65: 254E -N- 2 1
3-benzothiadiazol-4- 1 -1- i 1'-bi hen 1 -4- lcarbon 1 -4- methox 'mino -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 2,1,3-benzothiadiazol-4-amine the
title compound was obtained in 66% purity by  LC/MS. MS(ESI+): m/z = 472.4.
Exam le 66: 254E -1- 1 '-bjpheny n l -4- lcarbon 1 -4- metho o -N- 6-
uinolin 1 pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but- oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and 6-quinolinamine the title
compound was obtained in 79% purity by LCIMS.  MS(ESI+): m/z = 465.4.
Example 67: (2S 4 -11-acetoacetA-N-be _ l-4-(methox mino)-2
pyirolidinecarbox-amide Following the general method as outlined in Example
22, starting from (2S,4EZ)-l-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2,4-oxetanedione, and 11 6 APP 2004 -84- benzylannine the title compound
was obtained in 45% purity by LCIMS. MS(ESI+): mlz =  332.2. '-bi hen 1 -4-
lcarbon 1 -4- chIorometh lene -N- 2- fi-iah  Exam le 68: 2S 4E -1-([1.1 1
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-l-(tent-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbo-nyl  chloride, and 2-furyhnethylamine the title
compound was obtained in 70% purity by LCIMS.  MS(ESI+): m/z = 421.4. Exam
le 69: 2S 4E -1- 4-chloro henox acet l -4- 3 4-dichlorobe 1 ox imino N
E(M-2-hydroxy-2-vheneth il-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-([(3,4-dichlorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic
acid, (4-chloro- phenoxy)acetyl chloride, and (IRS)-2-amino-1 phenylethanol
the title compound was obtained  in 62% purity by LC/MS. MS(ESI+): m/z =
590.8. Example 70: 2S 4E -IV-all 1-1- 1 1' bi hen 1 -4- lcarbon 1 4- methox
' o -2- o- lidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(tert-but-
oxycarbonyl)-4-(metboxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and allylamine the title compound was
obtained in 87% purity by LCIMS.  



MS(ESI+): mlz = 378.2. Example 71: (2S,4EZ)-1-(E1 I'-biphen 11-4-vlcarbon
-4-(methoxvimino)-- 2-thi methyl -2- olidinecarboxamide I Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent-but- oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl 16 APR 2004 -s5 chloride, and
2-thienylmethylamine the title compound was obtained in 78% purity by
LCIMS. MS(ESI+): m/z = 434.4. Exam le 72: 2S 4E -4- c anometh lene -N- 2-fu
lmeth 1 -1- 2-oxo-6- en 1-2H- an- 311 carbon l -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-I -(tent but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H-pyran-3- carbonyl chloride, and 2-furylmethylamine the
title compound was obtained in 34% purity by  LC/MS. MS(ESI+): mlz = 424.4.
Example 73: 2S 4E -1- 1 1'bi hen 1 -4- laarbon 1 -N- 2- lmeth 1 -44methox
-imino - 2-pyrrolidinecarboxau]ide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 2-furylmethylamine the title
compound was obtained in 75% purity by LCIMS.  MS(ESI+):'mlz = 418.4. Exam
le 74: 2S 4E -l-ace 1-N-c clo ro 1-4- 3 4-dichlorob i ox irnino -2- o-
lidinecarboxarnide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino)-2-pyrrolidinecarboxylic
acid, acetyl  



chloride, and cyclopropylamine the title compound was obtained in 52%
purity by LCIMS.  MS(ESI+): mlz = 384.4. Exam le 75 2S 4E -N- 2- lmeth 1
-4- methox ino -1- [(2-oxo-6- en 1-2H- an-3- yl carbonyll-2
pyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimuao)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H-pyran-3 IGAPR2004 -86- carbonyl chloride, and
2-furybnethylamine the title compound was obtained in 62% purity by  LCIMS.
MS(ESI+): m/z = 430.4. Example 76: (2S 4EZ) N-benzyl-1-(fi,'-bi
heny11-4,ylcarbonyl)-4-(methoxvnmino -IV- methyl-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and N benzyl N methylamine the
title compound was obtained in 67% purity by  LC/MS. MS(ESI+): m/z = 442.4.
Exam le 77: 2S 4E -1- di hen lace 1 -4- ethox ' o -N- 2 tbien ]met I -27
olidine- carboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tent-buto-
xycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, diphenylacetyl
chloride, and 2- thienylmethylamine the title compound was obtained in 74%
purity by LC/MS. MS(ESI+):  m/z = 462.4. Example 78: 2S 4E -1V 2 1
3-benzothiadiazol-4- 1 -4- c anometh lene -l- 2-pyrrolidinecarboxami de
diDhen lace Following the general method as outlined in Example 22,
starting from (2S,4EZ)-l-(tent-but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
diphenylacetyl chloride, and  2,1,3-benzothiadiazol-4-amine the title
compound was obtained in 42% purity by LC/MS.  



MS(ESI+): m/z = 480.4. Exam le 79:2 -1- di hen lacet 1 -N- 1-na hth ]meth l
-4-oxo-2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from 1-(tert butoxycar- bonyl)-4-oxoproline,
diphenylacetyl chloride, and 1-naphthylmethylamine the title compound  was
obtained in 60% purity by LC/MS. MS(ESI+): m/z = 463.4. APR 2004 -87 Exam
le 80: 3EZ 5 -5- 1H-benzunidazol-2- 1 -1- di hen lace 1 -3- olidinone O-
methyloxime Following the general method as outlined in Example 22,
starting from (2S,4E2)-1-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, diphenylacetyl
chloride, and  1,2-benzenediamine the title compound was obtained in 72%
purity by LC/MS. MS(ESI+):  mlz = 425.4. Example $1: (2@-2-f 1 i 1'-bi hen
1 47lcarbon 1 -4-methyl ene-2- oli din 1 -1H-benz- imidazole Following the
general method as outlined in Example 22, starting from 1-(tent-butoxy-
carbonyl)-4-methyleneproline, [1,1'-biphenyl]-4-carbonyl chloride, and
1,2-benzenedi-amine  the title compound was obtained in 73% purity by
LC/MS. MS(ESI+): mlz = 380.4. Exam Ie 82: 2S 4E -1- 1 1'-bi hen I -4-
lcarbon I -4- chlorometh lene N 2-methox - eth
1d)-2-py_rrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
[I,1'-biphenyl]-4- carbonyl chloride, and 2-methoxyethylamine the title
compound was obtained in 55% purity  by LC/MS. MS(ESI+): m/z = 399.6. Exam
le 83:3EZ 5 -5- lH-benzimidazol-2- 1 -1- di hen lace 1 -3- olidinone 0-
allyloxime Following the general method as outlined in Example 22, starting
from (2S,4EZ)-4-
[(allyloxy)-imino]-1-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
diphenylacetyl  chloride, and 1,2-benzenediamine the title compound was
obtained in 63% purity by LC/MS.  



MS(ESI+): m/z = 451.4. Exam le 84: 254E -I- 1 1'-bi hen l -4- lcarbon 1 N-
2- dieth lamino eth 1 -4- -Yj methox ' ino -2- olidinecarboxamide 8 APR 2D4
-88 Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(test-but- oxycaxbonyl)-4-(methoxyimino)-2-pyrralidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and
N1,N1-diethyl-l,2-ethanediamine the title compound was obtained in 90%
purity by LC/MS. MS(ESI+): m/z = 437.4. Example 85: 2S 4E -1- di hen lace 1
)-4-f[(4 methox a lox imino -N- 2-thien 1- methvll-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l-(ter?-but- oxycarbonyl)-4-{[(4 methoxybenzyl)oxy]imino}-2
pyrrolidinecarboxylic acid, diphenyl- acetyl chloride, and
2-thienylmethylamine the title compound was obtained in 63% purity by
LC/MS. MS(ESI+): m/z = 554.4. Exam le 86: 2S 4E -1- 1 1-bi hen 1 -4-
lcarbon 1 -N- 3 4-dimethox b 1 -4- methox - imino)-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent but- oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1' -biphenyl]-4-carbonyl  chloride, and 3,4-dimethoxybenzylamine
the title compound was obtained in 58% purity by  LC/MS. MS(ESI+): m/z =
488.4. Exam le 87: 2S 4E -1-acetoacet l-4- methox ' ' o -N- I-naa hth lmeth
1 -2- oli-dine- carboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2,4-oxetanedione, and 1- naphthyhnethylamine the title compound was
obtained in 40% purity by LC/MS. MS(ESI+):  mlz = 382.2. irnino -1- di hen
lace l -2- 



Exam le 88: 2S 4E -N-all 1-4- 3 4-dichlorobe 1 ox pyrrolidinecarboxamide
'10 APR 2DO -89 Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert but- oxycarbonyl)-4-
{[(3,4-dichlorobenzyl)oxy]imino} -2-pyrrolidinecarboxylic acid, diphenyl-
acetyl chloride, and allylamine the title compound was obtained in 54%
purity by LCIMS.  MS(ESI+): mlz = 536.6. Exam le 89: 2S 4E -4-
ff(3,4-dichlorobenzyl)oxy imino I -N - en 1-N2- 6- uinolin 1 -1 2-
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent-but- oxycarbonnyl)-4-
([(3,4-dichlorobenzyl)oxy]imino) -2-pyrrolidinecarboxylic acid, I -isocya-
natopentane, and 6-quinolinamine the title compound was obtained in 54%
purity by LCIMS.  MS(ESI+): m/z = 542.6. Exam le 90: 2S 4E -4- chlorometh
lene -1- di lien lace I -N- -2-b drox -2  heneth 1 -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
diphenylacetyl chloride, and  (M)-2-amino-l-phenylethanol the title
compound was obtained in 87% purity by LC/MS.  MS(ESI+): m/z = 475.4. 1'-bi
hen 1 --4- lcarbon 1 -N- 2R -2-h drox -2- heneth 1 -4- Example 91:(2S)4-([1
meth lene-2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from 1-(tert-butoxycar- bonyl)-4-methyleneproline,
[1,1'-biphenyl]-4-carbonyl chloride, and 2-amino-I phenyl- ethanol the
title compound was obtained in 74% purity by LC/MS. MS(ESI+): mlz = 427.4.
Example 92: (2S,4EZ)-1-(f 1 1'-binhen -4-vlcarbonvl)-4-(chloromethyl
enel-N-(6-Quinolin 



2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbo-nyl i1 6 APR 2094 -90 chloride, and 6-quinolinamine
the title compound was obtained in 73% purity by LC/MS.  MS(ESI+): miz =
468.4. Exam le 93: 254E -4-bent lidene-N- 2- dieth lamino eth 1 -1- di hen
lace 1 -2- o- lidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4 benzyli- dene-l-(tert
butoxycarbonyl)-2 pyrrolidinecarboxylic acid, diphenylacetyl chloride, and
Nl,Nl-diethyl-l,2-ethanediamine the title compound was obtained in 71%
purity by LC/MS.  MS(ESI+): m/z = 496.4. Exam le 94: 2S 4E -1-acetoace 1-4-
methox ino -N- 2-thien lmeth 1 -2- oli  dinecar-boxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-l
-(tert-but- oxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2,4-oxetanedione, and 2- thienylmethylamine the title compound was obtained
in 42% purity by LC/MS. MS(ESI+):  m/z=338.2. Example 95:
(2S,4EZ)-1-acet3l-4-1f (3,4-dichlorobenz  eth ll)-2-nyrrolidinecarboxamide
imino} -N 2-h drox -2- hen fox Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-0ert-but- oxycarbonyl)-4-
{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic acid, acetyl
chloride, and (IRS)-2-amino-l-phenylethanol the title compound was obtained
in 48% purity  by LCIMS. MS(ESI+): m/z = 464.6. Example 96: (2S,4EZ)-4 3 



4-dichlorob ox iminol IVY- 3 5-dichloro hen 1 )-A246 guinolinyl)- l
,2-pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic
acid, 1,3 [16 APR 2004 -91 dichloro-5-isocyanatobenzene, and
6-quinolinamine the title compound was obtained in 66%  purity by LC1MS.
MS(ESI+): mlz = 617.2. Exam le 97: 2S 4E -4- methox ' o -N- Ina hth lmeth 1
-1- henox ce 1 -2- lidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2 pynrolidinecarboxylic acid, phenoxyacetyl
chloride, and I- naphthylmethylamine the title compound was obtained in 99%
purity by LCIMS. MS(ESI+):  mlz = 432.2. Exam le 98: 2S 4E -4- chlorometh
lease -N- 3 4-dimethox 1 -1- 2-oxo-6- en 1-2H- pyran-3-yl
carbonv11-2-pyrrolidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H-pyran-3- carbonyl chloride, and 3,4-dimethoxybenzylamine
the title compound was obtained in 51 %  purity by LC/MS. MS(ESI+): mlz =
503.4. Example 99: (2S.4EZ1-1 (diphenylacetyl)-4-(methoxyTimino -N-
2-thienylmethyl 2- =oli- dinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(iert-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, diphenylacetyl
chloride, and 2- thienylmethylarnine the title compound was obtained in 88%
purity by LCIMS. MS(ESI+):  m/z = 448.4. Exam le 100: 2S 4E N be 1-1- di
hen lace 1 -4- methox ' ino -2- olidinecar- 



boxamide Following the general method as outlined in Example 22, starting
from (2S,4EZ)-l-(tert-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, diphenylacetyl
chloride, and I IS APR 2DO4 -92 benzylamine the title compound was obtained
in 82% purity by LCIMS. MS(ESI+): mlz  442.4. Exam le 101: 2S 4E -1- 1
1'-bi hen 1 -4- ]carbon 1 -4- 3 4-dichlorobe 1 ox - - If imino N
(2-(diethylamino)ethyll-2 pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-{ [(3,4-dichlorobenzyl)oxy]imino} -2-pyrrolidinecarboxylic
acid, [1,1'-bi- phenyl]-4-carbonyl chloride, and
N1,N1-diethyl-1,2-ethanediamine the title compound was  obtained in 74%
purity by LC/MS. MS(ESI+): m/z = 581.6. Exam le 102: 2S 4E -4- 3
4-dichlorob 1 ox imino -1- 4- dimeth lamino buts-no :no Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but- oxycarbonyl)-4-
{[(3,4-dichlorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic acid, 4-(dime-
thylamino)butanoyl chloride, and 6-quinolinamine the title compound was
obtained in 95%  purity by LC/MS. MS(ESI+): m/z = 542.6. Example 103:
(2S,4EZ)-I-(1 1,1'-bivhen -4-vlcarbon 1 (methoxyintino)-2
,pyrrolidinecarboxam ide -N-(5-ethyl-1,3,4-thiadiazol-2-yl)-4 1 Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but- oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'biphenyl]-4-carbonyl  chloride, and
5-ethyl-1,3,4-thiadiazol-2-amine the title compound was obtained in 89%
purity  by LC/MS. MS(ESI+): mlz = 450.2. Example 104:
(2S.4EZ)-N-benzvl-l-([l 



lidinecarboxamide I'-biphenyl -4-vlcarbonvl -4 inethox Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent-but- oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,l'biphenyl]-4-carbonyl ;' 6 APR 2004 -93 chloride, and benzylamine
the title compound was obtained in 72% purity by LC/MS.  MS(ESI+): m/z =
428.2. Exam le 105: 2S 4E -N be 1--1- di hen lace 1 -4- ethox jmino -2-
olidinecarbox- amide Following the general method as outlined in Example
22, starting from. (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid,
diphenylacetyl chloride, and  benzylamine the title compound was obtained
in 53% purity by LCIMS. MS(ESI+): m/z  456.4. Exam le 106: 2S 4E 11I2-c clo
ro 1-4- 3 4-dichlorobe lox imino -N'- 3-methox - phenyl)-1,2
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic
acid, 1-isocya- nato-3-methoxybenzene, and cyclopropylamine the title
compound was obtained in 45%  purity by LC/MS. MS(ESI+): m/z = 491.6. Exam
le 107: 2S 4E -I - di hen lace l -N 2 2-h drox -2- heneth l -4- 4- methox
en- 1 ox imino -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tent-but- oxycarbonyl)- -
{[(4-methoxybenzyl)oxy]imino} -2-pyrrolidinecarboxylic acid, diphenyl-
acetyl chloride, and (IRS)-2-amino-1 phenylethanol the title compound was
obtained in 66%  purity by LC/MS. MS(ESI+): m/z = 578.4. 



Example 108:(20-N-(2-fur lmeth 1 -4-meth lene-l- 2-oxo-6- en i-2H- an-3-
yl)carbon, lv 1-2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from I -(tert-butoxycar-
bonyl)-4methyleneproline, 2-oxo-6 pentyl-2H pyran-3-carbonyI chloride, and
2-furyl 16 APR 2004 -94 methylamine the title compound was obtained in 43%
purity by LC/MS. MS(ESI+): mlz =  399.2. Exam le 109: 2S 4E -N- 2 1
3-benzothiadiazol-4- 1 -I- di hen lacet 1 -4- methox -
imino)-2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent but--
oxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, diphenylacetyl
chloride, and  2,1,3-benzothiadiazol-4-amine the title compound was
obtained in 69% purity by LCIMS.  MS(ESI+): m/z = 486.4. Example 110:
(2S)=N1-(3,5-dichlorophenyl)-N2-(3 4-dimethoxybenzyl)-4-oxo- 2 _
pyrrolidinedi carboxamide Following the general method as outlined in
Example 22, starting from 1-(tert butoxy- carbonyl)-4-oxoproline,
I,3-dichloro-5-isocyanatobenzene, and 3;4-dimethoxybenzylamine  the title
compound was obtained in 48% purity by LCIMS. MS(ESI+): m/z = 466.6.
Example 111: 2S 4EZ)-N-benzyl-1 _(diphenylacetyl)-4-{[(4-methoxybenzyl)ox
imino}-2=  pyrrolidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert but-
oxycarbonyl)-4-{[(4methoxybenzyl)oxy]imino}-2-pyrrolidinecarboxylic acid,
diphenyl- acetyl chloride, and benzylamine the title compound was obtained
in 60% purity by LCIMS.  MS(ESI+): mlz = 548.4. Example 112:
(2S.4EZ)-I-benzovl-4- { [(3.4-dichlorobe ox imino}-N-(6-c uinolinyl)-2
pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent-but- oxycarbonyl)-4- { [(3,4-dichlorobenzyl)oxy]imino}
-2-pyrrolidinecarboxylic acid, benzoyl  chloride, and 6-quinolinamine the
title compound was obtained in 67% purity by LC/MS.  MS(ESI+): m/z = 533.6.
6 APR 2004 -95-- Exam le 113: 2S 4E -l -acetoacet 1-N-c clo ro 1-4- 3
4-dichlorobe I )ox imino -2- pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, 2,4- oxetanedione, and cyclopropylamine the title compound was
obtained in 76% purity by  LCIMS. MS(ESI+): m/z = 426.6. Exam le 114: 2S 4E
-4- 113 4-dichlorobenz 1 ox imino J- 2 -2-h drox -2- nhenethvll-N1- en l-1
2- olidinedicarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tent but- oxycarbonyl)-4- {
[(3,4-dichlorobenzyl)oxy]imino} -2-pyrrolidinecarboxylic acid, 1 -isocya-
natopentane, and (1RS)-2-amino-l-phenylethanol the title compound was
obtained in 47%  purity by LCIMS. MS(ESI+): m/z = 535.6. Exam 1e 115: 2S 4E
-4- enz lox imino -N- 1-na hth lmeth 1 -1- henox ace 1 -2-
pyTrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-4-[(benzyl- oxy)imino]-1-(tert
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, phenoxyacetyl chloride, and
1-naphthylmethylamine the title compound was obtained in 74% purity by
LCIMS. MS(ESI+):  m/z = 508.4. Exam le 116: 2 -1- 1 1'-bi hen 1 -4- lcarban
1 -4-meth lease-N- 6- uinolin -2- oli- dinecarboxamide Following the
general method as outlined in Example 22, starting from 1-(tern butoxy-
carbonyl)-4-methyleneproline, [1,1'-biphenyl]-4-carbonyl chloride, and
6-quinolinamine the  title compound was obtained in 88% purity by LCIMS.
MS(ESI+): mlz = 434.2. 



Exam le 117: 2S 4E -N-c clo ro 1-4- 3 4-dichlorobe lox imino -1- di hen 1-
acetyl)-2-pyrrolidinecarboxamide 1 6 APR 2DD4 -96 Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-{[(3,4-dicblorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, diphenyl- acetyl chloride, and cyclopropylamine the title compound
was obtained in 49% purity by  LC/MS. MS(ESI+): m/z = 536.6. Exam le 118:
(29,4E -1- 4-c anobenzo 1 -4- 3 4-dichlorob g2zyI)oxy]imino N- 6- quinolin.
l-Ryrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(3,4-dicblorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic
acid, 4- cyanobenzoyl chloride, and 6-quinolinamine the title compound was
obtained in 52% purity  by LC/MS. MS(ESI+): mlz = 558.6. Exam le 119: 2
-4-oxo-1- henox ace 1 -N- 2- IH- of-1- 1 hen 1-2- olidine- carboxamide
Following the general method as outlined in Example 22, starting from
1-(tent butoxycar- bonyl)-4-oxoproline, phenoxyacetyl chloride, and 2-(1H
pyrrol-1-yl)phenylamine the title  compound was obtained in 42% purity by
LC/MS. MS(ESI+): m/z = 404.2. Exam le 120: 2S 4E -N-c clo ro 1-4- 3
4-dichlorobe 1 ox imino -1- metha - ace 1 -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert  butoxycarbonyl)-4- {[(3,4-dichlorobenzyl)oxy] imino }
-2-pyrrolidinecarboxylic acid,  methoxyacetyl chloride, and
cyclopropylamine the title compound was obtained in 54% purity  by LC/MS.
MS(ESI+): m/z = 414.6. Example 121: 254E -N- 1 3benzodioxol-5- lmeth I -I-
1 1' bi hen 1 -4- lcarbon l -4- (methoxyimino)-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent but- oxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl 



8 APR 2004 -97 chloride, and 1,3-benzodioxol-5-ylmethylamine the title
compound was obtained in 64%  purity by LC/MS. MS(ESI+): m/z = 472.4. Exam
le 122: 3EZ 5 -5- 4-ace 1-1- i erazin 1 carbon 1 -1-ac to 1-3- olidinone 0-
_y Y  (3,4-dichlorobenzyl)oxime Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(tert-but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, acryloyl  chloride, and I -acetylpiperazine the title compound was
obtained in 79% purity by LC/MS.  MS(ESI+): m/z = 467.6. Example 123: (2S)-
1- 1 1'-bi hen 1 -4- ]carbon 1 -N- 2- ]meth 1-4-meth lene-2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from 1-(tent-butoxycar- bonyl)-4-methyleneproline,
[1,1'-biphenyl]-4-carbonyl chloride, and 2-furylmethylamine the  title
compound was obtained in 94% purity by LCIMS. MS(ESI+): mlz = 387:2. Exam
le 124: 2S 4E -4- c anometh lene -N- 3 4-dirnethox l -1- 2-oxo-6- en 1-
2H-pyran-3-yl)carbonyll-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H-pyran-3- carbonyl chloride, and 3,4-dimethoxybenzylamine
the title compound was obtained in 65%  purity by LC/MS. MS(ESI+): m/z =
494.4. Exam le 125: 2S 4E -1- enzo ]amino carbon 1 -4- c anomth lease -N-
9-eth l-9H- carbazol-3- 1 -2- olidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tent but-
oxycarbonyl)-4-(cyanomethylene)-2 pyrrolidinecarboxylic acid, benzoyl
isocyanate, and 9- ethyl-9H-carbazol-3-amine the title compound was
obtained in 74% purity by LC/MS. MS(ESI+): m/z T 492.4. '16 APR 2004 



-98 Exam le 126, (28,4E -1-benzo 1-N- 2- dieth lamino eth 1 -4- methox '
ino -2- oli- dinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, benzoyl
chloride, and  Ni,NI-diethyl-1,2-ethanediamine the title compound was
obtained in 80% purity by LC/MS. MS(ESI+): m/z = 361.2. Exam le 127: 254E
-N- 2- dieth lamino eth l -1- di phen lace 1 -4- ethox 'mino -2-
pynrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid,
diphenylacetyl chloride, and  N1,N1-diethyl-1,2-ethanediamine the title
compound was obtained in 50% purity by LC/MS.  MS(ESI+): mlz = 465.4.
Example 128: 2S 4E -N- 2 1 3-benzothiadiazol-4- 1 -4- lox imino -1- 4-c
ano- benzoyl) 2 pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-4-[(benzyl-
oxy)imino)-1-(tart butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
4-cyanobenzoyl chloride,  and 2,1,3-benzothiadiazol-4-amine the title
compound was obtained in 55% purity by LC/MS.  MS(ESI+): m/z = 497.4. Exam
le 129: 2E - 5- 1H-benzimidazol-2- lidinnEdenelathanenitrile -1 1,1'-biuhen
Il-4-vlcarbonvll-3 Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-.4-(cyanomethylene)-2-pyrrolidineearboxylic acid,
[1,1'biphenyl}-4-carbonyl  chloride, and 1,2-benzenediamine the title
compound was obtained in 70% purity by LCIMS.  MS(ESI+): m/z = 405.2. 



1 8 APR 2DD4 -99 Example 130:
(2S,4EZ)-4-.(chlorometbylene)-N-(9-ethyl-9H-carbazol-3-yl)l_
(phenoxyacetyi)-2-pynolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tertbut-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
phenoxyacetyl chloride, and  9-ethyl-9H-carbazol-3 -amine the title
compound was obtained in 63% purity by LCIMS.  MS(ESI+): m/z = 488.6.
Example 131: (2S)N2-(9-ethyl-9H
carbazol-3-yl)-N4-(3-methoxyphenyl)-4-methylene-1 2- pvrrolidinedicarbox
amide Following the general method as outlined in Example 22, starting from
1-(tent-butoxycar- bonyl)-4-methyleneproline,
1-isocyanato-3-metboxybenzene, and 9-ethyl-9H-carbazol-3- amine the title
compound was obtained in 47% purity by LCIMS. MS(ESI+): mlz = 469.4. Exam
le 132: 2S 4E -4-c anometh lene N 9-eth l-9H-carbazol-3- 1 -2- olidinecar-
boxamide Following the general method as outlined in Example 22, starting
from (2S,4EZ)-1-(ter t- butoxycarbonyl)-4-(cyanomethylene)-2
pyrrolidinecarboxylic acid, and 9-ethyl-9H-carbazol- 3-amine the title
compound was obtained in 36% purity by LCIMS. MS(ESI+): m/z = 345.2.
Example 133: (2S,4EZ)-1-(4-cvanobenzo -N-T2-(di etbvlamino)eth I -4-(m
ethox 'no -2 olidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 4-cyanobenzoyl
chloride, and  N1,N1-diethyl-1,2-ethanediamine the title compound was
obtained in 58% purity by LC/MS.  MS(ESI+): m/z = 386.2. 



Exam le 134: 4- 2S 4E -2- IH-benzimidazol-2- 1 -4- c anometh lene olidin 1
- carbonyl) benzonitrile '1 0 APR 200# -loo- Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
4-cyanobenzoyl chloride,  and 1,2-benzenediamine the title compound was
obtained in 84% purity by LCIMS.  MS(ESI+): m/z = 354.2. Exam le 135: 2S 4E
-4- al1 lox imino -1- 4- dimeth lamino butano 1 IV 9-eth 1-9H-
carbazol-3-y1) 2-Qyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-4-[(allyl-
oxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
4-(dimethylamino)-butanoyl  chloride, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 40% purity by  LC/MS. MS(ESI+): m/z = 490.4.
Example 136: 2S 4E -4-b lidene-N- 9-etb ]-9H-carbazol-3- 1 -2-
olidinecarbox- amide Following the general method as outlined in Example
22, starting from (2S,4EZ)-4-benzyli-
dene-l-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid, and
9-ethyl-9H-carbazol-3-amine  the title compound was obtained in 53% purity
by LCIMS. MS(ESI+): m/z = 396.2. Example 137: 2S 4E -4 benz lidene-1- 4-
dimeth ]amino butano ] N 9-eth l-9H-carba-
zol-3-yl)-2-pyrrolidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-4-benzyli- dene-I-(tent
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, 4-(dimethylamino)butanoyl
chloride, and 9-ethyl-9H-carbazol-3-amine the title compound was obtained
in 74% purity by  LC/MS. MS(ESI+): m/z = 509.4. Exam le 138: 2S 4E -4-
chlorometh lene -N- 9-eth 1-9H-carbazol-3- l -2- olidine- carboxamide II 6
APR 2004 -101 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl
-4-(chloromethylene)-2-pyrrolidinecarboxylic acid, and 9-ethyl-9H-carbazol-
3-amine the title compound was obtained in 73% purity by LC/MS. MS(ESI+):
m/z = 354.4. Exam le 139: 2 N 9-eth 1-9H carbazol-3- 1 -4-meth lease-2-
o]idinecarboxamide Following the general method as outlined in Example 22,
starting from 1-(ten butoxycar- bonyl)-4-methyleneproline, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained  in 71 % purity
by LC/MS. MS(ESI+): m/z = 320.2. Example 140:(2S 4EZ)-4(cyanomethylene2
N-(9_ethyl-9H-carbazol-3-y1)-1-(4phenoxy- benzoyl )-2-p3nolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
4-phenoxybenzoyl chlo-ride,  and 9-ethyl-9H-carbazol-3-amine the title
compound was obtained in 37% purity by LC/MS.  MS(ESI+): m/z = 541.4.
Example 141: N_ff (2S,4EZ-2-(1H benzimidazol-2- I
-4-(chloromethylene)nyrrolidinyll- carbonyl)benzamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(chloromethylene)-2 pyrrolidinecarboxylic acid, benzoyl
isocyanate, and  1,2-benzenediamine the title compound was obtained in 51%
purity by LCIMS. MS(ESI+):  mlz = 381.4. Exam le 142: (28)-N1 - 3
5-dichloro hen I -N2- 9-eth 1-9H-carbazol-3- 1 -4 meth lease-1 2-
pyrrolidinedicarb oxamide Following the general method as outlined in
Example 22, starting from 1-(tert butoxycar- bonyl)-4-methyleneproline,
1,3-dichloro-5-isocyanatobenzene, and 9-ethyl-9H-carbazol-3- amine the
title compound was obtained in 40% purity by LC/MS. MS(ESI+): m/z = 507.6.
i APR 2004 -102 Example 143: 2 -l- di hen Lace 1 -N- 9-eth I-9H-carbazol-3-
1 --4-meth lene-2- o- lidinecarboxamide Following the general method as
outlined in Example 22, starting from l-(tert-butoxycar- 



bonyl)-4-methyleneproline, diphenylacetyl chloride, and
9-ethyl-9H-carbazol-3-amine the title  compound was obtained in 42% purity
by LCIMS. MS(ESI+): m/z = 514.4. Exam le 144: 2S 4E -1-benzo 1-4-
chlorometh lease -N- 9-eth 1-9H-carbazol-3- 1 -2- pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid, benzoyl
chloride, and 9- ethyl-9H-carbazol-3-amine the title compound was obtained
in 48% purity by LCIMS.  MS(ESI+): m/z = 458.4. Exam le 145: 2S 4E -1- 1
1'-bi hen 1 -4 lcarbon 1 -4- c anometh lene -N- 9-eth 1-9H- carbazol-3- 1
-2- olidinecarboxsunide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tent but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl}-4-carbonyl  chloride, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 32% purity by  LCIMS. MS(ESI+): m/z = 525.4.
Exam le 146: 254E -4- c anometh lease -N- 9-eth 1-9H-carbazol-3- 1 -1-
3-oxobu 1 -2- pyrrolidinecarboxami de Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tent but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
3-buten-2-one, and 9-ethyl- 9H-carbazol-3-amine the title compound was
obtained in 59% purity by LCIMS. MS(ESI+):  m/z = 415.2. Example 147: 2 -1-
4-chloro henox ace 1 -N- 9-eth 1-9H-carbazol-3 1  pyrrolidinecarboxandde
-4-methviene-2 APR 2004 - 103  Following the general method as outlined in
Example 22, starting from 1-(tent-butoxycar- bonyl)-4-methyleneproline,
(4-chlorophenoxy)acetyl chloride, and 9-ethyl-9H-carbazol-3- amine the
title compound was obtained in 100% purity by LCIMS. MS(ESI+): mlz = 488.4.



Exam le 148: 2 -1- 1 I'-bi hen I -4- lcarbon I -N- 9-eth I-9H-carbazol-3- I
-4- methylene-2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from 1-(tent-butoxycar-
bonyl)-4-methyleneproline, [1,1'-biphenyl]-4-carbonyl chloride, and
9-ethyl-9H-carbazol-3- amine the title compound was obtained in 46% purity
by LCIMS. MS(ESI+): mlz = 500.4. Exam le 149: 2- 2S 4E -4- chlorometh lene
olidin 1 -IH-benzimidazole Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(iert-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid, and 1,2
benzenediamine the  title compound was obtained in 43% purity by LCIMS.
MS(ESI+): m/z = 234.4. Exam le 150:2,5 4E -4- ethox o -N- 9-eth
1-9H-carbazol-3- 1 -2- olidine- carboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, and
9-ethyl-9H-carbazol-3-amine'  the title compound was obtained in 91% purity
by LC/MS. MS(ESI+): m/z = 365.2. Example 151:
(2S)-l-benzoyl-N-(9-etyl-9H-carbazol-3-ti1)-4-methylene-2 pyrrolidine-
carbox-amide Following the general method as outlined in Example 22,
starting from 1-(teri-butoxycar- bonyl)-4-methyleneproline, benzoyl
chloride, and 9-ethyl-9H-carbazol-3-amine the title  compound was obtained
in 52% purity by LCIMS. MS(ESI+): mlz = 424.2. Example 152: 2S 4EZ)-N-f 2
diethylamino eth -(dit ben lacetvl)-4- {f(4-methoxyben zyl)oxylimino }
-2-pyrrolidinecarboxamide 76 APR 2M4 -104 Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l -(tert- 



butoxycarbonyl)-4- ( [(4-methoxybenzyl)oxy]imino) -2-pyrrolidinecarboxylic
acid,  diphenylacetyl chloride, and N1,N1-diethyl-1,2-ethanediamine the
title compound was  obtained in 56% purity by LCIMS. MS(ESI+): m/z = 557.4.
Exam le 144153 2S 4E -1 benzo 1-N 2-fiz ]meth 1 -4- 4-methox be 1 ox -imino
- 2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(ten-but-
oxycarbonyl)-4-[(4-methoxybenzyI)oxy]imino}-2pyrrolidinecarboxylic acid,
benzoyl _  chloride, and 2-furylmethylamine the title compound was obtained
in 40% purity by LCIMS.  MS(ESI+): m/z = 448.2. Exam le 154: 2S 4E -4- tent
butox 'mino -N- 2- dieth lamino eth 1 -1- di hen 1-ace I -
2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(tertbut-
oxycarbonyl)-4-(tent-butoxyimino)-2 pyrrolidinecarboxylic acid,
diphenylacetyl chloride, and  NI,NI-diethyl-1,2-ethanediamine the title
compound was obtained in 80% purity by LCIMS.  MS(ESI+): m/z = 493.4. Exam
le 155: 2 -1- 1 1'-bi hen 1 -4- lcarbon I N- 3 4-dimethox enz 1 -4-meth
lene-2- Qyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from 1-(tert-butoxycar- bonyl)-4-methyleneproline,
[1,1'-biphenyl]-4-carbonyl chloride, and 3,4-dimethoxybenzyl- amine the
title compound was obtained in 72% purity by LCIMS. MS(ESI+): m/z = 457.2.
Exam le 156: 2S 4E -4- (cynomethyene N'- 3 5-dichloro hen l -N2- 9-eth
l-9H--carba- zol-3-yl)-1,2-pyrrolidinedicarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tent but-
oxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
1,3-dichloro-5-isocyana 1 8 APR 2D04 -105 tobenzene, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 60% purity
by LCLMS. MS(ESI+): m/z = 532.8. Example 157:
(2S,4EZ)-4-f(allyloxx)imino]N2-(9-ethyl-9H carbazol-3 l)-Ni phenyl-1,2- 



pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4-
[(allyloxy)-imino]-1-(tert-butoxycarbonyl)-2 pyrrolidinecarboxylic acid,
isocyanato-benzene,  and 9-ethyl-9H-carbazol-3-amine the title compound was
obtained in 67% purity by LC/MS.  MS(ESI+): m/z = 496.4. Example 158: (2S }
11 -(9-ethyl-9H carbazol-3-yl)-4-methylene-N1-phenyl-1 2
pyrrolidinedicar-boxamide Following the general method as outlined in
Example 22, starting from 1-(tert-butoxycar- bonyl)-4-methyleneproline,
isocyanatobenzene, and 9-ethyl-9H-carbazol-3-amine the title  compound was
obtained in 66% purity by LCIMS. MS(ESI+): mlz = 439.2. Example I59:
(2S,4EZ)N2-(2,1,3-benzo#hiadiazol-4,y1)-1-1a-(35-dichlorophenyl)-4-(methoxy
_  imino)-1,2-pyrrolidinedicarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-I-(tert-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
1,3-dichloro-5-isocyanato- benzene, and 2,1,3 benzothiadiazol-4-amine the
title compound was obtained in 55% purity by  LC/MS. MS(ESI+): m/z = 479.6.
Exam le 160: 2E - 5- 1H-benzunidazol-2- 1 -1- 4- henox benzo 1 -3- olidin
li- dene)ethanenitrile Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(cyanomethylene)-2-pyrrolidinecarboxylic acid,
4-phenoxybenzoyl  chloride, and 1,2 benzenediamine the title compound was
obtained in 90% purity by LC/MS.  MS(ESI+): m/z = 421.2. 16 APR 2004 - 106
Example 161: (2S,4EZ)-4-(tert butox3imino)-1-(2-ethoxy-l-naphthoyl)-N
(9-ethyl-9H-carba  zol-3 yl)-2- yrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert but-
oxycarbonyl)-4-(tert butoxyimino)-2-pyrrolidinecarboxylic acid, 2-ethoxy-1
naphthoyl  chloride, and 9-ethyl-9H-carbazol-3-amine the title compound was
obtained in 47% purity by  



LC/MS. MS(ESI+): m/z = 591.4. Example 162: (2S.4E2)-1
benzoyl-11T-F2-(dietbylamino)e liyl}-4 (ethoxyimino) 2 dinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic
acid, benzoyl chloride, and N1,N1- diethyl- 1,2-ethanediamine the title
compound was obtained in 84% purity by LC/MS.  MS(ESI+): m/z = 375.2. Exam
le 163: 2S 4E N2- 2 1 3 benzothiadiazol-4- 1 mil- e lox imino -IVi- hen l-1
- pyrrolidinedi carboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4-j(benzyl-
oxy)iminol-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
isocyanatobenzene, and  2,1,3-benzothiadiazol-4-amine the title compound
was obtained in 57% purity by LC/MS.  MS(ESI+): m/z = 487.4. Exam le 164:
2S 4E -1- 4-c anobenzo l -4- 3 4-dichlorobe 1 ox imino N- 1-na h-
yrrolidinecarboxamide thylmethyj)-2r Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert but- oxycarbonyl)-4-
{ [(3,4-dichlorob enzyl)oxy]imino} -2-pyrrolidinecarboxylic acid, 4-cyano-
benzoyl chloride, and 1-naphthylmethylamine the title compound was obtained
in 39% purity  by LC/MS. MS(ESI+): m/z = 571.6. 18 APR 2D01 -107 Example
165: 2S 4E -N 2 1 3-benzothiadiazol-4- 1 -lbenzo 1-4- 4-metbox bent l -
oxvlimino) -2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tert-but-
oxycarbonyl)-4-{[(4-methoxybenzyl)oxy]imino)-2-pyrrolidinecarboxylic acid,
benzoyl  chloride, and 2,1,3 -b enzothiadiazol-4-amine the title compound
was obtained in 61% purity by  LCIMS. MS(ESI+): mlz = 502.4. Exan1 le 166:
2S 4E -4- all lox imino -N= 2 1 3-benzothiadiazol-4- 1 -1- di hen lace-
tyl)-2-pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(allyl-
oxy)-imino]-1-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
diphenylacetyl chloride,  and 2,1,3-benzothiadiazol-4-amine the title
compound was obtained in 46% purity by LCIMS.  MS(ESI+): m/z = 512.4. Exam
le 167: 2S 4E -4- ethox o N 9-eth 1-9H-carbazol-3- 1 -1- 2-oxo-6- en 1-
2H-n yran-3-yl)carbonyl1-2-pwrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid,
2--oxo-6-pentyl-2H pyran-3- carbonyl chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 75%  purity
by LC/MS. MS(ESI+): mlz = 557.4. Exam le 168: 2S 4E -1 benzo 1-4- ethox ' o
-N- 9-eth 1-9H-carbazol-3- 1 -2- o- lidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, benzoyl
chloride, and 9-ethyl- 9H-carbazol-3-amine the title compound was obtained
in 74% purity by LCIMS. MS(ESI+):  m/z = 469.4. I APR 2094 -108 Example
169: 2S 4E 4-(e 'M'mino N- (9-eth 1-?H-carbazol-3- I -1- methox ce 1 -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(terj- butoxycarbonyl)-4-(ethoxyimino)-2
pyrrolidinecarboxylic acid, methoxyacetyl chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 88% purity
by LCLMS.  MS(ESI+): m/z = 437.2. Exam le 170-.(2-SAM 4- enz lox imino 11 -
9-eth 1-9H-carbazol-3- 1 -1V~- en 1-3 2- p olidinedicarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl- oxy)imino]-i-(tert butoxycarbonyl)-2
pyrrolidineearboxylic acid, 1-isocyanato-pentane, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 63% purity
by LC/MS.  



MS(ESI+): mlz = 540.4. Exam Ie 171: 3EZ 5 -1benzo 1-5- 4- 3 4ichloro hen I
-1- i erazin 1 carbon I -3- olidinone 0- e% Ioxime Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, benzoyl
chloride, and 1-(3,4- dichlorophenyl)piperazine the title compound was
obtained in 51% purity by LC/MS.  MS(ESI+): m/z = 489.6. Exam 1e 172: 2S 4E
-4- all lox imino -N- 9-eth l-9H-carbazol-3- 1 -1- 2-oxo-6- ent 1- 2H-
an-3- I)carbonyIl-2-pyirolidinecarboxanude Following the general method as
outlined in Example 22, starting from (2S,4EZ)-4- [(allyloxy)
imino]-I-(tent butoxycarbonyl)-2-pyrrolidinecazboxylic acid,
2-oxo-6-pentyl-2H- pyran-3-carbonyl chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained  in 48% purity
by LC/MS. MS(ESI+): m/z = 569.4. 1 6 APR 2004 -109- Example 173:
(2S,4EZ)-4-{[(4-methoxybenzyl)oxy]imino}N-(2-methoxyethyl)-2-pyrrolidine-
carboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-I-(tert-but- oxycarbonyl)-4-{[(4
methoxybenzyl)oxy]imino}-2-pyrrolidinecarboxylic acid, and 2-
methoxyethylamine the title compound was obtained in 52% purity by LC/MS.
MS(ESI+):  m/z = 322.2. Example 174: (2S,4EZ)-4 f
(allyloxynol-N-(3,4-dimethoxybenzyl)-1-(diphenylacetyl)-2-
pyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-4- [(allyloxy)-imino)-1-(tent
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, diphenylacetyl  chloride, and
3,4-dimethoxybenzylamine the title compound was obtained in 63% purity by
LC/MS. MS(ESI+): m/z = 528.4. Example 175:
(2S4EZ)-4-[(allyloxy)imino]-1-(4-cyanobenzoyl)_N_-C9-etbyj-9H-carbazol-3
yl)-2-pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4- [(allyloxy)-imino]-1-(tent-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, 4-cyanobenzoyl  chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 43% purity
by  LC/MS. MS(ESI+): m/z = 506.4. Example 176: (2S,4EZ)-4-
{[(4-methoxybenzyl)oxylimino}-l _ [(2-oxo-6-pentyl-2H pyrran-33-.
ygolidinecarboxamide  carbony-11 -N-(6-guinolinyl)-2-p Following the
general method as outlined in Example 22, starting from (2S,4EZ)-I
-(tent-but- oxycarbonyl)-4-{[(4
methoxybenzyl)oxy]imino}-2-pyrrolidinecarboxylic acid, 2-oxo-6-
pentyl-2H-pyran-3-carbonyl chloride, and 6-quinolinamine the title compound
was obtained in  61% purity by LC/MS. MS(ESI+): m/z = 583.4. APR 2004 -110
Exam le 177: 2S 4E -N- 9-eth l-9H-carbazol-3- 1 -4- methox o -2-
olidinecar- boxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, and
9-ethyl-9H-carbazol-3- amine the title compound was obtained in 46% purity
by LCIMS. MS(ESI+): m/z = 351.2. Exam le 178: 2S 4E -N2- 9-eth
1-9H-carbazol-3- 1 -4- methox ' ino 1V;- 3-metho - phenyl)-1,2 pyr
rolidinedicarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanato-3- methoxybenzene, and 9-ethyl-9H-carbazol-3-amine the title
compound was obtained in 100%  purity by LC/MS. MS(ESI+): m/z = 500.4. Exam
le 179: 2S 4E -4- etbox o IVZ- 9-eth 1-9H-carbazol-3- 1 IV;- 3 metro -
phen-vl)-1,2::Pv,rrolidinedic,arboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, 1-isocyanato-3
methoxy- benzene, and 9-ethyl-9H-carbazol-3-amine the title compound was
obtained in 60% purity by  



LC/MS. MS(ESI+): m/z = 514.4. Exam le 180: 2S 4E -1- r(4-cb1oro henox ace
l] -4- ethox ' o -N-(9-ethyl--9H- )  carbazol-3-vl)-2pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent but- oxycarbonyl)-4-(ethoxyimino)-2 pyrrolidinecarboxylic
acid, (4-chlorophenoxy)acetyl chloride, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 100% purity by  LC/MS. MS(ESI+): m/z =
533.4. Exam le 181: 2S 4E -4- all lox imino -N- 9-eth 1-9H-carbazol-3- 1
-1- 4- henox - benzo 1 -2- olidinecarboxamide 1 8 APR 2004' Following the
general method as outlined in Example 22, starting from (2S,4EZ)-4-
[(allyloxy)-imino]-1-(tert butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
4-phenoxybenzoyl  chloride, and 9-ethyl-9H-carbazol-3-a{nine the title
compound was obtained in 63% purity by  LC/MS. MS(ESI+): m/z = 573.4.
Example 182: 2S 4E -M-benzo lN2- 9-eth 1-9H-carbazol-3- l -4- methox ' no
12- pyrrolidinedi carboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, benzoyl
isocyanate, and 9- ethyl-9H-carbazol-3-amine the title compound was
obtained in 59% purity by LC/MS.  MS(ESI+): m/z = 498.4. Example 183:
L2S,4M-4-[(]~LaMloxy)imino]-N-(9-eth-vl-9H-carbazol-3:)Ll)-l-r(2-oxo- p 6
en 1-2H- an-3- I carbon 1 -2- olidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-4-
[(benzyloxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
2-oxo-6 pentyl-2H- pyran-3-carbonyl chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained  in 93% purity
by LC/MS. MS(ESI+): m/z = 619.6. li  



Exam 1e 184: 254E -1-ace 1-4- ethox ino -N- 9-eth 1-9H-carbazol-3- 1 -2- o
- dinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, acetyl
chloride, and 9-ethyl- 9H-carbazol-3-amine the title compound was obtained
in 87% purity by LC/MS. MS(ESI+):  mlz = 407.2. Exam le 185: 2S 4E -1- l
1'-bi hen 1 -4- lcarbon 1 -4- ethox ' o -N- 9-eth 1-9H-
carbazol-3-yl)-2-pyrrolidinecarboxamide '16 APP, 2004 -112- Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert
but- oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl)-4-carbonyl  chloride, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 70% purity by  LCIMS. MS(ESI+): mlz = 545.4.
Exam le 186: 2S 4E -1-ace i-N- 9-gth 1-9H-carbazol-3- 1 -4- methox 'wino
-2- oli- dinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, acetyl
chloride, and 9-ethyl- 9H-carbazol-3-amine the title compound was obtained
in 69% purity by LC/MS. MS(ESI+):  mlz = 393.2. Exam le 187: 2S 4E -1- di
hen lace 1 N 9-eth -9H-carbazol-3- 2 pyrrolidinecarboxamide -44methoxy
Liming i Following the general'method as outlined in Example 22, starting
from (25,4EZ)-1-(tert but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinmarboxylic acid, diphenylacetyl
chloride, and 9- ethyl-9H-carbazol-3-amine the title compound was obtained
in 77% purity by LC/MS. MS(ESI+): m/z = 545.4. Exam le 188: 2S 4E -4- all
lox o -IVY benzo 1 N2- 9-eth 1-9H carbazol-3 1 -1 2- 



pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4[(allyl-
oxy)iimino]-1-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid, benzoyl
isocyanate, and 9- ethyl-9H-carbazol-3-amine the title compound was
obtained in 63% purity by LC/MS.  MS(ESI+): m/z = 524.4. Exam le 1 S9: 2S
4E N2- 9-eth 1-9H-crbaz1-3- -4- methox ' 'no -N;- 3-meth l- hen 1 -1 2-
olidinedicarboxamide 1 0 APR 2DD4 -113 Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tent but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanato-3-methylben  zene, and 9-ethyl-913-carbazol-3-amine the title
compound was obtained in 89% purity by  LC/MS. MS(ESI+): m/z = 484.4.
Example 190:
(2S.4EZ)-4-{[(4-methoxybenzyl)oxy]limino}-N-pentyl-N-(2-thienyl-methyl)-
1,2-pyrrolidinecarboxamide       Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(4methoxybenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, 1- isocyanatopentane, and 2-thienylmethylamine the title compound was
obtained in 86% purity  by LC/MS. MS(ESI+): m/z = 473.2. Example 191: (2S
4EZL-4-ethox - -1-Lmethoxyacet~rl)-N-(6_quinolin 1 -2=  lidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycar'bonyl)-4-(ethoxyiuvno)-2 pyrrolidinecarboxylic
acid, methoxyacetyl chloride, and  



6-quinolinamine the title compound was obtained in 81% purity by LCIMS.
MS(ESI+): ink  371.2. Example 192:
f2S,4EZL-4-[(allyloxy)iminol-N-(9-ethyl-9H carbazol-3 yl) 2-pyrrolidine-
carboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-4-
[(allyloxy)-imino]-1-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
and 9-ethyl-9H- carbazol-3-amine the title compound was obtained in 80%
purity by LC/MS. MS(ESI+): mlz  = 377.2. Example 193: '2S,4E.
loxv)iminol-l-[(2-oxo-6 pentyl-2H-p)ran-3-y1)carbonyll-N
(6-guinolinyl)-2-Qyrrolidinecarboxamide 18 APR 213% -114 Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl- oxy)imino]-l-(tent
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, 2-oxo-6-pentyl-2H pyran-3-
carbonyl chloride, and 6-quinolinamine the title compound was obtained in
48% purity by  LC/MS. MS(ESI+): m/z = 553.4. Exam le 194: 2S 4E -4- all lox
imino -N- 2- dieth lamino eth 1 -2- olidine- carboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-4-
[(allyloxy)-imino]-1-(tent-butoxycarbonyl)-2 pyrrolidinecarboxylic acid,
and N1,N1-diethyl- 1,2-ethanediamine the title compound was obtained in 78%
purity by LC/MS. MS(ESI+): m/z  283.0. Exam le 195: 2S 4E -1- 4- dimeth
lamino butano l -N- 9-eth 1-9H-carbazol-3- 1 -4-
(methoxyimino)-2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(ter t-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(dimethylamino)-butanoyl  chloride, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 42% purity by  



LC/MS. MS(ESI+): m/z = 464.2. Example 196: 2 -2- 3-h drox -1-azetidin 1
carbon 1 -N- 3-methox hen 1 -4-oxo-1- pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from 1-(tert butoxycar-
bonyl)-4-oxoproline, 1-isocyanato-3-methoxybenzene, and 3-azetidinol the
title compound  was obtained in 87% purity by LC/MS. MS(ESI+): m/z = 334.2.
Exam le 197: 254E -4- a lox imino -N- 9-eth l-9H-carbazol-3- 1 -1- henox
ace- tyl)-2pyrrolidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-4-[(benzyl- oxy)imino]-1-(tent
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, phenoxyacetyl chloride, and 1
8 APR 2004 -115 9-ethyl-9H-carbazol-3-amine the title compound was obtained
in 65% purity by LC/MS.  MS(ESI+): mlz = 561.4. Exam ple 198: 2 -N- 9-eth
1-9tl=carbazol-3- 1 -4-meth lene-l- 2-oxo-6- en l-2H D3Tan- 3 1 carbon 1
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from 1-(tert butoxycar- bonyl)-4-methyleneproline,
2-oxo-6pentyl-2H-pyran-3-carbonyl chloride, and 9-ethyl-9H-
carbazol-3-amine the title compound was obtained in 70% purity by LC/MS.
MS(ESI+): m/z  = 512.4. Exam le 199: 2S 4E -N- 9-eth l-9H-carbazol-3- 1 -1-
methox ace 1 -4- methox -imino - 2 p. r rolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyiasino)-2 pyrrolidinecarboxylic acid,
methoxyacetyl chloride, and  9-ethyl-9H-carbazol-3-amine the title compound
was obtained in 73% purity by LC/MS.  MS(ESI+): m/z = 423.4. Exam le 200:
2S 4E N2- 9-eth 1-9H-carbazol-3- 1 -4- rnethox ' o -N~- en 1-1 2-
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent-but- 



oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanatopentane, and 9- ethyl-9H-carbazol-3-amine the title compound
was obtained in 81% purity by LC/MS. MS(ESI+): m/z = 464.2. Example 201: 2S
4E -4- ethox 'wino -N1- en 1-1112- 2- 1H- of-1- 1 hen 1 -1 2-
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2 pyrrolidinecarboxylic acid,
1-isocyanatopentane, and 2 1 6 APR 2004 -116 (IH-pyrrol-1-yl)phenylamine
the title compound was obtained in 83% purity by LCIMS.  MS(ESI+): m/z =
426.2. Example 202: (2S,4EZ)-4-[(allyloxy')iminol
-N-(2-methoxyethyl)-2-pyrrolidinecarboxamide Following the general method
as outlined in Example 22, starting from (2S,4EZ)-4-[(allyl-
oxy)-imino]-1-(tert butoxycarbonyl)-2-pyrrolidinecarboxylic acid, and
2-methoxyethyl-amine  the title compound was obtained in 100% purity by
LC/MS. MS(ESI+): m/z = 242.0. Example 203:
(2S,4EZ)-4-(tent-butoxyimino)-N2-(2-methoxyethyl)-A i-(3 methoxyphenyl)-
1,2-pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(tert-butoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanato-3 methoxy- benzene, and 2-methoxyethylamine the title compound
was obtained in 76% purity by LC/MS.  MS(ESI+): m/z = 407.2. Example 204:
(2S,4EZL[(allyloxy)imiiaolNZ-(2-methoxyethyl)1V;-(-methylpheny1)_1.2-
Eyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (25,4EZ)-4-[(allyl- oxy)-imino]-l-(ter
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, 1-isocyanato-3-methyl-
benzene, and 2-methoxyethylamine the title compound was obtained in 85 %
purity by LC/MS.  MS(ESI+): m/z = 375.2. - Example
205:-2S,4EZ)-1-benzoyl-4-benzylidene-N-(9-ethyl-9H -carbazol-3-yl)-2
pyrroli 



dinecarboxamide  Following the general method as outlined in Example 22,
starting from (2S,4EZ)-4 benzyli- dene-l-(tertbutoxycarbonyl)-2
pyrrolidinecarboxylic acid, benzoyl chloride, and 9-ethyl-9H-
carbazol-3-amine the title compound was obtained in 81 % purity by LCIMS.
MS(ESI+): m/z  = 500.4. 6 APR 2004 -117 Example 206: (2S,4EZ) N
-benzyl-4-benzylidene.N2-methyl-X71-(3-meth yiRhenyi)-1,2-
pyrrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4 benzyli-
dene-l-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
1-isocyanato-3-methylbenzene,  and N-benzyl-N-methylamine the title
compound was obtained in 68% purity by LCIMS.  MS(ESI+): m/z = 440.2.
Example 207: (2S,4EZ-4-(ethoxyimino)-N (9-ethyl-9H-carbazol-3
-yl)-1-(4-phenoxyben- zoyi)-2-pynolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, 4-phenoxybenzoyI
chloride, and  9-ethyl-9H-carbazol-3-amine the title compound was obtained
in 99% purity by LCIMS.  MS(ESI+): m/z = 561.4. Example 208:
(2S,4EZL-4-(ethox)imino)-N2-(9-eth_y1-9H-carbazol-3 yDN -(3-methyl- phenyl-
12-py_rrolidinedicarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(tent-but-
oxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid,
1-isocyanato-3-methylben-zene,  and 9-ethyl-9H-carbazol-3-amine the title
compound was obtained in 80% purity by LCIMS.  MS(ESI+): m/z = 498.4.
Example 209: (2S,4EZ)-4-(methox)j ino)-1-(phenoxyacetyl)-N-(6-guuinolin
1)-2- y roli- dinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, phenoxyacetyi
chloride, and 6- 



quinolinamine the title compound was obtained in 100% purity by LCIMS.
MS(ESI+): m/z  419.2. 10 APR 2M4 -115 Example 210: (2S,4EZ)-4
te7I-butoxylimino (3,4-dimethox, benzyl)-1-f(2-oxo-6-pentyl- 2H- an-3- 1
carbon 1 -2- olidinecarboxarnide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(te - butoxycarbonyl)-4-(te7-t
butoxyimino)-2-pyrrolidinecarboxylic acid, 2-oxo-6-pentyl-2H-
pyran-3-carbonyl chloride, and 3,4-dimethoxybenzylamine the title compound
was obtained in 63% purity by LCIMS. MS(ESI+): m/z = 542.4. Example 211:
(2S4EZ)-4-(tert-butoxymino)-N-cyclopropyl-1-(phenoxyace ltd)-2-pyzrolidine-
carboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(tert-butoxyimino)-2-pyrrolidinecarboxylic acid,
phenoxyacetyl chloride, and  cyclopropylamine the title compound was
obtained in 73% purity by LC/MS. MS(ESI+): mlz  = 374.2. Example 212: (2S
4E lidinecarboxamide -4 enzvlox imino -N-(tert--bu henoxvacetvl)-2
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-{(benzyl- oxy)imino)-1-(tent
butoxyGarbonyl)-2-pyrrolidinecarboxylic acid, phenoxyacetyl chloride, and
tert-butylamine the title compound was obtained in 100% purity by LC/MS.
MS(ESI+): mlz =  424.2. Example 213: (2S,4EZ
(4,6-dimethoxy-2-pyriznidinyl)-4 (ethoxyimino)-1-(4phenoxy-
bbl)-2-pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-I-(tert- butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic
acid, 4-phenoxybenzoyl chloride,  and 4,6-dimethoxy-2 pyrimidinamine the
title compound was obtained in 79% purity by  LCIMS. MS(ESI+): m/z = 506.4.
16 APR 2004 -119 Example 214: (4ZK -4-[(all  pyrrolidinecarboxamide lox
iminol-N-(9-ethyl-9H-carbazol-3- 1 1-1- heno ace 1 -2 Following the general
method as outlined in Example 22, starting from (2S,4EZ)-4 [
(allyloxy)-imino]-I-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
phenoxyacetyl  chloride, and 9-ethyl-9H-carbazol-3-amine the title compound
was obtained in 63% purity by  LCIMS. MS(ESI+): m/z = 511.4. Exam le 215:
2S 4E -1- 1 1'-bi hen I -4- lcarbon 1 -N- 9-eth 1-9H-c xbazol-3- 1 -4-
methox 'mind -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-I-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 11,1
'-biphenyl]-4-carbonyl  chloride, and 9-ethyl-9H-carbazol-3-amine the title
compound was obtained in 66% purity by  LCIMS. MS(ESI+): mlz = 531.4. Exam
le 216: 3EZ 5 -1- 4- dimeth lam.ino butano 1 -5- l- i eridin lcarbon I -3-
o- lidinone O-meth Ioxime Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(methoxyimino)-2-pyxrolidinecarboxylic acid,
4-(dimethylamino)butauoyl  chloride, and piperidine the title compound was
obtained in 100% purity by LCIMS.  MS(ESI+): m/z = 339.2. Exam le 217: 2S
4E -1-acetoace 1 N 9-eth 1-9H-carbazol-3- l -4- methox ' ' o -2- pyrro
lidinecarb oxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert- 



butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2,4-oxetanedione, and 9- ethyl-9H-carbazol-3-amine the title compound was
obtained in 42% purity by LCIMS.  MS(ESI+): mlz = 435.2. 8 APR 2004 -12-0
Example 218: 2S 4E -4- methox ' ino -1- 2-oxo-6- en 1-2 an-3- 1 carbon 1
-N- 6- uinolin 1 -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tern-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2-oxo--6-pentyl-2H-pyran-3- carbonyl chloride, and 6-quinolinamine the
title compound was obtained in 57% purity by LC/MS. MS(ESI+): m/z = 477.2.
Exam le 219: 2S 4E N 9-eth 1-9H-carbazol-3- l -4- 4-methoxvb ox imino
2-oxo-6- en 1-2 an-3- 1 carbon 1 -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-l-(tert-but- oxycarbonyl)-4-{f(4-methoxybenzyl)oxy]inzino} 2
pyxrolidinecarboxylic acid, 2-oxo-6- pentyl-2H-pyran-3-carbonyl chloride,
and 9-ethyl-9H-carbazol-3-amine the title compound  was obtained in 57%
purity by LCIMS. MS(ESI+): rn/z = 649.4. Exam le 220: 2S4E 11N-all 1-Nl-ber
o l-4- methox ' o -1 2- olidinedicarbox-amide  Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-(methoxy: o)-2 pyrroli dinecarboxylic acid, benzoyl
isocyanate, and  min allylamine the title compound was obtained in 49%
purity by LCIMS. MS(ESI+): m/z = 345.0. Exam le 221: 2S 4E -4- enz lox
imino -N- 9-eth 1-9H-carbazol-3- i -1 rnethox - ace 1 -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4E2)-4-((benzyl- oxy)imino]-l-(tent
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, methoxyacetyl chloride, and  



9-ethyl-9H-carbazol-3-amine the title compound was obtained in 46% purity
by LC/MS.  MS(ESI+): m/z = 499.2. Exam le 222: 2S 4E -N - 3 5-dichloro hen
1 Nz- 9-eth 1-9H-carbazol-3- 1 -4- methox -- imino -1 2-
olidinedicarboxamide APR 2004 -121 Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(terf-but-
oxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
I,3-dichloro-5-isocyanato- benzene, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 42% purity by LC/MS. MS(ESI+): rrjlz =
538.2. Example 223: (2S 4EZ)N--(9-ethyl-9H carbazol_3_ yl)-4-(methoxyl
mino)-1-(4-phenoxyben- zoyl)-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-but-
oxycarbonyl)-4-(methoxyinuno)-2-pyrrolidinecarboxylic acid, 4
phenoxybenzoyl chloride,  and 9-ethyl-9H-carbazol-3-amine the title
compound was obtained in 43% purity by LC/MS.  MS(ESI+): m/z = 547.2.
Example 224: (2S,4EZ)-N;
-(3_,5-dicblorophenyl)-4-(ethoxyimino)-NZ-(9-ethyl-9H-carbazol_3- l -1 2-
olidinedicarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-but- oxycarbonyl)-4-(ethoxyimino)-2
pyrrolidinecarboxylic acid, 1,3-dichloro-5-isocyanato- benzene, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 43% purity
by  LC/MS. MS(ESI+): m/z = 552.6. Exam le 225: 5 S ) - 4-1 3 benzodioxol-5-
lmeth 1 -1- i erazin 1 carbon 11-1-r(2- ,
oxo-6-pentyI-2H-pyran-3-yl)carbonyll-3-pyrrolidinone 4-(tert-butyI)oxime
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l-(tert- butoxycarbonyl)-4-(tert
butoxyimino)-2-pyrrolidinecarboxylic acid, 2-oxo-6 pentyl-2H-
pyran-3-carbonyl chloride, and 1-(1,3-benzodioxol-5-ylmethyl)piperazine the
title compound was obtained in 59% purity by LC/MS. MS(ESI+): m/z = 595A.
Example 226: (2S,4EZ)-4-benzylidene-N (9-ethyl-9H-carbazol-3-
I)-1-[(2-oxo-6-penlyl-2H- 



pyran-37yl) carb onylJ-2-pyrrolidinecarb ox amide '18 APR 20D4 -122
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-benzyli- dene-l-(tern butoxycaxbonyl)-2-pyrrolidinecarboxylic
acid, 2-oxo-6-pentyl-2H-pyran-3- carbonyl chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 47%  purity
by LCIMS. MS(ESI+): m/z = 588.4. E -4- all lox imino -1 benzo l-N- 6-
uinolin 1 -2- olidine- Exam le 227: (29.4 carboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-4-[(allyl-
oxy)-irnino)-1-(tert butoxycarbonyl)-2-pyrrolidinecarboxylic acid, benzoyl
chloride, and 6- quinolinamine the title compound was obtained in 83%
purity by LC/MS. MS(ESI+): mlz =  415.2. Exam le 228: 2S 4E -4 all lox
imino -I- methox ace 1 -N- 6 uinolin l -2- oli- dinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(allyl- oxy)-imino]-
1-(teal-butoxycarbonyl)-2-pyrrolidinecarboxylic acid, methoxyacetyl
chloride,  and 6-quinolinamine the title compound was obtained in 71%
purity by LCIMS. MS(ESI+):  mlz = 383.0. Exam Ie 229: 2S 4E -4- all lox
irnino -N- 9-ethyl -9H-carbazoI-3- I -1- methox ace 1 -
2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-4-[(allyl- oxy)-imino)-1-(te7t
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, methoxyacetyl chloride,  and
9-ethyl-9H-carb azol-3 -amine the title compound was obtained in 74% purity
by LCIMS.  MS(ESI+): m/z = 449.2. Example 230: 2S 4E -4- all lox imino -l-
2-ethox -1 na litho 1 N 9-eth l-9H-carba- zol-3-yl)-2
pyrrolidinecarboxamide `I S APR 2094 



-123 Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(allyl- oxy)-imino]-1-(tent
butoxycarbonyl)-2-pyrrolidinecarboxylic acid, 2-ethoxy-l-naphthoyl chlo-
ride, and 9-ethyl-9H-carbazol-3-amine the title compound was obtained in
60% purity by  LC/MS. MS(ESI+): m/z = 575.4. Example 231: 2S 4E -4- all lox
imino -1- 4-chloro henox carbazol-3-y1 -2-pyrrolidinecarboxarnide ace
-N-(9-ethyl-9H Following the general method as outlined in Example 22,
starting from (25,4EZ)-4-[(allyl- oxy)-imino]-l-(tent-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, (4-chlorophenoxy)acetyl  chloride, and
9-ethyl-9H-carbazol-3-amine the title compound was obtained in 78% purity
by  LC/MS. MS(ESI+): m/z = 545.4. Exam le 232: 2S 4E -4- all lox imino -1-
1  carbazol-3- I -2- olidinecarboxamide 1'-biphen 11-4-v1carbonyllN
(9-ethyl-9H Following the general method as outlined in Example 22,
starting from (2S,4EZ)-4-
[(allyloxy)-imino]-I-(tent-butoxycarbonyl)-2-pyrrolid.inecarboxylic acid,
[1,1'-biphenyl]-4- carbonyl chloride, and 9-ethyl-9H-carbazol-3-amine the
title compound was obtained in 51%  purity by LCiMS. MS(ESI+): m/z = 557.2.
Exam le 233: 2S 4E -4- all lox amino -1- di hen lace 1 -N- 9-eth
1-9H-carbazol-3  2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-4-
[(allyloxy)-amino]-l-(tent-butoxycarbonyl)-2 pyrrolidinecarboxylic acid,
diphenylacetyl  chloride, and 9-ethyl-9H-caibazol-3-amine the title
compound was obtained in 43% purity by  LClMS. MS(ESI+): m/z = 571.2.
-4-(chlorometh lY ene  Example 234: 2S 4E -1- 1 1'-bi hen l -4- lcarbon 1
-N- tertbu 1 



2-pyrrolidinecarboxamide '16 APR 2004 -124 Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tent but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid, [I,1'
biphenylj-4-carbonyl  chloride, and tent butylamine the title compound was
obtained in 80% purity by LC/MS.  MS(ESI+): m/z = 397.6. Example 235:
tert-butyl 3-[f 14-meth Ilene-l-[(pentylamino)carbonyl]-2-pyrrolidiuyl car-
bonyf amino}-l-azetidinecarboxylate Following the general method as
outlined in Example 22, starting from 1-(tert-butoxy-
carbonyl)-4-methyleneproline, 1-isocyanatopentane, and tert-butyl
3-amino-1-azetidine- carboxylate the title compound was obtained in 75%
purity by LC/MS. MS(ESI+): m/z =  395.2. Example 236: (3EZ,51
dichlorobenzyl)oxime -ace 1-5-r(4-acetvl-1
erazinvl)carbonvll-3-pvrrolidinone O-f3,4 Olt Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tent but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, acetyl  chloride, and 1-acetylpiperazine the title compound was
obtained in 85% purity by LC/MS.  MS(ESI+): m/z = 455;2. Example 237: 2S 4E
-N2-benz 1-4- methox ' no -.N en l-1 2- olidinedicarbox- amide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but- oxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 1-isocyanatopentane, and  benzylamine the title compound was obtained
in 100% purity by LC/MS. MS(ESI+): m/z  361.0. 



Exam le 238: 254E -l-ace l-4- 3 4-dichlorobenz 1 ox imino -N- Ina hth
l-meth  2- olidinecarboxamide IGAPR2004 -125 Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tent-but-
oxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2-pyrrolidinecarboxylic
acid, acetyl  chloride, and 1-naphthylmethylamine the title compound was
obtained in 60% purity by  LC/MS. MS(ESI+): m/z = 484.2. Exam l.e 239: 2S
4E -4-tent-butox ino -N-c clo ro l- I - 2-oxo-6- en 1-2H- an-3-
ylcarbonyl-2-pygolidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-I -(tert-
butoxycarbonyl)-4-(tech-butoxyimino)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H- pyran-3-carbonyl chloride, and cyclopropylamine the
title compound was obtained in 75%  purity by LCIMS. MS(ESI+): m/z = 432.2.
Example 240: (2S.4E21-4- f f (4-methoxybenzy]  pyrrol-l::yI)pheny1 -2-
olidinecarboxamide ox amino -1-(4 henoxvbenzovl)-N-f 2-(IH Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent-but- oxycarbonyl)-4-{[(4-methoxybenzyl)oxy]imino}-2
pyrrolidinecarboxylic acid, 4-phenoxy- benzoyl chloride, and
2-(1H-pyrrol-l-yl)phenylamine the title compound was obtained in 55%
purity by LC/MS. MS(ESI+): m/z = 601.4. Example 241: (2S) N
(l.3-benzodioxol-5ylmethyl)-4-oxo-2 pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from 1-(tent-butoxycar-
bonyl)-4-oxoproline, and 1,3-benzodioxol-5-ylmethylamine the title compound
was obtai-ned  in 71 % purity by LC/MS. MS(ESI+): mlz = 263.0. Exam le 242:
2S 4E -N- 1 3-benzodioxol-5- lmeth 1 -1- 1 1'-bi hen 1 -4- lcarbon l -4- 



(chloromethylene) 2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tert-but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbo-nyl 16 APR 2D94 -126 chloride, and
1,3-beuzodioxol-5-ylmethylamine the title compound was obtained in 63%
purity by LC/MS. MS(ESI+): m/z = 475.6. Exam le 243: 2S 4E N- 3 4-dimethox
bent 1 -4- ethox i o -l- 2-oxo-6- en l-2H- vvran-3-vllcarbonvll-2-r
vrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-J-(tert-but- oxycarbonyl)-4-(ethoxyimino)-2
pyrrolidinecarboxylic acid, 2-oxo-6 pentyl-2H-pyran-3- carbonyl chloride,
and 3,4-dimethoxybenzylamine the title compound was obtained in 41%  purity
by LC/MS. MS(ESI+): m/z = 514.2. Exam le 244: 2 -2- 3-h drox -1-azetidin 1
carbon l N- 3-meth 1 hen 1 -4-oxo-l- pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from 1-(tert-butoxycar-
bonyl)-4-oxoproline, 1-isocyanato-3-methylbenzene, and 3-azetidinol the
title compound was  obtained in 73% purity by LC/MS. MS(ESI+): m/z = 318.0.
Exam le 245: 2S 4E -4- lox imino -N- 2R -2-h drox -2- heneth 1 -1- 2-oxo-6-
pentyl-2H pnan-3-. i)carbon 1-2rpyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-4-[(benzyl-
oxy)imino]-1-(tert-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H pyran-3- carbonyl chloride, and
(IRS)-2-amino-l-phenylethanol the title compound was obtained in  55%
purity by LC/MS. MS(ESI+): m/z = 546.2. Example 246: 2S
4EZ)_44(allyloxy)imino]-N2-(3,4-dimethoxybenzyl -N'- 3-methox  hen l -1 2-
olidinedicarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-4-[(allyl-
oxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
I-isocyanato-3-methoxy- benzene, and 3,4-dimethoxybenzylamine the title
compound was obtained in 97% purity by  



LC/MS. MS(ESI+): mlz = 483.2. 16 APR 2004 -127 Example 247: 2S 4E -4- all
lox imino -1- 4-c anobenzo 1 -1V- 2-methox eth 1 -2  pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(25,4EZ)-4-[(allyl- oxy)imino]-l-(tert-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, 4-cyanobenzoyl chloride,  and
2-methoxyethylamine the title compound was obtained in 44% purity by LC/MS.
MS(ESI+): m/z = 371.0. Example 248: (2S 4EZ ).N-benzyl-l -(methoxyace
pyrrolidine-carboxamide 1 -4 4-methoxvb ox imino Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(4-methoxybenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid,  methoxyacetyl chloride, and benzylamine the title compound was
obtained in 49% purity by  LC/MS. MS(ESI+): m/z = 426.2. Example 249:
(2S,4EZI-benzoyl-4-(chloromethylene)-N-(2-furylmethyl)-2 pyrrolidine-
carboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tent but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid, benzoyl
chloride, and 2- furylmethylamine the title compound was obtained in 73%
purity by LC/MS. MS(ESI+): m/z  = 345.6. Example 250: (2~5).-1-acetyl-4
methylene-N-(6-auinolinyl)-2pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from 1-(tent-butoxycar-
bonyl)-4-methyleneproline, acetyl chloride, and 6-quinolinamine the title
compound was  



obtained in 87% purity by LC/MS. MS(ESI+): mlz = 296.0. Example 251:(2S4EZ)
1-ace[y1- -{[(3,4-dichlorobenzyllox limino~ -N-(2 lmeth 1
pyrrolidinecarboxamide -2 ;IGAPR2004 -128 Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tent-but- oxycarbonyl)-4-
{[(3,4-dichlorob enzyl)oxy]imino} -2-pyrrolidinecarboxylic acid, acetyl
chloride, and 2-furylmethylamine the title compound was obtained in 199%
purity by LC/MS.  MS(ESI+): m/z = 424.6. Example 252:
(2S)-N'-(3.5-dichlorophenyl)-4-methylene-N 46-quinoliny_1=1,2-p oli-
dinedicarboxamide Following the general method as outlined in Example 22,
starting from 1-(tert-butoxy-car- bonyl)-4-methyleneproline,
1,3-dichloro-5-isocyanatobenzene, and 6-quinolinamine the title  compound
was obtained in 65% purity by LC/MS. MS(ESI+): m/z = 441.0. Example 253:
(3EZ,5S)-1-(diphenylacetyl)-5-(1-piperidinylcarbonyl)-3-pyrrolidinone O- 4-
methoxybenzyl)oxime Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-but- oxycarbonyl)-4- {
[(4-methoxybenzyl)oxy] imino} -2-pyrrolidinecarboxylic acid, diphenyl-
acetyl chloride, and piperidine the title compound was obtained in 87%
purity by LCIMS.  MS(ESI+): m/z = 526.4. Exam le 254:2,5 4E -4- chlorometh
lene -N 1-na hth lmeth 1 -1- henox ace 1 -2- pyrrolidine-carboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert but-
oxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid,
phenoxyacetyl chloride, and  1-naphthylmethylamine the title compound was
obtained in 75% purity by LCIMS. MS(ESI+):  m/z = 435.6. 



Exam le 255: 2S 4E -4- all lox imino -N-benzo 1-2- 4-mo holm lcarbon 1 -1-
o- lidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-4-[(allyl-
oxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid, benzoyl
isocyanate, and I APR 2DD4 - 129  morpholine the title compound was
obtained in 46% purity by LC/MS. MS(ESI+): m/z  401.2. Exam le 256: 2S 4E N
'-benzo 1-4- chlorometh lene -N2-c clo ro l-1 2- olidine- dicarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-I -(tert-
butoxycarbonyl)-4-(chloromethylene)-2-pyrrolidinecarboxylic acid, benzoyl
isocyanate, and  cyclopropylamine the title compound was obtained in 76%
purity by LC/MS. MS(ESI+): m/z  348.6. Exam le: 257: 2S 4E -4- 3
4-dichlorobe 1 ox imino -1- metho ace 1 -N- I- na hth lmeth 1 -2-
,pvrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert- butoxycarbonyl)-4-
[(3,4-dichlorobenzyl)oxy]imino)-2-pyrrolidinecarboxylic acid,
methoxyacetyl chloride, and 1-naphthylmethylamine the title compound was
obtained in 91 %  purity by LC/MS. MS(ESI+): m/z = 514.8. Exam le 258: 2S
4E -1-benzo 1 N bent 1-4- chlorometh lene -N-meth l-2- olidine- carboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but- oxycarbonyl)-4-(chloromethylene)-2
pyrrolidinecarboxylic acid, benzoyl chloride, and N - benzyI N methylamine
the title compound was obtained in 62% purity by LC/MS. MS(ESI+):  m/z =
369.4. Exam le 259: 2 -N2- 2- hneth I)-N'- 3-methox ben 1 -4-meth lene-1 2-
olidine- dicarboxamide Following the general method as outlined in Example
22, starting from 1-(tert-butoxycar  



bonyl)-4-methyleneproline, 1-isocyanato-3-methoxybenzene, and
2-furylmethylamine the title  compound was obtained in 95% purity by LCIMS.
MS(ESI+): m/z = 356.0. 1 6 APR 2004 -130 Example 260: 3E_Z,53`
[(4-benzhydryl-l-piperazinyl)carbonyll-l-(phenoxyacetyl)-3- pyrrolidinone
O-ethyloxime Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(ethoxyimino)-2-pyrrolidinecarboxylic acid, phenoxyacetyl
chloride, and 1 benzhydrylpiperazine the title compound was obtained in'
67% purity by LClMS. MS(ESI+):  m/z = 541.2. Example 261:(3EZ,5S
-1-benzoyl-5-(4-morpholinylcarbonyl)-3_pyrroli dinone O-(3,4- di
chlorobenzyl)-oxime Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino}-2 pyrrolidinecarboxylic
acid, benzoyl  chloride, and morpholine the title compound was obtained in
69% purity by LC/MS.  MS(ESI+): m/z = 476.2. Example 262: (MN;
-(,3-methoxyphenyl)-4- methylene NZ{1-n aphthylmethyl)-1,2-
pyrrrolidine-dicarboxamide Following the general method as outlined in
Example 22, starting from 1-(tert-butoxy- carbonyl)-4-methyleneproline,
1-isocyanato-3-methoxybenzene, and 1-naphthylmethyl-amine  the title
compound was obtained in 55% purity by LCIMS. MS(ESI+): m/z = 416.3.
Example 263: NP- -methoxyethyl)-4-meth,ylene-N'-(3-methylphenyl)-1,2
yrrolidinedi- carboxamide Following the general method as outlined in
Example 22, starting from 1-(tent-butoxycar- bonyl)-4 methyleneproline,
1-isocyanato-3-methylbenzene, and 2-methoxyethylamine the title  compound
was obtained in 85% purity by LC/MS. MS(ESI+): mlz = 318.0. Example 264:
(2S,4EZ)-N-allvl-4-f f(4-methox DGI7 ox 



amino henoxvace 1 -2 pyrrolidinecarboxamide 16 APR 2094 -331 Following the
general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert-but- oxycarbonyl)-4- {[(4-methoxybenzyl)oxy]imino}
-2-pyrrolidinecarboxylic acid, phenoxy- acetyl chloride, and allylamine the
title compound was obtained in 72% purity by LC/MS.  MS(ESI+): m/z = 438.2.
Exam le 265: 2S 4E -1 benzo l-4 c anometh lene N 1 na hth hneth 1 -2- oli-
dinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert- butoxycarbonyl)-4-(cyanornethylene)-2
pyrrolidinecarboxylic acid, benzoyl chloride, and 1- naphthylmethylaniine
the title compound was obtained in 43% purity by LC/MS. MS(ESI+):  m/z =
396.0. Example 266:
(2S,4EZ)-4-{[(3,4-dichlorobenzyl)oxyJiminol-1-[(2-oxo-6-pentyl-2H-pyran-3-
yl)carbon lll-N-(6-quinolinyl)-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4- {[(3,4-dichlorobenzyl)oxy]imino)
-2-pyrrolidinecarboxylic acid, 2-oxo-6- pentyl-211-pyran-3-carbonyl
chloride, and 6-quinolinamine the title compound was obtained in  70%
purity by LClMS. MS(ESI+): m/z = 621.2. Example 267:
(2S,4EZ)-N-f2-(diethyIarnino)ethyll-l-144-(dimethylamino)butanoyl]-4_{[(4-
methoxybenzyl)oxy]imino} -2=pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-{[(4-methoxybenzyl)oxy]imino)-2-pyrrolidinecarboxylic
acid, 4- (dimethylamino)butanoyl chloride, and
Nl,N1-diethyl-l,2-ethanediamine the title compound  was obtained in 100%
purity by LC/MS. MS(ESI+): mlz = 476.2. 



Example 268: (2S 4M 4-f(all foxy)iminol-l-r4-(dimethylamino)butanoyl1 N
(1-naphthol- methyl)-2 pyrrolidinecarboxamide 8 APR 2004 - 132 Following
the general method as outlined in Example 22, starting from
(2S,4EZ)--4-[(allyl- oxy)imino]-1-(tent-butoxycarbonyl)-2
pyrrolidinecarboxylic acid, 4-(dimethylamino)buta-noyl  chloride, and
1-naphthylmethylamine the title compound was obtained in 85% purity by
LC/MS. MS(ESI+): m/z = 437.2. Exam le 269: 2S 4E -N- 2- dieth lamino eth 1
-4- ethox ino -2- olidinecarbox- amide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-'(tent-but-
oxycarbonyl)-4-(ethoxyimino)-2 pyrrolidinecarboxylic acid,
andN1,N1-diethyl-1,2- ethanediamine the title compound was obtained in 70%
purity by LC/MS. MS(ESI+): m/z =  271.0. Example 270:
(2S)-4-methylene-1-1(2-oxo-6-pentyl-2H-p yran-3-yi carbonyl]- uinolin l -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from 1-(tort-butoxycar- bonyl)-4-methyleneproline,
2-oxo-6-pentyl-2H pyran-3-carbonyl chloride, and 6-quinoli- namine the
title compound was obtained in 48% purity by LC/MS. MS(ESI+): m/z = 446.2.
Exam le 271: 2S 4E -1-ac to l-N-all 1-4- methox ' no -2-
olidinecarboxarrfide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(metboxyimino)-2pyrrolidinecarboxylic acid, acryloyl
chloride, and  allylamine the title compound was obtained in 81% purity by
LC/MS. MS(ESI+): m/z = 252.0. Example 273: tent-butyl 3-(f [(2S  ,4E
1-azetidinecarboxylate -ace 1-4benzvlidencovrrolidinyll carbonyl} -amino
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-4-benzyli- 



dene-l-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid, acetyl chloride,
and tert-butyl 3- amino-l-azetidinecarboxylate the title compound was
obtained in 81 % purity by LC/MS.  MS(ESI+): mlz = 400.2. 1.6 APR 2004 -
133  Exam le 273: 2S 4E -4- all lox imino -1- 2-oxo-6- en )-2H- an-3- 1
carbon l  'Pty  (6-guinolin_yl)-2 pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-4-[(allyl-
oxy)imino]-1-(tent-butoxycarbonyl)-2-pyrrolidinecarboxylic acid,
2-oxo-6-pentyl-2H-pyran-3- carbonyl chloride, and 6-quinolinamine the title
compound was obtained in 67% purity by  LC/MS. MS(ESI+): m/z = 503.2.
Example 274: 254E -4- ethox ' ino -N- 1-na hth lmeth 1 -1- henox ace 1 -2-
o- lidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-l-(tert-but-
oxycarbonyl)-4-(ethoxyimino)-2pyrrolidinecarboxylic acid, phenoxyacetyl
chloride, and 1- naphthyl.methylamine the title compound was obtained in
85% purity by LCIMS. MS(ESI+):  m/z = 446.3. Exam le 275: 2S 4E -N- 2 -2-h
dro -2- hen h 1 -4-Cm hox' 'no -1- 2'- methylf
1,1'-biphenyl]-4-yl)carbonyl-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyinuno)-2-pyrrolidinecarboxylic acid, 2'-methyl[l,
I '-biphenyl]-4- carboxylic acid, and (IRS)-2-amino-l-phenylethanol, the
title compound was obtained in 96.4  % purity by HPLC. MS(ESI+): m/z = 472.
Example 276: (2S,4EZ)-1-(f1 1'-biuhen -3-vlcarbonvl)-N-f
(2RS)-2-hvdroxv-2-phenyl-eth 4-(methoxyiinino-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(ter t- 



butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-3-carboxylic  acid, and (IRS)-2-amino-1 phenylethanol, the
title compound was obtained in 72 % purity by  HPLC. MS(ES1+): m/z = 458. ~
APR 2004 - 134 Exam le 277: 2S 4E -1- 4-benzo lbenzo 1 N 2 -2-h drox -2-
hen leth 11-4- y rolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-benzoylbenzoic acid, and  (IRS)-2-amino-1 phenylethanol, the title
compound was obtained in 93 % purity by PLC.  MS(ESI+): m/z = 486. y  Exam
le 278: 2S 4E -N- 2R -2-h drox -2- hen Ieth 1 4- methox ' o -1-(3
pynolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(ter t-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
3-phenoxybenzoic acid, and  (1RS)-2-amino-l -phenylethanol, the title
compound was obtained in 94 % purity by HPLC.  MS(ESI+): mlz = 474. Exam ie
279: 2S 4E -N- 2R -2-h drox -2- hen leth l -4- methox ino -1- 2-
phenoxybenzoy -2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2-phenoxybenzoic acid, and  (IRS)-2-aminno-lphenylethanol, the title
compound was obtained in 92 % purity by HPLC.  MS(ESI+): m/z = 474. Exam le
280: 2S 4E -N- 2 -2-h drox -2-hen leth 1]-4- methox o -1- 2'- meth 1 1
1'-bi hen 1 -4- l carbon I -2- olidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyI)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- 



carboxylic acid, and (1S)-2-amino-l-phenylethanol, the title compound was
obtained in 98 %  purity by HPLC. MS(ESI+): m/z = 472. I APR 2DO4 -135
Example 281: (2S,4EZ)-N-[(2R)-2-hydroxy:2phenylethyl]-4-(methox
methyl[1,1'-biphenyl] 4-yllcarbon ly -2-pyrrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tent  butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methyl[l,1'-biphenyl]-4- carboxylic acid, and
(1R)-2-amino-1-phenylethanol, the title compound was obtained in 84 %
purity by HPLC. MS(ESI+): m/z = 472. Exam le 282: 2S 4E -N- 2-h drox eth 1
-4- methox 'mino 1- 2'-meth 1 1 X-bip hen 1 -4-
yl)carbonyll-2pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycaxbonyl)-4-(methoxyimino)-2pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and 2-aminoethanol, the title compound
was obtained in 75 % purity by  I3PLC. MS(ESI+): m/z = 396. Exam le 283: 2S
4E -N- 2-h drox eth 1 -4- methox 'nano -N--meth 1-1- 2'--meth l- 1 1'-
bipheny_l]-4-yl)carbonyl]-2=pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and 2-(methylamino)ethanol, the title
compound was obtained in 78 % purity  by I3PLC. MS(ESI+): mlz = 410. Exam
le 2S4: 254E -1- 1 1'-bi hen I -4- lsulfon 1 -N- 1S 2S 3R 4R)-3- drox -
meth 1 bic clo 2.2.1 h t-2- I -4- methox o -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride, and
[(iR,2R,3S,4S)-3-aminobicyclo[2.2.1]hept-2-yljmethanol, the title compound
was obtained in 79 % purity by IiPLC. MS(ESI+): m/z = 498. 



10 APR2CO4 -136 Exam le 285: 2S 4E -l- 1 1'-bi hen 1-4- }carbon 1
-N-trans-4 b dro c clohex 1-4- methox ' ' o -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-I-(tert- butoxycarbonyl)-4-(methoxyiunino)-2-pyrrolidinecarboxylic
acid, [1,V-biphenyl]-4-carbonyl  chloride, and trans-4-aminocyclohexanol,
the title compound was obtained in 62 % purity by  HPLC. MS(ESI+): m/z =
436. Example 286: (2S,4EZ)-1-(f 1 1' binhen 11-4-vlcarbonyll-N c clohex 1
-4 Cmethox ' 'no -2- olidinecarboxamide 1R,2R)-2 droxvmeth Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, [1,1'
biphenyl]-4-carbonyl  chloride, and [(1R,2R)-2-aminocyclohexyl]methanol,
the title compound was obtained in 65 %  purity by HPLC. MS(ESI+): m/z 450.
Exam le 287: 04E -1- 1 1'-bi hen 1 -4- }carbon 1 -N- 2 -2-h drox -3  henox
ro1 -4- methox ' ino -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
(2RS)-1-amino-3-phenoxy-2-propanol, the title compound was obtained in 68 %
purity by HPLC. MS(ESI+): mlz = 488. Example 288: 2S,4EZl N [(2RS)-2 b
droxv-3 phenox pyridinyl)benzoyl -2-pyrrolidinecarboxamide ro I 



-4-(methox m ino)-1-4-(3 Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and (2815)-l -amino-3-phenoxy-2-propanol, the
title compound was obtained in 76 % purity by  HPLC. MS(ESI+): m/z = 489. I
APR 2004 Example 289: (2S,4EZ)-1-([1 1'-biphen - 137 -4-ylsulfonyl)-N-l(2RS
1-2-hvdroxv-3-phenox prgp-v l -4- methox ino -2- olidinecarboxanude
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride, and
(2R5')-l-amino-3-phenoxy-2-propanol, the title compound was obtained in 78
%  purity by HPLC. MS(ESI+):- m/z = 524. Exam le 290: 2S 4E -1- 1 1'-bi hen
1 -4- lcarbon 1 -N-[( M -2-h dro L-244- _y drox hen 1 eth 1 -4- methox 'no
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
4-[(W-2-amino-l-hydroxyethyl]phenol, the title compound was obtained in 63
% purity by EPLC. MS(ESI+): m/z = 474. Exam le 291: 2S 4E -l - 1 1'-bi hen
1 -4- lsulfon 1 -N- 2 -2:h dro -2- 4- h drox hen 1 eth 1 -4- methox ' ino
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert- 



butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, [1,1'
biphenyl]-4-sulfonyl  chloride, and 4-[(IRS)-2-amino-1 hydroxyethyl]phenol,
the title compound was obtained in 72  % purity by HPLC. MS(ESI+): m/z =
510. Example 292: 254E -I- I I'-bi hen 1 -4- lcarbon  4- methox 'mino -2-
olidinecarboxamide I -N I -hydroxvcvclohex -methyl Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and I -(aminomethyl) cyclohexanol,
the title compound was obtained in 65 % purity  by HPLC. MS(ESI+): m/z =
450. 18 APR 2004 -138- Example 293: 2S 4E -N- 1-h drox c clohex ] meth l
-4-methox ' no -l - 4- 3- din l benzo l -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 4-(3-pyridinyl)benzoic acid,  and I -(aminomethyl)cyclohexanol, the
title compound was obtained in 69 % purity by HPLC.  MS(ESI+): m/z = 451.
Exam le 294: 254E -1- 1 1'-bi hen 1 -4- lsulfon 1 -N- 1-h drox c clohex l
meth 1 -4- (methoxyimino)-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and 1-(aminomethyl)cyclohexanol, the
title compound was obtained in 66 % purity  by HPLC. MS(ESI+): m/z = 486.
Example 295: (2S,4E2)-1-(f 1,l'-biphenyl]-4-ylcarbon_y1)-Nl(2RS-
2-(3,4-dihydroxy uheny -
2-hydroxyethi]-4-(methoxyimino)-2-pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and
4-[(IRS)-2-amino-l-hydroxyethyl]-1,2-benzenediol, the title compound was
obtained in 66 % purity by PLC. MS(ESI+): m/z = 490. Example 296: 254E -N-
2 -2-h drox -2- hen leth 1 -4-methox ' ' o -l- 4- 4- 'din 1 benzo 1 -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-l-(tent
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(4-pyridinyl)benzoic acid,  and (IS)-2-amino-l-phenylethanol, the title
compound was obtained in 65 % purity by HPLC.  MS(ESI+): m/z = 459. 1 8 APR
2004 - 139  Exam le 297: 2S 4E -11t 2 -2-h drox -2- hen leth 1 -4- methox '
o -1- 4- 3- din 1 benzo 1 -2- olidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-i-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and (IS) 2-amino-1 phenylethanol, the title
compound was obtained in 73 % purity by HPLC.  MS(ESI+): m/z = 459. Exam le
298: 2S 4E -N- 2 -2-h drox -2- hen leth l -4- methox ' ' o -J-W(2- __y
p)ddin1 benzo i -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, 4-(2
pyridinyl)benzoic acid,  and (1 S)-2-amino-1 phenylethanol, the title
compound was obtained in 69 % purity by HPLC.  MS(ESI+): m/z = 459. Exam le
299: 2S 4E -1- 1 1'--bi hen 1 -4- lcarbon l -N 2 2 3-dih drox ro 1 -4-
methox ino -2- olidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  



chloride, and (2RS)-3-amino-1,2-propanediol, the title compound was
obtained in 73 % purity  by HPLC. MS(ESI+): m/z = 412. Example 300:
(2S,4EZ)-1~~.1 '-biphenyl-4-3lsulfonyl) N [(2RS')-2,3-dihydroxypropy114-
(methox imino)-2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and (2RS)-3-amino-1,2-propanediol,
the title compound was obtained in 64 % purity  by HPLC. MS(ESI+): m/z =
448. !6 APR 2004 -140 Example 301: 2S 4E -1- 1 1'-bi hen 1 -4- lcarbon 1
-N- 2 -2-hdrox -344- methox henox ro l -4- methox ' ino -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyim.ino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
(2RS)-l-amino-3-(4-methoxyphenoxy)-2-propanol, the title compound was
obtained in 81 % purity by HPLC. MS(ESI+): m/z = 518. Exam le 302: 2S 4E
-N- 2R -2-h drox -3- 4-methox henox ro 1 4- methox - imino)-1-[A
3-pyr'dinyl benzoYl-2-pyrrolidinecarboxamide Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and
(2RS)-1-amino-3-(4-methoxyphenoxy)-2-propanol, the title compound was
obtained in 63  % purity by HPLC. MS(ESI+): m/z = 519. Exam le 303: 2S 4E
-1- 1 1'-bi hen 1 -4- lsulfon 1 -N- 2 -2-h drox -3- 4.  methoxyphenoxx)prop
1 -4-(methox3d no)-2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and
(2R)-1-amino-3-(4-methoxyphenoxy)-2-propanol, the title compound was
obtained in 69 % purity by HPLC. MS(ESI+): m/z = 554. Example 304: 254E -1-
1 1'--bi ben 1 -4- ]carbon 1 -N- 2R -2-h dro ro 1 -4- 



methox amino -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l -(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]--4-carbonyl  chloride, and (2RS)-1-amino-2-propanol, the
title compound was obtained in 82 % purity by  EPLC. MS(ESI+): m/z = 396.
18 APR 21J4 -141 Exam le 305: 2S 4E -1- 1 1'-bi hen l -4-lsulfon 1 N- 2 -2
h drox ro l -4- methox 'wino -2- olidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and (2RS)-1-amino-2-propanol, the
title compound was obtained in 75 % purity by  HPLC. MS(ESI+): m/z = 432.
2- 2- : Exam le 306: 2S 4 E -1- 1 Y - _ 2 - L 2 - naphthX)
ethyll-4-(methoxyimino)-2-pyrro]idin ecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(ter
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,l'biphenyl]-4-sulfonyl  chloride, and (1RS')-2-amino-l-(2
naphthyl)ethanol, the title compound was obtained in 77 %  purity by IIPLC.
MS(ESI+): m/z = 544. Example 307: 2S 4E -1- 1 1'-bi hen 1 -4- ]carbon 1 -N-
2 -2-h drox -2- 4-
nitrophenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
(IRS)-2-amino-l-(4-nitrophenyl)ethanol, the title compound was obtained in
84  % purity by HPLC. MS(ESI+): m/z = 503. Exam le 308: 2S 4E -N- 2R -2-h
drox -2- 4-nitro hen 1 eth I -4- methox ' ino -1- 4- (4-pyridinyl)benzo-
lll-2-pmolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 4-(4-pyridinyl)benzoic acid,  and
(IRS)-2-amino-l-(4-nitrophenyl)ethanol, the title compound was obtained in
89 % purity  by HPLC. MS(ESI+): m/z = 504. I APR 200% -142 Example 309:
(2S,4EZ) N [(2RS)-2-h, droxy_2-(4-nitrophen  (3:M3qjdinyj)benzoyIj-2:p
olidinecarboxamide eth -4-(methox m ino -1-f4 Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrollidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and (1RS)-2-amino-I-(4-nitrophenyl)ethanol,
the title compound was obtained in 72 % purity  by BPLC. MS(ESI+): m/z =
504. Example 310: (2S,4EZ) N-[LM 1-2 hydroxy_2- 4-nitrophenyJ)ethy11 4
(methoxy niino)-1-[4- 2- 'din 1 benzo 1 -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methhox)imino)-2 pyrrolidinecarboxylic
acid, 4-(2-pyridinyl)benzoic acid,  and
(IRS)-2-amino-l-(4-nitrophenyl)ethanol, the title compound was obtained in
63 % purity  by HPLC. MS(ESI+): m/z = 504. Example 311: 2S 4E -I- 1 1'-bi
hen 1 -4- lsulfon 1 -N- -2-h dro -2- 4- nitrohen 1 eth 1 -4- methox 'mino
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[I,1'-biphenyl]-4-sulfonyl  chloride, and
(1RS)-2-amino-l-(4-nitrophenyl)ethanol, the title compound was obtained in
79  purity by HPLC. MS(ESI+): m/z = 539. 



Exam le 312: 2S 4E N- 2 -3- 4-ace lamino henox -2-h dro ro 1 -1- 1 1'-
bihen 1 -4- lcarbon 1 4- methox 'rhino -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
N-(4-{[(2RS)-3-amino-2-hydroxypropyl)oxy)phenyl)acetamide, the title
compound was obtained in 79 % purity by HPLC. MS(ESI+): mlz = 545. 6 APR
2004 -143 Example 313: (2S,4EZ)-N {(2RS)-3
{4-(acetylamino)phenoxyl-2-hydroxypropyl}-4- (methoxyimino)-l
-[4-(4-pynidinyl)benzoyll-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l -(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
4-(4-pyridinyl)benzoic acid,  and
N-(4-{[(2RS)-3-amino-2-hydroxypropyl]oxy}phenyl) acetamide, the title
compound was  obtained in 62 % purity by HPLC. MS(ESI+): m/z = 546. Example
314: (2S.4E7 -Nj(2RS)-3-[4-(acetylamino phenoxy]-2-hydroxypropyl}-4-
(methoxyimino) 1-[4-(3 pyridinyl)benzoyll-2 pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(ter-t- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 4-(3-pyridinyl)benzoic acid,  and
N-(4-{[(2RS)-3-amino-2-hydroxypropyl]oxy}phenyl) acetamide, the title
compound was  obtained in 66 % purity by HPLC. MS(ESI+): m/z = 546. Example
315: (29,4EZ)-N-1(2R5)-3-[4-(acetylamino)phenoxy]-2-hydroxypropyl}
biphenyl]-4 -ylsulfonyl)-4_ (methoxyimino)-2 -pyuolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride,
andN-(4-{[(2RS)-3-amino-2-hydroxypropyl]oxy}phenyl) acetamide, the title
compound was obtained in 62 % purity by HPLC. MS(ESI+): m/z = 581. Exam le
316: 2S 4E -i 1 1' bi hen 1 -4- lcarbon l -N- 2R -2-h drox -2- hen Ieth
11-4- y Following the general method as outlined in Example 22, starting
from (2S,4EZ)-1-(tert- 



butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,l.'-biphenyl]-4-carbonyl  chloride, and (1R)-2-amino-1-phenylethanol,
the title compound was obtained in 84 % purity  by B :PLC. MS(ESI+): m/z =
458. 6 APR 2004 - 144 Example 317: (2S 4EZ) N [(2R)-2-hydroxy-2
phenylethyll-4-(methoxyjmino)-1-f 4-(4-
p)ridinyl)benzoyll^2_pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(4-pyridinyl)benzoic acid,  and (1R)-2-amino-l-phenylethanol, the title
compound was obtained in 66 % purity by BPLC.  MS(ESI+): m/z = 459. Exam le
318: 2S 4E -N- 2R -2-h drox -2- hen leth 1 -4- methox ' ino -1-r4-(3-
pyridinyl)benzoyll-2-pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and (IR)-2-amino-l-phenyl ethanol, the title
compound was obtained in 76 % purity by HPLC.  MS(ESI+): m/z = 459. Exam le
319: 2S 4E N 2R -2-h drox -2- hen leth 1 -4- methox 'mino -1- 4- 2- dLm 1
benzo 1 -2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecazboxylic acid,
4-(2-pyridinyl)benzoic acid,  and (1R)-2-amino-l-phenylethanol, the title
compound was obtained in 65 % purity by HPLC.  MS(ESI+): m/z = 459. Example
320: (2S.4EZ)-1-(! 1 1'-biphen 11-4-vlsult'onvl)-N-f(2R)-2-hvdroxv-2
phenyl-eth 4-(methoxyimino)-2-p, rolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(te7t-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  



chloride, and (IR)-2-amino-l-phenylethanol, the title compound was obtained
in 87 % purity  by HPLC. MS(ESI+): m/z = 494. '10 APR 2O4 -145- Exam le
321: 2S 4E -1- 1 1'-bi hen l -4- lcarbon 1 -1V- 3-h drox ro 1 - methox -
imino)-2 py rolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl)-4-carbonyl  chloride, and 3-amino-1-propanol, the title
compound was obtained in 81 % purity by HPLC.  MS(ESI+): m/z = 395. -
Example 322: (2S.4EZ)-1 1.1'-biphen imino -2- olidinecarboxamide
11-4-vlsulfon 1 -N 3 bvdrox ev ropvl)-4- methox Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, [1,1'
biphenyl)-4-sulfonyl  chloride, and 3-amino-l-propanol, the title compound
was obtained in 64 % purity by HPLC.  MS(ESI+): mlz = 432. Example 323:
3EZ.5S)-1-(f 1 i'-bi hen l -4- lcarbon 1 -5- 4-h dxox -4- hen 1-1 nir din 1
carbon i -3- olidinone O-meth loxime Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  



chloride, and 4-phenyl-4-piperidinol, the title compound was obtained in 74
% purity by  HPLC. MS(ESI+): mlz = 498. Exam le 324: 3EZ 5 -5- 4-h drox -4-
hen 1-1- i eridin 1 carbon l -i- 4- 4- - diny])benzoyll-3-pvnrolidi.none
O-methyloxim Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(ter-t-
butoxycarbonyl)-4-(methoxyimim)-2-pyrrolidinecarboxylic acid, 4-(4
pyridinyl)benzoic acid,  and 4-phenyl-4-piperidinol, the title compound was
obtained in 78 % purity by HPLC.  MS(ESI+): mlz = 499. 10 APR 2004 -146 I
-1- 4- 3- di- Exam le 325: 3EZ 5 -5- 4-h drox -4- hen 1-1- i eridin
])carbon nyl)benzoyl)-3-pyrxolidinone O-methyloxime Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 4-(3
pyridinyl)benzoic acid,  and 4-phenyl-4-piperidinol, the title compound was
obtained in 79 % purity by HPLC.  MS(ESI+): mlz = 499. Exam le 326: 3EZ 5
-1- 1 1'-bi hen l -4- lsulfon 1 -5- 4-h drox -4- hen l-1-
piperidinyl)carbonyll-3-pyrrolidinone O-methyloxime Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and 4-phenyl-4-piperidinol, the title
compound was obtained in 84 % purity by  HPLC. MS(ESI+): mlz = 534. Example
327: 2S 4E -1- 1 1'-bi hen 11-4: lcarbon 1 -N- IS 2 -2-h drox c clohex 1
-4- (methoxyimino)-2-pyrrolid necarboxami.de Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and (IS,2S)-2-aminocyclohexanol, the
title compound was obtained in 84 % purity  by HPLC. MS(ESI+): m/z = 436. 



Exam ple328:(2,S,4ff -1- 1 1'-bi hen 1 -4-lsulfon 1 N I S 2 -2-h drox c
clohex 1 -4- (m ethoxyimino pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and (1S,2S)-2-aminocyclohexanol, the
title compound was obtained in 61 % purity  by HPLC. MS(ESI+): m/z = 472.
I1 8 APR 2DO4 -147 Example 329: 2S 4E -N-be l-1- 1 1'-bi hen 1 -4-lcarbon 1
-N- 2-h drox eth i -4=  methox ' o -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyinuno)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 2-(benzylamino)ethanol, the title
compound was obtained in 74% purity by  HPLC. MS(ESI+): m/z = 472. Exam le
330: (28,4E -N-be 1 N 2-h drox eth 1 -4- methox o -- 4- 3- liji-d 1 - benzo
l -2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and 2-(benzylamino)ethanol, the title
compound was obtained in 82 % purity by IiPLC.  MS(ESI+): m/z = 473. Exam
le 331: 13EZ 5 -1- 1 1'-bi hen l -4- lcarbon l -5- 3 -3-h drox i eridin 1 -
carbon 1 -3- ~rrolidinoneO-methyloxime Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and (3RS)-3 piperidinol, the title
compound was obtained in 78 % purity by HPLC.  MS(BSI+): mhz = 422. Exam
~le 332: 3EZ 5 -5- 3 -3-h drox i eridin I carbon 1 -1- 4- 4- 'din 1 -
benzoy_11-3-pyrrolidinone O-methyloxime 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 4-(4-pyridinyl)benzoic acid,  and (3RS)-3-piperidinol, the title
compound was obtained in 91 % purity by HPLC.  MS(ESI+): mlz = 423. .~ 6
APR 2004 - 148 Example 333: (3EZ,5 -5-{f(3 -3-hvdrox benzo 1 -3- olidinone
O-meth Zoxime p eridin 1 carbonyl}-1-f4-(3 Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and (3RS)-3 piperidinol, the title compound
was obtained in 84 % purity by HPLC.  MS(ESI+): m/z = 423. Example _334:
(3EZ,5S 1-(1 1'-biphenyl]-4-Ylsulfonyl)-5- f f (3RS3 hydrox  carbonyl}
-3-pyrrolidinone O-methyloxime Mir eridinvl Following the general method as
outlined in Example 22, starting from (2S,4E2)-l -(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and (3RS)-3 piperidinol, the title
compound was obtained in 79 % purity by HPLC.  MS(ESI+): m/z = 458. Example
335: 2S 4E -1-(fl 1'-bi hen 1 -4- lcarbon 1 -N- 1S 2 -2-h drox -1-
droxy_methyl)-2-phenylethyll-4-(methoxyimino)-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- 



butoxycarbonyl)4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
(1S,2S)-2-amino-l-phenyl-l,3-propanedioI, the title compound was obtained
in  88 % purity by HPLC. MS(ESI+): m/z = 488. Example 336: 254E -N- lS2 -2
h drox -l- drox eth 1 -2- hen leth 1 -4- methox 'wino -1- 4- 4- 'din i
benzo l -2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-i -(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(4-pyridinyl)benzoic acid,  and (IS,2S)-2-amino-i-phenyl-1,3-propanedioI,
the title compound was obtained in 64 %  purity by HPLC. MS(ESI+): m/z =
489. $6 APR 2M4 -149 Example 337: 2S 4E -N- 1S 2 -2-h drox -1- drox eth I
-2- hen leth 1 -4- metho o -1- 4- 3- din 1 benzo 1 -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 4-(3-pyridinyl)benzoic acid,  and (15,25)-2-amino-1
phenyl-1,3-propanediol, the title compound was obtained in 93 %  purity by
HPLC. MS(ESI+): m/z = 489. Exam le 338: 2S 4E -1- 1 1'-bi hen i -4- lsulfon
l N 1S 2 -2-h drox -1- drox eth 1 -2- hen leth 1 -4- methox ' no -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and
(IS,2S)-2-amino-l-phenyl-l,3-propanediol, the title compound was obtained
in  82 % purity by HPLC. MS(ESI+): m/z = 524. Exam le 339: 254E -N-
2-anilinoeth 1 -1- 1 1'-bi hen 1 -4- lcarbon 1 -4- methox - imino
-2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l-(ten
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, [
1,1'-biphenyl]-4-carbonyl  chloride, and N' -phenyl-1,2-ethanediamine, the
title compound was obtained in 93 % purity  by HPLC. MS(ESI+): m/z = 457. 



Exam le 340: 2S 4E -N- 2-anilinoeth 1 -4- methox o -1- 4- 4- 'din i benzo I
-2- pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
4-(4-pyridinyl)benzoic acid,  and 10-phenyl-l,2-ethanediamine, the title
compound was obtained in 85 % purity by HPLC.  MS(ESI+): m/z = 458. I B APR
2084 -150 Example 341:
(2S,4EZ)-N-(2-anilinoethyl)-4-(methoxkimino)-1-f4-(3-p din~rl)benzovll--2-
pyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
4-(3-pyridinyl)benzoic acid,  and N'-phenyl-1,2-ethanediamine, the title
compound was obtained in 85 % purity by HPLC.  MS(ESI+): m/z = 458. Example
342: (2S,4EZ)-N-(2-anilinoethy)-4-(methoxyimino)-1-[4-(2
pyridin,1)rybenzoyl]_2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)=2-pyrrolidinecarboxylic acid,
4-(2-pyridinyl)benzoic acid,  and N1 phenyl-l,2-ethanediamine, the title
compound was obtained in 67 % purity by HPLC.  MS(ESI+): m/z = 458. Example
343: L2S,4EZ)-N-(2-anilinoethyl ([1.1'-biphenyl-4-ylsulfon, l (methoxy_
imino)-2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-sulfonyl  chloride, and N'-phenyl-I,2-ethanediamine, the
title compound was obtained in 73 % purity  by HPLC. MS(ESI+): m/z = 493.
Example 344: (3EZ,5S)-1-( 1,1'-biphenyl-4-ylcarbon, lam)-5-[(4-h,
droxy-1-piperidinyl)- carbony-1]_3 ;pyrrolidinone O-methyloxime Following
the general method as outlined in Example 22, starting from (2S,4EZ)-I
-(tert- 



butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 4-piperidinol, the title compound
was obtained in 86 % purity by HPLC.  MS(ESI+): m/z = 422. 1, G APR 2004
-151 Exam le 345: 3EZ 5 -1- 1 1' bi hen l -4- lsulfon l -5- 4-h drox -1- i
eridin 1  carbonyl] -3- olidinone O-meth loxime Following the general
method as outlined in Example 22, starting from (2S,4EZ)-I-(ter-t-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenylj-4--sulfonyl  chloride, and 4-piperidinol, the title
compound was obtained in 68 % purity by HPLC.  MS(ESI+): m/z = 458. Example
346: 2S 4E -N- lS 2R 3S 4R -3- aminocarbon 1 bic clo 2.2.1 he t-5-en-2- l
-1- ([1,1'-biphenyll-4-
lsulfonyl)-4-(methoxyi.wino)-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(ter t-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4sulfonyl  chloride, and
(IR,2S,3R,45)-3-aminobicyclo[2.2.1]hept-5-ene-2-carboxamide, the title
compound was obtained in 79 % purity by BPLC. MS(ESI+): m/z = 509. Exam le
347: 2S 4E -N- 3-amino-3-oxo ro 1 -1- 1 1'-bi hen l -4- lcarbon 1 -4-
methox 'no -2- olidinecarboxamide Following the general method as outlined
in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1-biphenyl]-4-carbonyl  chloride, and 3-aminopropanamide, the title
compound was obtained in 71 % purity by HPLC.  MS(ESI+): m/z = 409. Exam le
348: 2S 4E -N- 1 S 2S 3R 4R -3- aminocarbon l bic c1o 2.2.1 he t-5-en-2- 1
-1- 1,1 '-bi hen 1 -4- lsulfon i -4- methox 'mino -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride, and
(1R,2R,3S,45)-3-aminobicyclo[2.2.1]hept-5-ene-2-carboxamide, the title  



compound was obtained in 83 % purity by HPLC. MS(ESI+): m/z = 509. I APR
2004 Example 349: 25,4E -1- 1 1'-bi hen 1 -4- lcarbon 1 -N- 4 b drox bu 1
-4- methox  imino)-2_pyrroli dinecarbox amide - 152 Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 4-amino-l-butanol, the title
compound was obtained in 68 % purity by HPLC.  MS(ESI+): m/z = 410. Example
350: (2S,4EZ)-l-([1 1'-biohen 11-4 Isulfonyl)-N-(4-hvdroxvbutvl) -4-(methox
imino)-2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, [1,1'
biphenyl]-4-sulfonyl  chloride, and 4-amino-1 -butanol, the title compound
was obtained in 78 % purity by HPLC.  MS(ESI+): m/z = 446. Example 351:
(2S.4EZ)-1-([1 1'-biphen '11-4-vlsulfon 1)N [(1R.2R)-2
cyclohexyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide droxvmeth 1 Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride, and
[(1R,2R)-2-aminocyclohexyl]methanol, the title compound was obtained in 40
%  purity by HPLC. MS(ESI+): m/z = 486. Example 352: 2S 4E -1- 1 1'-bi ben
1 -4- lsuifon 1 -N- 1R 2S 3R 4 -3- dro  



methyllbicyclof 2.2.1 ]kept-2-yi]-4-{methoxyiminol-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-I-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride, and
[(IS,2R,3S,4R)-3-aminobicyclo[2.2.1]hept-2-yl]methanol, the title compound
was obtained in 58 % purity by HPLC. MS(ESI+): m/z = 498. 16 APR2DD$
Example 353: L2S,4EZ)-1-([1 1'-biphenyl -153- -4-ylsulfonvl -N c
clohexyl]-4-(methoxyimino)-2-pyxrolidinecarboxamide 1R.2 droxvmeth 1
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(metboxyimino)-2 pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-sulfonyl  chloride, and
[(lS,2R)-2-aminocyclohexyl]methanol, the title compound was obtained in 41
%  purity by HPLC. MS(ESI+): m/z = 486. Exam le 354: 2S 4E and 4 N -2-h
drox -2- hen leth 1 -4- methox ' o -l- 2'- meth l 1 1'-bi hen ] -4- I
carbon 1 -2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[1,1'-biphenyl]-4- carboxylic acid, and
(1RS)-2-amino-l-phenylethanol, the title compounds were obtained as a
mixture of E/Z-isomers of the oxime functionality. Separation of the
isomers by flash  chromatography yielded (2S,4E)-N-[(2RS)-2 hydroxy-2
phenylethyl]-4-(methoxyimino)-1-
[(2'-methyl[1,1'-biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide in 98.9
% purity and
(2S,4Z)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[
1,1'-biphenyl]- 4-yl)carbonyl]-2-pyrrolidinecarboxamide in 99.9% purity by
HPLC. MS(ESI+): mlz = 472. 



Exam le 355: 2S 4E and 4 -N- 2 -2-h drox -2- hen leth 1 -4- methox  meth l
1.1 '-bi hen l -4- 1 carbon 1 -2- olidinecarboxamide m ino)-1-f (2'
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-methyl[ 1,1'-biphenyl]-4- carboxyli c acid, and
(IS)-2-amino-l-phenylethanol, the title compounds were obtained as a
mixture ofE/Z-isomers of the oxime functionality. Separation of the isomers
by flash  chromatography yielded (2S,4E)N
[(2,S)-2-hydroxy-2-phenylethyl]-4-(methoxyimno)-1-[(2'-
methyl[1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide in 98.9 %
purity and (2S,4Z)-
N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[
1,1'-biphenyl]-4- yl)carbonyl]-2-pyrrolidinecarboxamide in 99.8 % purity by
HPLC. MS(ESI+): mlz = 472. 1 6 APR 2004 -154- Exam le 356: 2S 4E and 4 -N-
2R -2-h drox -2- hen leth 1 -4- methox 'rhino -1- 2'- meth 1 1.1'--bi hen l
-4- 1 carbon 1 -2- olidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and (1R)-2-amino-l-phenylethanol, the
title compounds were obtained as a  mixture of E/Z-isomers of the oxime
functionality. Separation of the isomers by flash  chromatography yielded
(2S,4E)-N-[(2R)-2-hydroxy-2phenylethyl]-4-(methoxyimino)-1-[(2'-
methyl[1,1'-biphenyl]-4-yl)carbonyl]-2 pyxrolidinecarboxamide in 99.7 %
purity and (2S,4Z)-
N-[(2R)-2-hydroxy-2-phenylethyi]-4-(methoxyim7ino)-1-[(2'-methyl[
1,1'-biphenyl]-4- yl)carbonyl]-2 pyrrolidinecarboxamide in 99.7 % purity by
HPLC. MS(ESI+): m/z = 472. Exam le 357: 2S 4E -1- 1 1'-bi hen l -4- lcarbon
i -N- 1R 2 -2- dro eth 1 - c clohex l -4- methox ' ino -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxylic acid, [1,1' biphenyl]-4-carbonyl  chloride, and
[(1S,2R)-2-aminocyclohexyl]methanol, the title compound was obtained in 63
%  



purity by HPLC. MS(ESI+): m/z = 450. Exam le 358: 254E -1- 1 1'-bi hen l
-4- lcarbon l -N- 2-h drox -1- drox eth 1 - eth l -4 methox ' o -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and 2-amino-1,3-propanediol, the
title compound was obtained in 61 % purity by  HPLC. MS(ESI+): m/z = 412.
Example 359: 2S 4E -N- IS 2R 3S 4R -3- aminocarbon 1 bic clo 2.2.1 he
t-5-en-2- 1 -1- f[1 1'-bi hen 1 -4- lcarbon 1 -4- methox o -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,11-biphenyl]-4-carbonyl 1 8 APR 2004 -155 chloride, and
(IR,2S,3R,4S)-3-am+nobicyclo[2.2.l]hept-5-ene-2-carboxamide, the title
compound was obtained in 68 % purity by HPLC. MS(ESI+): m/z = 473. Example
360: (2S,4EZ)N [(1S,2SS3R,4R)-3-(aminocarbonyl)bic~cio12.2.1]hept-5-en-2- 1
-1- ([1 .1'-biphen-11-4-ylcarb one) -4-(methox3u2ino)-2-pyrrolidinecarb
oxamide Following the general method as outlined in Example 22, starting
from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and
(1R,2R,3S,4S)-3-aminobicyclo[2.2.1]hept-5-ene-2-carboxamide, the title
compound was obtained in 78 % purity by HPLC. MS(ESI+): m/z = 473. Example
361: (2S,4EZ)-1 I'-bi 1 henvll-4-vlcarbonvl)-N-f (2 -2-hvdroxv-2 phen-eth-1
4-(methox3imino)-2 pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'biphenyl]-4-carbonyl  



chloride, and (1S)-2-amino-1 phenylethanol, the title compound was obtained
in 87 % purity  by BPLC. MS(ESI+): m/z = 458. Example 362: (2RS)-3-(
(2S,4EZ)_1-([1.1'-biphenyl]-4-ylcarbonyl)--4-(methox mino)-
pyrrolidinyllcaarbonyll amino)-2-hydroxypropanoic acid Following the
general method as outlined in Example 22, starting from (2S,4EZ)-l -(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and (2RS)-3-amino-2 hydroxypropanoic
acid, the title compound was obtained in 44  % purity by HPLC. MS(ESI+):
m/z = 426. Example 363: (2S,4EZ)-N-[ 1[ R,2S) 2-(aminocarbonyl)c cy
lohexyl]-1-([Z,1'-biphenEll-4- ylcarbonyl)-4-(methoxyimino)-2
uyrrolidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(terms  butoxycarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxylic acid, [1,1'-biphenyl]-4-carbonyl 1 6 APR 2004 -156
chloride, and (IS,2R)-2-aminocyclohexanecarboxamide, the title compound was
obtained in  89 % purity by HPLC. MS(ESI+): mlz = 463. Example 364: 2S 4E
-l- 1 1'-bi hen 1 -4- lcarbon l -N-T(1 -2-h dro -1 meth l-eth l - 4- methox
ino -2- olidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, [1,1'
biphenyl]-4-carbonyl  chloride, and (2RS)-2-amino-1-propanol, the title
compound was obtained in 81 % purity by  HPLC. MS(ESI+): m/z = 396. Exam le
365: 2S 4E -1- 1 1'-bi hen 1 -4- lcarbon 1 y _y  N 1S 2 -2-h drox -1
droxvmeth !1I-2--(4-r trophen 1)eth -4 



methoxvimino)-2 uvrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
[1,Pbiphenyl]-4-carbonyl  chloride, and
(15,23)-2-amino-l-(4-nitrophenyl)-1,3 propanediol, the title compound was
obtained in 70 % purity by HPLC. MS(ESI+): m/z = 533. Exam le 366: 4- 2S 4E
-I- 11' bi hen l -4- lcarbon 1-4-methox ' iipoR o- lidin icarbon 1 amino
butanoic acid Following the general method as outlined in Example 22,
starting from (2S,4EZ)-I -(tert- butoxycarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxylic acid, [1,1'-biphenyl]-4-carbonyl  chloride, and
4-aminobutanoic acid, the title compound was obtained in 57 % purity by
HPLC.  MS(ESI+): mlz = 424. Example 367: 2S 4E -N- 2 -2-h dro -2- hen leth
l -1- 2'-methox 1 1'bi hen 1-47  yI)carbonyl-4-(methoxyimino
-2pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methoxy[
1,1'-biphenyl] 1 6 APR 2004 -157 4-carboxylic acid, and
(IS)-2-amino-I-phenylethanol, the title compound was obtained in 90  %
purity by HPLC. MS(ESI+): m/z = 488. Exam le 368: 284E -N- 2R -2-h drox -2-
2-na bb 1 eth 1 -1- 2'-methox 1 1'-
biphenyl]-4-yl)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methoxy[ 1,1'-biphenyl]- 4-carboxylic acid, and
(IRS)-2-amino-1-(2-naphthyl)ethanol, the title compound was obtained  in 67
% purity by HPLC. MS(ESI+): m/z = 538. Example 369: 2S 4E -N- lR -2-h drox
-I-meth leth 1 -4- methox ' o -1- 2'- meth l 1 l'-bi hen 1 -4- 1 carbon 1
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxylic acid, 2'-methyl[1,1'-biphenyl)-4- 



carboxylic acid, and (2R3)-2-amino-I-propanol, the title compound was
obtained in 88 %  purity by HPLC. MS(ESI+): m/z = 410. Exam le 370: 2S 4E
-N- 1S 2 -2-h drox -1- drox eth I -2- 4-nitro hen 1 eth 1 -4- methox ino
-I- 2'-meth 1 I I'-bi hen 1 74- !)carbon 1 -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from (2S,4EZ)- I
-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[ I, I '-biphenylj-4- carboxylic acid, and
(1S,2S)-2-amino-l-(4-nitrophenyl)-1,3propanediol, the title compound  was
obtained in 74 % purity by HPLC. MS(ESI+): m/z = 547. Example 371: 2S
4EZ)-N-[(IS,2S)-2-hydroxy-l-Lhrdroxymethyl)-2-(4-nitrophenyl)ethyl]-4-
methox 'mino -l- 2'-methox 11'-bi hen 1 -4- 1 carbon l -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methoxy[1,1'-biphenyl] 1 6 APR 2004 -158 4-carboxylic acid, and
(1S,2S)-2-amino-l-(4-nitrophenyl)-1,3-propanediol, the title compound  was
obtained in 61 % purity by HPLC. MS(ESI+): m/z = 563. Exam le 372: 3EZ 5
-5- 4-h drox -1- i eridin 1 carbon 1 -1- 2'-meth 1 1 l'-bi hen 1 -4-
lcarbon 1 -3- olidinone O-meth loxime Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and 4 piperidinol, the title compound
was obtained in. 86 % purity by BPLC.  MS(ESI+): m/z = 436. Example 373:
(2S,4EZ)-N- (1S,2S,3R,4R)-3-(aminocarbony)Ibicyclo[2.2.llhept-5-en-2-y11-4-
methox ' jno -1- 2'-meth 1 1 l'-bi hen 1 -4- 1 carbon 1 -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and
(1R,2R,3S,4S)-3-aminobicyclo[2.2.I]hept-5-ene-2-carboxamide, the title
compound was obtained in 55 % purity by HPLC. MS(ESI+): m/z = 487. Example
374: (2S,4M-N_[(2RS)-2-hydroxy-2-phenylethyl
l-1-[(2'-methoxyjl,1'-biphenEll-4- 



yl)carbonyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2'-methoxy[l,1'-biphenyl]- 4-carboxylic acid, and (IRS)-2-amino- 1
-phenylethanol, the title compound was obtained in 82  % purity by HPLC.
MS(ESI+): m/z = 488. Example 375: (2S,4EZ)-N-r(2RS)-2-hvdrox ro -4-(methox
ono 2'-methyl[ l.l' biphenyl]-4 yl carbon 1L-2-p)rrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methyl[ 1,1'-biphenyl]-4 1 6 APR 2004 -159 carboxylic acid, and
(2RS)-1-amino-2 propanol, the title compound was obtained in 90 %  purity
by HPLC. MS(ESI+): m/z T 410. Exam 1e 376: 2S 4E -N- 2 -2 3-dih drox ro 1
-4- methox 'mino -l- 2'-meth l- f 1,1'-biphenyll-4-y1)carbon,
l1-2_pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxyca7rbonyl)-4-(methoxyimino)-2-pyrrolid necarboxylic acid,
2'-methyl[1,1'-biphenyl]-4- carboxylic acid, and
(2RS)-3-amino-l,2-propanediol, the title compound was obtained in 67 %
purity by HPLC. MS(ESI+): m/z ~ 426. Example 377: (2S,4M-N (3
hydroxypropyl-4-(methox) imino)-1-[(2'-methyll1,1'-biphenyl
4-yl)carbonyl]-2 pyrrolidinecarboxanaide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and 3-amino-1 propanol, the title
compound was obtained in 90 % purity by  HPLC. MS(ESI+): m/z = 410. 



Example 378: (2S,4EZ)-N-(2-amino-2-oxoeth, l
[1,1'-biphenyl]--4-ylcarbony1)4- (methoxyimin-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and 2-aminoacetamide, the title
compound was obtained in 82 % purity by HPLC.  MS(ESI+): m/z = 395. Example
379: (2S,4EZ(2-amino-2-oxoe#hull-4-(methoxyimino~~(2'-meth[1,1'-
biphenyll-4 ylcarbonyl]-2-pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[l,1'-biphenyl]-4 16 APR2DDtr -160 carboxylic acid, and
2-aminoacetamide, the title compound was obtained in 92 % purity by  HPLC.
MS(ESI+): m/z = 409. Example 380: L2S,4EZ)-l-([1,l'-biphenyll^4
ylcarbonyI)-N-[(2RS)-2 hydroxy-2-(3-
hydroxyphenyl)ethy11-4-(methoxyimino)-22 ;pyrrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl  chloride, and 3-[(1RS)-2-amino-1
hydroxyethyl]phenol, the title compound was obtained in 88  % purity by
HPLC. MS(ESI+): m/z = 504. Exam le 381: 2S 4E -1- 1 1'-bi hen 1 -4- lcarbon
1 -N- lS 2R 3S 4R -3- drox - methyl)bicyclof2.2.1] ept-2-
11---4-(methox)dmino)-2-pyrrolidinecarboxamide Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(ter1-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, [
1,1'-biphenyl)-4-carbonyl  chloride, and
[(1R,2S,3R,4S)-3-aminobicyclo[2.2.1]hept-2-yl.]methanol, the title compound
was obtained in 64 % purity by HPLC. MS(ESI+): m/z = 462. Exam le 382: 2S
4E -N- 1R 2S 3R 4 -3- drox eth 1 bic clo 2.2.1 het-2- 11-1J 2'- methox 1
1'-bi hen 1 -4- 1 carbon 1 -4- metho mino -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- 



butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methoxy[
1,1'-biphenyl]- 4-carboxylic acid, and
[(1S,2R,3S,4R)-3-aminobicyclo[2.2.I]hept-2-yl]methanol, the title  compound
was obtained in 56 % purity by HPLC. MS(ESI+): m/z = 492. Example
383I2S,4EZ)-N-(trans-4-hydroxycvclohexyl)-1-[(2'-methoxy[IX-biphenyl -4-
yl)carbonyfl -4-(methoxyimino)-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methoxy[
1,1'-biphenyl] 1..6 APP, 2004 -161 4-carboxylic acid, and
trans-4-aminocyclohexanol, the title compound was obtained in 61 %  purity
by HPLC. MS(ESI+): m/z = 466. Exam le 384: 2-SAE N OR 2R -2- drox eth 1 c
clohex 1 -1- 2'-methox 1 1'- bipheny
i-4-yl)carbony11-4-(methoxyimino)-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyI)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2'-methoxy[1,1'-biphenyl]- 4-carboxylic acid, and
[(IR,2R)-2-azninocyclohexyl]methanol, the title compound was  obtained in
68 % purity by HPLC. MS(ESI+): m/z = 480. Example 385: (2S,4EZ)-N-f
(2RS1-2-hvdroxy-3 phenoxypropyl]-4-(methoxyimino}-1-1(2'-
methyl[1,1'-biphenyil-4-yI)carbon rylll-2-pyrrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolid uecarboxylic
acid, 2'-methyl[1,1'-biphenyl]-4- carboxylic acid, and
(2RS)-1-amino-3-phenoxy-2-propanol, the title compound was obtained  in 80
% purity by HPLC. MS(ESI+): m/z = 502. Exam le 386: 2S 4E -N- 2 -2-h dro
-2- 4-h drox hen ] eth 1 -4- methox -imino - 1 -j
2'-methyl[1,1'-biphenyll-4-yl)carbonyl-2 pysrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyr
rolidi.necarboxylic acid, 2'-methyl[1,1'-biphenyl]-4- carboxylic acid, and
4-[(IRS)-2-amino-1 hydroxyethyl]phenol, the title compound was  obtained in
76 % purity by BPLC. MS(ESI+): m/z = 488. 



Exam le 387: 2S 4E -N- 2R -2-h drox -2- 4-h drox hen 1 eth I -4- metbox
-innino - 1-[(2'-methoxy[
1,1'-biphenyl]-4-y1)carbonylL-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methoxy[
1,1'-biphenyI] 1 6 APR 2DO4 -162 4-carboxylic acid, and
4-[(1RS)-2-amino-l-hydroxyethyl]phenol, the title compound was  obtained in
90 % purity by HPLC. MS(ESI+): m/z = 504. Example 388: (2S,4EZ-
N1(2RS)-2-hydroxy-2-(4-hydroxyr-3-methoxyphenyl eethy11-1-[(2'- meth 1 1
1'-bi hen 1 -4- 1 carbon 1 -4- methox 'mino -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(metboxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methyl[I,1'-biphenyl]-4- carboxylic acid, and
4-[(1RS)-2-amino-l-hydroxyethyl]-2-methoxyplieinol, the title compound  was
obtained in 67 % purity by HPLC. MS(ESI+): m/z = 518. Exam le 389: 2S 4E -N
2R -2-h drox -2- 4 h drox -3-methox hen 1 eth 1 -1-f(27  y___ __ _y _
methox1 1'-bi hen 1 -4- l carbon 1 -4- methox o -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(ter t- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-methoxy[1,1'-biphenyl]- 4-carboxylic acid, and
4-[(IRS)-2-amino-l-hydroxyethyl]-2-methoxyphenol, the title  compound was
obtained in 87 % purity by HPLC. MS(ESI+): m/z = 534. Example 390:
(2S,4EZ)-N-[(2RS)-2-(_3,4-dihydroxyphenyfl-2-hyddroxyethyll-l -1(2'- methox
1,1'-bipheny11-4-yl)carbonyl]-4-(methoxyimino)-2-pyrrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-methoxy[1,1'-biphenyl]- 4-carboxylic acid, and
4-((IRS)-2-amino-l-hydroxyethyl]-1,2-benzenediol, the title compound  was
obtained in 69 % purity by HPLC. MS(ESI+): m/z = 520. Exam le 391: 2R 4E
-1- 1 1'-bi hen 1 -4- lcarbon 1 -N- 2 -2-h drox -2- hen l-
ethyll-4-(methoxyimino pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2R,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, [1,1'-biphenyl]-4-carbonyl 1..6 APR 2004 -163- chloride, and
(1RS)-2-amino-l-phenylethanol, the title compound was obtained in 90 %
purity  by HPLC. MS(ESI+): m/z = 456. Exam le 392: 2R 4E -N- 2R -2-h drox
-2- hen leth 1 -4- methox ' o -1- 2'- methyll1,1'-biphei yfl
4-yf)carbonyl]-2 pyrrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2R,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-methyl[
1,1'-biphenyl]-4- carboxylic acid, and (IRS)-2-amino-l-phenylethanol, the
title compound was obtained in 94 %  purity by HPLC. MS(ESI+): m/z = 472.
Exam le 393: 2S 4E -1- 2'-c ano 1 1'-bi hen 1 -4- 1 carbon 1 -N- 2 -2-h
drox -2- hen leth 1 -4- methox o -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tent
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2'-cyano[l,1'-biphenyl]-4- carboxylic acid, and
(IRS)-2-amino-I-phenylethanol, the title compound was obtained in 86 %
purity by HPLC. MS(ESI+): m/z = 483. Exam le 394: 2S 4E -1- 3' 4'-dichloro
1 1'-bi hen 11 471 carbon 1 -N 2R -2-h drox - 2-hen leth 1 -4- methox no
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
3',4'-dichloro[1,1'- biphenyl]-4-carboxylic acid, and
(IRS)-2-amino-l-phenylethanol, the title compound was  obtained in 89 %
purity by HPLC. MS(ESI+): m/z = 527. Example 395: {2S 4EZ)-l -[(2'
,6'-dimethylf l,l'-biphenyl]-4-yl)carbonyli N j(2RS)-2-hydroxy
2_phenylethyli-4-(methox)imino) 2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4E2)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',6'-dimethyl[1,1' 1 0 APP, 2004 



-164 biphenyl]-4-carboxylic acid, and (IRS)-2-amino-1 phenylethanol, the
title compound was  obtained in 95 % purity by HPLC. MS(ESI+): m/z = 486.
Exam le 396: 254E -1- 2' 3-dimeth 1 11'-bi hen i -4- 1 carbon 1 -N- -2 h
drox - 2_phenylethyl]-4- (methoxyimino)-2"pyrrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',3-dimethyl[I,l'- biphenyl]-4-carboxylic acid, and
(IRS)-2-amino-1-phenylethanol, the title compound was  obtained in 83 %
purity by HPLC. MS(ESI+): m/z = 486. Exam le 397: 2S 4E -N- 2R -2-h drox
-2- 3-h drox hen 1 etb 1 -4- methox -imino - I -(2'-methyl[
1,1'-biphenyl]-4-y1)carbonyl]-2-pyr_rolidinecarboxaraide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[l,1'-biphenyl]-4- carboxylic acid, and
3-[(1RS)-2-amino-l-hydroxyethyl]phenol, the title compound was  obtained in
70 % purity by HPLC. MS(ESI+): m/z = 488. Example 398:
C2S,4EZ)-N-1(2RS)-2-hydroxy-2-(3 hydrox hen iT eth 1 -4 methoxy-imino
1-f(2'-cyano[1,1'-biphenv1]-4-yl)carbonyl]-2 pyr_rolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(te7t- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-cyano[1,1'-biphenyl]-4- carboxylic acid, and 3-[(1RS)-2-amino-1
hydroxyethyl]phenol, the title compound was  obtained in 86 % purity by
IIPLC. MS(ESI+): m/z = 499. Example 399: (2S,4E~Z -N-f (2R5`)-2
hydroxy-2-(3-hydro henvl)eth 



aj -4-(methox 1- 3' 4'-dicbloro 1 1'-bi hen 1 -4- 1 carbon 1 -2-
olidinecarboxamide -amino Following the general method as outlined in
Example 22, starting from (2S,4EZ)-l -(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
3',4'-dichloro[1,1' 18 APR 2004 biphenyl]-4-carboxylic acid, and
3-[(1RS)-2-amino--l-hydroxyethyl]phenol, the title compound  was obtained
in 91 % purity by HPLC. MS(ESI+): mlz = 543. Example 400: (2S,4EZ)-N-f
(2RS)-2 hvdroxy-2-(3-hvdrox 1)ethvll-4-(methox 1 -f (2',6'
-dimethyl[1,1'-bipheny-4-yl)carbonyl}-2-pyrrolidinecarboxamide -amino
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',6'-dirnethyl[1,1'- biphenyl]-4-carboxylic acid, and
3-[(1RS)-2-amino-1 hydroxyethyl]phenol, the title compound  was obtained in
87 % purity by HPLC. MS(ESI+): m/z = 502. Example 401: (2S.4EZ)-N-f (2RS)-2
hvdroxv-2-(3 hvdrox eth l I -4-(methoxy-imino
1-f(2',3-dimethylF1,I'-bipheny11-4-yl)carbon lll-2-pyrrolidinecarboxamide
-165 hen tP hen M Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert- 



butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',3-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and
3-[(IRS)-2-amino-l-hydroxyethyl]phenol, the title compound  was obtained in
91 % purity by HPLC. MS(ESI+): m/z = 502. Example 402:
(2S,4EZ)-1-1(3',4'-dichlorofl 1'-birhen 11-4-vl)carbonyll-N-f
(2R,V)-2-hvdrox
2-(4-hydroxyphenyl)ethyl}-4-(methoxyimino)-2pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 3',4'-dicbloro[1,1'- biphenyl]-4-carboxylic acid, and
4-[(1RS)-2-amino-l-hydroxyethyl]phenol, the title compound  was obtained in
86 % purity by HPLC. MS(ESI+): mlz = 543. Example 403: 2S 4E -1- 2'
6'-dimeth 1 1 1'-bi hen 1 -4- 1 carbon 1 -N- 2 -2-h drox - 2-(4
hydroxyohenyl)ethyl}-4-(methoxyimino)-2 pyrrolidinecarboxanlide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2',6'-dimethyl[l,l' 'f 6 APR 2004 -166- biphenyl]-4-carboxylic acid,
and 4-[(1RS)-2-amino-l-hydroxyethyl]phenol, the title compound  was
obtained in 89 % purity by HPLC. MS(ESI+): m/z = 502. Example 404: 2S 4E -I
-{(2' 3-dimeth 1 1.1 1-bi hen 1 -4- 1 carbon 1 -N- 2 -2-h drox  244-h
droxyphenyl ethy1L(methoxyimiino~-2-pyxrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',3-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and
4-[(1RS)-2-amino-l-hydroxyethyl]phenol, the title compound  was obtained in
90 % purity by HPLC. MS(ESI+): m/z = 502. Example 405:
(2S,4EZ)-1-f(2',6'-dimethvlf 1 1'-biphen -4yl')carbonvll-N-f (2R3)-2-hvdrox
3-(4-methoxyphenox propyl]_4-Cmethoxyimino pyrrolidinecarboxamide 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',6'-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and
(2RS)-1-amino-3-(4-methoxyphenoxy)-2-propanol, the title  compound was
obtained in 87 % purity by HPLC. MS(ESI+): m/z = 546. Example 406:
(2S,4EZ)-l 2',3-dimethylf 1, 1'-biphen 11-4-vllcarbonvl -N-f (2R 3-
4-methox henox ro 1 -4- methox ' o -2- olidinecarboxamide -2-h drox
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',3-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and
(2RS)-l-amino-3-(4-methoxyphenoxy)-2-propanol, the title  compound was
obtained in 77 % purity by HPLC. MS(ESI+): m/z = 546. Exam le 407: 2S 4E N-
2-amino-2-oxoeth 1 -1- 2' 6'-dimeth 1 1 1'-bi hen 1 -4-
arbgp-yl]-4-(methox)'ino pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboayylic acid,
2',6'-dimethyl[l,1' 1 G APR 2DD4 -167 biphenyl]-4-carboxylic acid, and
2-aminoacetamide, the title compound was obtained in 88 %  purity by HPLC.
MS(ESI+): m/z = 423. Exam le 408: 2S 4E -N- 2-amino-2-oxoeth l -1- 2'
3-dimeth 1 1 1'-bi hen l -4- Icarbon 1 -4- methox ' o -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxylic acid, 2',3-dimethyl[1,1'- biphenyl]-4-carboxylic
acid, and 2-aininoacetamide, the title compound was obtained in 85 %
purity by HPLC. MS(ESI+): m/z = 423. 



Exam le 409: 2S 4E -N- 3-amino-3-oxo ro ] -1- 2' 6'-dimetb 1 1 1'-bi hen ]
-4- 1 carbon l -4- methox ' 'no -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(metboxyimino)-2-pyrrolidinecarboxylic acid,
2',6'-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and 3-aminopropionamide,
the title compound was obtained in 87  % purity by HPLC. MS(ESI+): m/z =
437. Exam; le 410: 2S 4E -N- 3-amino-3-oxo ro l -1- 2' 3-dimeth l 1 1'-bip
hen 11-4-  1 -4- methox 'mind -2- olidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyI)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',3-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and 3-aminopropionamide,
the title compound was obtained in 87  % purity by EPLC. MS(ESI+): m/z =
437. Example 411: 2$4E -1- 2' 6'-dimeth 1 1 1'-bi hen I -4- I carbon 3 Y  1
N- 2-h drox -1- drox eth l eth 1 -4- methox 'mina -2- olidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',6'-dimethyl[1,1' I6 APR 2004 - 168  biphenyl]-4-carboxylic acid,
and 2-amino-1,3 propanediol, the title compound was obtained in  70 %
purity by HPLC. MS(ESI+): m/z = 440. Exam Ie 412: 2S 4E -1- 2' 3-dimeth 1 1
1'-bi hen 1 -4- ]carbon 1 -N- 2-h drox -1- drox eth 1 eth 1 -4- metbox ino
-2- olidinecarboxamide Following the general method as outlined in Example
22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',3-dimethyl[1,l'- biphenyl]-4-carboxylic acid, and
2-amino-l,3-propanediol, the title compound was obtained in  68 % purity by
HPLC. MS(ESI+): m/z = 440. 



Example 413: 2S 4E -1- 2'-c ano 1 1'-bi hen 1 -4- 1 carbon 1 -N- 1R R -2-
(hydroxymethyl)cyclohexyll-4-(methoxyimino)-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-cyano[l,1'-biphenyl]-4- carboxylic acid, and
[(1R,2R)-2-aminocyclohexyl]methanol, the title compound was obtained  in 78
% purity by HPLC. MS(ESI+): mlz = 475. Exam le 414: 3EZ 5 -5- 3 4-dih dro-2
1 -iso uinolin lcarbon 1 -1- 2' 3-dimeth  bi hen 1 -4- 1 carbon l -3-
olidinone O-meth loxime 1 1.1' Following the general method as outlined in
Example 22, starting from (2S,4EZ)-t-(tert-
butoxycarbonyI)-4-(methoxyimino)-2pyrrolidinecarboxylic acid,
2',3-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and
1,2,3,4-tetrahydroisoquinoline, the title compound was  obtained in 77 %
purity by HPLC. MS(ESI+): m/z = 482. Exam le 415: 2S 4E -N- 1R -2 h drox
-1- ben leth 1 -4- methox ' o -1- 2'- meth lfy 1,1`bphenyll-4 yi)carbop
ll-2-pyrrolidinecarboxarnide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid, 2'
methyl[l,1'-biphenyl]-4 1 6 APR 2004 -169 carboxylic acid, and
(2R)-2-amino-2-phenylethanol, the title compound was obtained in 91 %
purity by HPLC. MS(BSI+): mlz = 472. Example 416:
(2S,4EZ)-1-[(2',6'-dimethylf_1,1'-biphenyli-4-yl)caxbonyll-N-r2-(4-
hydroxyphenyl)ethyl]-4-(methoxyimi o)-2-p3 rrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',6'-dimethyl[l,1'- biphenyl]-4-carboxylic acid, and
4-(2-aminoethyl)phenol, the title compound was obtained in  87 % purity by
IRLC. MS(ESI+): m/z = 486. Example 417: 2S 4E -1- 2' 3-dimeth 1 1 1'-bi hen
1 -4- l carbon 1 -N- 2- 4-h drox - 



phenyl)ethyl)-4-(methox mo)-2 pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimiuo)-2-pyrrolidinecarboxylic acid,
2',3-dimethyl[l,1'- biphenyl]-4-carboxylic acid, and
4-(2--aminoethyl)phenol, the title compound was obtained in  83 % purity by
HPLC. MS(ESI+): m/z = 486. Example 418:
(2S,4EZ)-1-[(2'.6'-dimethvl[1,1'-binhen I -4-v1)carbonvll-N-[2-(3-hvdirox
phen +~l)ethyll-4-(methoxyimino)-2 pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
2',6'-dimethyl[l,1'- biphenyl]-4-carboxylic acid, and
3-(2-aminoethyl)phenol, the title compound was obtained in  81 % purity by
HPLC. MS(ESI+): m/z = 486. Exam le 419: 2S 4E -1- 2' 3-dimeth 1 1 1'-bi hen
1 -4- 1 carbon 1 -N- 2- 3-h dro - phenyi)ethyl]-4-(methox)imino.
-2-pyrrolidinecarboxamide Following the general method as outlined in
Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',3-dimethyl[1,1' I B APR-2004  170-biphenyl]-4-carboxylic acid, and
3-(2-aminoethyl)phenol, the title compound was obtained in  89 % purity by
HPLC. MS(ESI+): m/z = 486. Exam le 420: 2S 4E -1- 2' 3-dimeth 1 1 1'-bi hen
1 -4- 1 carbon 1 NV IR 2 -2 h drox -1 2-di hen letb 1 -4- methox o -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2pyrrolidinecarboxylic acid, 2',3
-dimethyI [ 1,1'- biphenyl]-4-carboxylic acid, and
(IS,2R)-2-amino-1,2-diphenylethanol, the title compound  was obtained in 73
% purity by HPLC. MS(ESI+): m/z = 562. Example 421: 2 -2- 2S 4E -4- methox
' o -1- 2'-meth l 1 1'-bi hen l -4- 1 carbon 1 olidin i carbon 1 amino -3-
hen 1 ro anoic acid 



Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-methyl[l,1'-biphenyl]-4- carboxylic acid, and DL-phenylalanine,
the title compound was obtained in 62 % purity by  HPLC. MS(ESI+): m/z =
500. Example 422:
(2S,4M-N-r(1R,2S)-2-(aminocarbonyl)cyclohexyll-l-[(2',6'-dimethylf 11'-
bihen 1 -4- 1 carbon 1 -4- methox 'mino -2- olidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2',6'-dimethyl[1,1'- biphenyl]-4-carboxylic acid, and
(1S,2R)-2-aminocyclohexanecarboxamide, the title  compound was obtained in
92 % purity by HPLC. MS(ESI+): m/z = 491. Exam le 423: 2S 4E N 1R 2 -2-
aminocarbon l c clohex 1 -1- 2'.3-dimeth 1 1 P-
bipheny_1]_4ylarbonyll-4-(methoxyimino)_2-pvrrolidinecarboxarnide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',3-dimethyl[l,1' APR 2004 - 171 biphenyl]-4-carboxylic acid, and
(1S,2R)-2-aminocyclohexanecarboxamide, the title  compound was obtained in
91 % purity by BPLC. MS(ESI+): m/z = 491. Example 424: 4'- 254E -2- 4- 2-h
drox e`th 1 -l- i erazin 1 carbon 1 -4-
(methoxyimino)pyrrolidinyllcarbonyh}[1,1' biphenyll-2-carbonitrile
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-cyano[1,l'-biphenyl]-4- carboxylic acid, and
2-(1-piperazinyl)ethanol, the title compound was obtained in 89 % purity
by HPLC. MS(ESI+): m/z = 476. Exam le 425: 3EZ 5 -l - 3' 4'-dichloro 1
I'-bi hen i -4- 1 carbon i -5- 4- 2-
hydroxyeth_y_l)-1-piperazinyllcarbonyl}-3-pyrrolidinone 0-methyloxime
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l -(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 3',4'-dichloro[1,1'- biphenyl] -4-carboxylic acid, and 2-(1
piperazinyl)ethanol, the title compound was obtained in  



86 % purity by HPLC. MS(ESI+): m/z = 520. Exam le 426: 3EZ 5 -1- 2'
6'-dimeth 1 1 l'-bi hen 1 -4- l carbon l -5- 4- 2- hydroxye i
piperazinyl_]carbonyl}-3 pyrrolidinone O-methyloxime Following the general
method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2',6'-dimethyl[l,1'- biphenyl]-4-carboxylic acid, and
2-(1-piperazinyl)ethanol, the title compound was obtained in  79 % purity
by HPLC. MS(ESI+): m/z = 479. Exam le 427: 3EZ 5 -1- 2' 3-dimeth 1 1 1'-bi
hen 1 -4- 1 carbon l -5- 4- 2-
hydroxyethyl)-1piperazinyl]carbonyl}-3_pyrrolidinone O-methyloxime
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2',3-dimethyl[1,1' IGAPR2O4 -172 biphenyl] -4-carboxylic acid, and
2-(1-piperazinyl)ethanol, the title compound was obtained in  86 % purity
by IiPLC. MS(ESI+): m/z = 479. Exam le 428: 3EZ 5
-1-rL2-methyIrl,1'-bipheny 1 -4- l carbon l -5- 4- 4
trifluoromethyl)phenvlJ-piperazinyllcarbonyl)-3-pyrrolidinone O-methyloxime
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methyl[1,1'-biphenyl]-4- carboxylic acid, and
1-[4-(trifluoromethyl)phenyl]piperazine, the title compound was obtained
in 89 % purity by HPLC. MS(ESI+): m/z = 565. Exam le 429: 3EZ 5 -1- 2'-meth
1 1 1'-bi hen l -4- l carbon l -5- 4- 3- trifluoro-
methyl)phenyl]-1-piperazinyl}carbon yl)-3-pVrrolidinone O-methyloxime
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-methyi[1,I'-biphenyl]-4- carboxylic acid, and
1-[3-(trifluoromethyl)phenyl]piperazine, the title compound was obtained
in 88 % purity by BPLC. MS(ESI+): m/z = 565. Example 430: 2S 4E -4- methox
' ino -1- 2'-meth 1 1 1'-bi hen 1 -4- 1 carbon 1]-2- --y 



Following the general method-as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2' -methyl [ I ,1'-biphenyl]-4- carboxylic acid, and ammonia (0.5M in
dioxane), the title compound was obtained in 88 %  purity by HPLC.
MS(ESI+): mlz = 352. Example 431: 2S 4E -4- methox ' 'no -N-meth
1-142'-meth 1 1 1'-bi hen 1]-4- y  carbonyll-2-pyrrolidinecarboxamide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2' -methyl[ 1,1'-biphenyl]-4 1 8 APR 2004 -173 carboxylic acid, and
methylamine (2M in methanol), the title compound was obtained in 96 %
purity by BPLC. MS(ESI+): m/z = 366. Example 432: (2S,4EZ -4-(methox)dmino)
NNN dimethyl-I-1(2'-methyl[1,1'-biphenyl]-4-
yl)carbonyl-2-pyrrolidinecarbox amide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[i,1'-biphenyl]4- carboxylic acid, and dimethylamine (5.6M in
ethanol), the title compound was obtained in 94  % purity by HPLC.
MS(ESI+): m/z = 3 80. Example 433:
(2S,4EZ)-N-f(3R)-3-hvdroxv3-phenylpropyl]-4--(rnetbox rimino [ 2'
methyl[1,1'-biphenyl]-4-yl)carbonyl,]-2 pyrrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methyl[1,1' biphenyl]-4- carboxylic acid, and
(1R)-3-amino-l-phenyl-1 propanol, the title compound was obtained in  94%
purity by HPLC. MS(ESI+): m/z = 486. Example 434: (2S,4EZ)-N-f
(3S)-3-hvdroxv-3-phen ro -4-(methox m 



methvlf 1,1'-biphenyl]-4-y1)carbonyll-2 pyrrolidinecarboxamide Following
the general method as outlined in Example 22, starting from
(2S,4EZ)-1-(tert- butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic
acid, 2'-methyl] 1,1'-biphenyl]-4- carboxylic acid, and (1S)-3-amino-1
phenyl-1 propanol, the title compound was obtained in  91 % purity by HPLC.
MS(ESI+): m/z = 486. Example 435:
(2S,4EZ)-1-([1,l'-biphenyl-4-)lcarbonyl)-N-f (3R)-3-hvdroxv _3-phenyl
prop-4-(methoxyimino)-2-pyn olidinecarboxamide Following the general method
as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, [
1,1'-biphenyl]-4-carbonyl I APR 2004 -174 chloride, and
(1R)-3-amino-1phenyl-l-propanol, the title compound was obtained in 94 %
purity by HPLC. MS(ESI+): m/z = 472. Example 436: 2S 4E -1- 1 1'-bi hen 1
--4- lcarbon 1 -N- 3 -3-h drox -3- hen 1- ro 1 -
4-(methoxyimino)-2-p3rrolidinecarboxamide Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(metboxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and (IS)-3-amino-l-phenyl-l-propanol,
the title compound was obtained in 93 %  purity by HPLC. MS(ESI+): m/z =
472. Exam le 437: 2S 4E -N 2 -2-h drox -2- hen leth 1 -4- methox 'wino -1-
2'- trifluorometh 1 1 1'-bi hen 1 -4- 1 carbon l -2- olidinecarboxaniide
Following the general method as outlined in Example 22, starting from
(2S,4EZ)-l-(tert- butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic
acid, 2'-(trifluoromethyl)[1,l'- biphenyl]-4-carboxylic acid, and
(IS)-2-amino-l-phenyl.ethanol, the title compound was  obtained in 87 %
purity by HPLC. MS(ESI+): m/z = 526. Exam le 438: 2S 4E -N- 2 -2-h drox -2-
hen leth 1 .-4- methox ' o -1- 2'- chloro 1 1 '-bi hen 1 -4- 1 carbon 1 -2-
olidinecarboxamide Following the general method as outlined in Example 22,
starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid, 2'-chloro [
1,1'-biphenyl]-4- 



carboxylic acid, and (1S)-2-amino-l-phenylethanol, the title compound was
obtained in 89%  purity by HPLC. MS(ESI+): m/z = 492. Example 439:
(2S.4EZ)-N-(2-hvdrox a hen 4- 1 carbon 1 -2- olidinecarboxamide 1
-4-(methox no 2'-meth 1 1 1' biphen Following the general method as
outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[1,1'-biphenyl]-4 APR2a4 -175 carboxylic acid, and 2-aminophenol,
the title compound was obtained in 88 % purity by  HPLC. MS(ESI+): mlz =
444. Exam le 440: 2S 4E -N- 2- drox eth I hen 1 -4- methox ino -1- 2'-meth
1- l 1'- bi hen I -4- I carbon l -2- olidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2'-methyl[l,1'-biphenyl]-4- carboxylic acid, and (2-aminophenyl)methanol,
the title compound was obtained in 86%  purity by B PLC. MS(ESI+): m/z =
458. Example 441: (2S 4EZ}-N-[(2S)-2 h droxy
2-phenJethhyll-4_(methoxyimino)-1-[(2- meth, 1 1
1'-biphenyl1-4-yl)carbonyl]-2 pyrrolidinecarboxamide Following the general
method as outlined in Example 22, starting from (2S,4EZ)-l-(tert-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2-methyl[1,1'-biphenyl]-4- 



carboxylic acid, and (13)-2-amino-1 phenylethanol, the title compound was
obtained in 95 %  purity by HPLC. MS(ESI+): m/z = 472. Exam le 442: (28,4E
and 4Z)-1 - 1 1'-bi hen 1 -4- lcarbon 1 -N- 2 -2-h drox -2-
phenylethyl}-4-(methoxy_imino)-2-pyrrolidinecarboxamide Following the
general method as outlined in Example 22, starting from (2S,4EZ)-1-(tert-
butoxycarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxylic acid,
[1,1'-biphenyl]-4-carbonyl  chloride, and (1S)-2-amino-1 phenylethanol, the
title compounds were obtained as a mixture  of EIZ-isomers of the oxime
functionality. Separation of the isomers by flash chromatography  yielded
2S 4 -1- 1 1'-bi hen 1 -4- lcarbon l -N- 2 -2-h drox -2- hen leg 1 -4-
methox ' ino -2- olidinecarboxamide in 98.8 % purity and (2S,4Z
-([1,1'-bipbenyli4  lcarbon 1 -N- 2 .2-h drox -2- hen leth I -4- methox '
ino -2- olidinecarboxamide  in 97.4 % purity by :PLC. MS(ESI+): m/z = 458,
Example 443: 2S 4EZ)-4 'methoxyimino 2'-methvlF1 1'-binhen
11-4-v1)carbonvll-llr (2 phenyleth)+I}-2-pyrrolidinecarboxarnide IGAPP,2004
, -176 Following the general method as outlined in Example 22, starting
from (2S,4EZ)-l-(tent-
butoxycarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxylic acid,
2-methyl[l,1'-biphenyl]-4- carboxylic acid, and 2 phenylethanamine, the
title compound was obtained in 89% purity by  HPLC. MS(ESI+): mlz = 456.
Example 444 : Preparation of a pharmaceutical formulation The following
formulation examples illustrate representative pharmaceutical compositions
according to the present invention being not restricted thereto. 



Formulation I -- Tablets A pyrrolidine compound of formula I is admixed as
a dry powder with a dry gelatin binder in an approximate 1:2 weight ration.
A minor amount of magnesium stearate is added as a  lubricant. The mixture
is formed into 240-270 mg tablets (80-90 mg of active pyrrolidine  compound
per tablet) in a tablet press. Formulation 2 - Capsules A pyrrolidine
compound of formula I is admixed as a dry powder with a starch diluent in
an  approximate 1:1 weight ratio. The mixture is filled into 250 mg
capsules (125 mg of active  pyrrolidine compound per capsule). Formulation
3 - Liquid A pyrrolidine compound of formula I (1250 mg), sucrose (1.75 g)
and xanthan gum (4 mg) are  blended, passed through a No. 10 mesh U.S.
sieve, and then mixed with a previously prepared  solution of
microcrystalline cellulose and sodium carboxymethyl cellulose (11:89, 50
mg) in  water. Sodium benzoate (10 mg), flavor, and color are diluted with
water and added with  stirring. Sufficient water is then added to produce a
total volume of 5 mL. Formulation 4 - Tablets A pyrrolidine compound of
formula I is admixed as a dry powder with a dry gelatin binder in  an
approximate 1:2 weight ratio. A minor amount of magnesium stearate is added
as a  lubricant. The mixture is formed into 450-900 mg tablets (150-300 mg
of active pyrrolidine  compound) in a tablet press. '16 APR 2004 -177
Formulation 5 - Injection A pyrrolidine compound of formula I is dissolved
in a buffered sterile saline injectable  aqueous medium to a concentration
of approximately 5 mg/ml. Exam le 445 : Biological assays a) In vitro
binding assay (SPA) Membranes from BEK293EBNA cells expressing the hOT
receptor were resuspended in  buffer containing 50 mM Tris-HC1, pH 7.4, 5
mM MgC12 and 0.1 % BSA (wlv). The mem- 



branes (2-4 g) were mixed with 0.1 mg wheat-germ aglutinin (VGA) SPA bead
(type A) and  increasing concentrations of [125J]-OVTA (for saturation
binding experiments) or 0.2 nM  [1251]-OVTA (for competition binding
experiments). Non specific binding was deter-mined in  the presence of 1 VM
Oxytocin. The total assay volume was 100 l. The plates were  incubated at
room temperature for 30 min and counted on a Mibrobeta plate counter. The
competition binding data were analysed using the iterative, nonlinear,
curve-fitting program,  Prism. b) Biological Results - Discussion The
binding affinities to the oxytocin receptor of the pyrrolidine derivatives
claimed in the  formula I were assessed using the above described in vitro
biological assay. Representative  values for some example compounds are
given in Table 1 below. The values refer to the  binding capacity of the
example compounds according to formula Ito the Oxytocin receptor.  From the
values shown in Table 1 it can be derived that said test compounds
according to  formula I do show a significant binding to the Oxytocin
receptor. Table I IGAPR2004 - 178    tfiuirmart:OT. -~. .'i:.~t - -r"5~ - -
t:~i - rv~.k'Ci~~'.h  v  ]. ~ t+1y-~ :- _"_Y i=~!T~~'i i.'}~~ -.: :r.. i~.r
'F'r 1 



fig -F.,. 1=_ - - r_ ":. L..s-'r.~V ^ T_':r: ~.  :'  C .. .  ,  ~.f:. - -,_
- .W . .~ .J..-a+ ie-`. : ~~~  [S HO  O-N NH
(2S,4E)-N-[(2S)-2-hydroxy-2-pheny[ethyl] N O (metho4mino)-l-[(2
methyl[l.l'-biphenyq- 0.13 o k4yi)carbonyl]-2-pyrrolidinecarboxamide HO 



NH(2S,4Z)-N-[(2S)2-hydroxy-2-phenylelhyij N
(methoxyimino)-1-[(2-methylj1.1'-biphenyl]- 0.07
O4-yl)carbonyl]-2-pyrroiidinecarboxamide  o.~(37,5S)-5-(1
H-benzimidazol-2-yl)-1-((1,1'- N bipheny]-4-Acarbonyl3pyrrolidinone O-0.63
N - methyloxme o HN ca (2S,4Z)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-  N
(chloromethylene)-N-1(2RS)-2-hydroxy-2-0.35 N oH
ophenylethyi]-2-pyrroiidinecarboxamide O HO  N H
NH(2S,4EZ}-N-[(2RS}-2-hydroxy-2- O phenylethyi]-4-(metho4mino)-1-(3-  0 



phenoxybenzoyl)-2-pyrrolidinecarboxamide2.3 k i  16 APR 2004 -179 ' ,~:i -
- " :.,~.,. _,,}.y 3"_ _ _~-y._' - .ii+:=;. _ - ''F::L - tr'tSaC:rri'1:;
4:.vk ~,:.y._.2=.''_~'~tcr;' J '~'' Jtel:" - - - - :_F?y -n{ ~ - :'v`:
-:rte i . _ <<. ...31. _`j':i::: r%r:~ :~4t.~.;'- _ ~: ~T ~ ~~~~ .,r _ ~
'~~~ Struc~ura~ ;~i~=1Vam  #UP - - =~e~ ~ 0 . _ ~ 



;;~ . _ r. = . ..>z .,_ - - .  O NH2  0  N`
NH(2S,4EZ)-N-(3-amino-3-oxopropyl>4-[(2',3-
Ndimethyl[1,1'-biphenyl]-4-yi)caThonyl]-4- 0.54 O
(methoxyimino)-2-pyrra1idinecarboxamide O  O N&
HO(2S,4EZ)-1-((2'-chloro[1,1'-biphenyl]-4- N `
/yl)carbonyl]-N-[(2S)-2-hydroxy-2- 0.17 O phenylethyl]-4-(methoxyimino)-2-
0pyrrolidinecarboxamide OH o  



s  NH(2S,4EZ)-N-(3-hydroxypropyl)-4- N'
~[(methoxyimino)-1-[(2'-methyl[1,1'-biphenyl]- 0.37 0
4-yi)carbonyl]-2-pyrrolid inecarboxamide O  O OH ~
(3EZ,5S)-5-[(4-hydroxy-1- 1 1 , piperidinyi)carbonyl]-1-[(2'-methyl[1,1'- 0
'N` N30 0. biphenyl]-4-y1)carbonyl]-3-pyrrolidinone 0- 0 methyloxime [ \O
HO(2S,4~-N-[(1 R,2R}-2- NH(hydroxymethyl)cyclohexyl]-1-[(2'- N0.55 0
methoxyll,l'-biphenyl]-4-yl)carbonyl]-4- O
o(methoxyimino)-2-pyrrolidinecarboxamide According to a preferred
embodiment, the compounds display binding affinities (K; (M)) of  less 0.40
.LM, more preferred of less than 0.1 M. 



I APR 2DD4 -180 c) Functional assay No.1: Inhibition of Cat+-mobilization
by FLIPR Preparing the plates: FLIPR-plates were pre-coated with PLL 10g/m1
+ 0.1 % gelatine for  30min up to 2 days at 37 C (for HEK-cells). The cells
were plated out into 96-well plates  (60000 cells/well). Labelling with
fluo-4: 50g fluo-4 were dissolved in 200 pluronic acid (20% in DMSO). The
dissolved fluo-4 was then diluted in 10ml DMEM F12 medium without FCS. The
medium was removed from the plates, followed by one wash with DMEM-F12
medium. Now, I000 of  the DMEM-F12 medium containing fluo-4 were added and
the cells incubated for 1-1.5h  (CHO-cells), and 1.5-2h (HEK-cells).
Buffer: 145mM NaCl, 5mM KC1, 1mM MgC12, 10mM Hepes, 10mM Glucose, EGTA.
Adjust  to pH 7.4. Pr aration of a onists and antagonists: A minimum of
80111/well of agonists and anta-gonists  (5x) in the above buffer (lx) were
prepared (96-well plates). The activities of the pyrrolidine derivatives
according to formula I were assessed using the  above described in vitro
biological assay. Representative values for some example compounds  are
given in Table 2 below. The values refer to the capacity of the example
compounds  according to formula Ito effectively antagonize oxytocin-induced
intracellular Cat+- mobilization mediated by the Oxytocin receptor. From
the values shown in Table 2 it can be  derived that said example test
compounds according to formula I do exhibit a significant  activity as
Oxytocin receptor antagonists. 1 APR 2004 - 181 Table 2 0 HO
(2S,4E)-N-1(2S)-2-hydroxy-2-phenytethyl  (methoxyimino)-1-[(2'-methyl[1,
V-biphenyl] 



4-yi)carbonyl]-2 pyrrolidinecarboxamide
(2S,4Z)-N-[(2S)-2-hydroxy-2-phenyiethylJ
(methoxyimino)-1-[(2'-roethyl[1.1=biphenyt)
4-yi)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(3R)-3-hydroxy-3-
phenylpropyl]-4-(methoxyimino)-1-[(2'-
methyi[1,1-biphenyl]-0-yl)carbonyl]-2 pyrrolidinecarboxamide (3Z,5S}-5-(1
H-benzimidazoI-2-yt}1-([1,1'- biphenyl]-4-ylcarbon 1)-3-pyrroiidinone 0-
methyloxime (2S,4Z)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-
(2-hydroxyethyl)-4-(methoxyimino)-2 pyrrolidinecarboxamide 0.07 0.03 0.32
0.4 0.65 '18 APR 2t 4 -I82 d) Functional assay No. 2: Inhibition
ofLP3-Synthesis in HEK/EBNA-OTR cells  Stimulation of the cells: HEK/EBNA
OTR(rat or human) cells were plated out into costar 12- well plates, and
equilibrated for 15-24h with [3H]-inositol in medium without inositol
supplement, with 1% FCS (0.5m1/well). 4 Ci/mi were' used. After this, the
medium  containing the label was aspirated. Then was added DMEM (without
FCS, inositol), 20mM  Hepes, lmglml BSA containing 10mM LiC1(freshly
prepared), for 10-15min at 37C. The  agonists and antagonists were added
for the time required (15-45min), followed by aspiration  of the medium.
The reaction was stopped with lml STOP-solution (0.4 M perchloric acid),  



and let sit for 5-10min at RT (not longer). Then, 0.8m1 were transferred
into tubes containing  0.4m1 of neutralizing solution (0.72 M KOH/0.6M
KHCO3), and the tubes vortexed and kept  in the cold at least for 2h. At
this stage, samples could be kept over a prolonged period of time.
Separation of XP's: The samples were spun in a tabletop centrifuge at
3000-4000 rpm for  15min. lml of the supernatant was transferred to new
tubes containing 2.5m1 H2O. Packed  resin (0.8m1) was equilibrated with
20m1 H2O, and the whole samples poured onto the  columns. To discard free
inositol, two washes with 1Oml H2O were carried out. Elution of total IP's:
The elution was achieved using 3m1 IM ammonium formate/0.1M formic  acid.
The eluant was collected in scintillation counting tubes, followed by
addition of 7m1 of  scintillation liquid, Mixing and counting concluded the
operation. The activities of the pyrrolidine derivatives claimed in the
formula I were assessed using the  above described in vitro biological
assay. Representative values for some example compounds  are given in Table
3 below. The values refer to the capacity of the example compounds
according to formula I to effectively antagonize oxytocin-induced
1P3-synthesis mediated by  the Oxytocin receptor. From the values shown in
Table 3 it can be derived that said example  test compounds according to
formula I do exhibit a significant activity as Oxytocin receptor
antagonists. '18 APR 2004 -183 Table 3  :'4. :a.~ y,_ - il;'- _ :i:`_ r5}_'
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!_ 5'. ~:'~- 1 l: V~r~-: _.'~~^' - 'i {JSV~{ :; ~7 ~e + _ - . _ n . , ::a_
..- '. ..   NH{28,4E}N-[(2S)-2-hydroxy-2-phenyteth
N(methoxyimino}1-[(2-methyl[7,l'-biphenyg-0.33
04'yl)carbonyl}-2-pyrrolidinecarboxamide NO
NH(2S,4Z)-N-[(2S)-2-hydroxy-2-phenyteth N1'-biphenyl]- 0.03
(methoxyimino)-1-[(2'-methyljl O 



,  04-yi)carbonyl)-2-pyrrolidinecarboxarnide o,N
(2S,4Z)-1-([1,1'-biphenyl]-4-ylcarbony)-N- L \
N[(2RS)-2-hydroxy-2-phenylethyl]-4-0.35
N(methoxyimino)-2-pyrrolidinecarboxamide 0 0 1 8 APR 2004 - 184 e) In vivo
rnodel for inhibtion of uterine contractions Non pregnant Charles River
CD(SD) BR female rats (9-10 weeks old, 200-250g) were treated  at 18 and 24
hours before the experiment with 250 gg/kg, i.p. diethylstilbestrol (DES).
For the  assay, the animal was anaesthetised by urethane (1.75 g/kg, i.p.)
and placed on an  homeothermic operating table. The trachea was isolated
and cannulated with a suitable  polyethylene (PE) tubing. A midline
incision at the hypogastrium level was made and one  uterine horn exposed,
its cephalic end cannulated with a PE240 tubing and, after filling the
internal cavity with 0.2 ml of sterile physiological saline, connected to a
"Gemini"  amplifying/recording system via a P23ID Gould Statham pressure
transducer. For the i.v.  route of administration of the test compounds,
one jugular vein was isolated and cannulated  with a PE60 tubing connected
to a butterfly needle to allow the administration by a dispensing  syringe.
In the case of intraduodenal administration of the test compounds, the
duodenum was  isolated and similarly cannulated through a small incision in
its wall. One carotid artery was  also isolated and cannulated with PE60
catheter and connected to a suitable syringe for blood  sample collection
(see below). After a stabilization period, the same dose of oxytocin was
repeatedly injected intravenously at 30-min intervals. When comparable
contractile responses  of the uterus to the selected dose of oxytocin were
obtained, the dose of the test or reference  compound was administered.
Further injections of the same dose of oxytocin were then made  



for a suitable time after treatment to assess inhibitory effects of the
compounds under study.  The contractile response of the uterus to oxytocin
was quantified by measuring the intrauterine  pressure and the number of
contractions. The effect of the reference and test compounds were
evaluated by comparing pre- and post-treatment pressure values. In
addition, at 2, 30, 90 and  210 minutes after test compound administration,
a 0.5-m1 blood sample was withdrawn from  the cannulated carotid artery of
each experimental animal. Plasma was obtained by standard  laboratory
procedure and the resulting samples were stored at 20C. The activities of
the pyrrolidine derivatives claimed in the formula I were assessed using
the  above described in vivo biological assay. Representative values for
one example compound  are given in Table 4 below. The values refer to the
capacity of the example compound 18 APR 2004 -185 according to formula Ito
effectively antagonize oxytocin-induced uterine contractions in the  rat.
From the values shown in Table 4 it can be derived that said example test
compound  according to formula I does exhibit a significant activity as
tocolytic, i.e. uterine-relaxing,  agent. Table 4 N MIA  x- rt ~.~a.
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) ltk phenylethAA-{methoxyimino}  7-I(2-methylt9.V-biphenyU-4-
pyrrolldinecarboxamidem  g -65.66.410 - 76.5 } 4.2430  1 APR 2004 - 186
Claims 1. Pyrrolidine derivatives according to formula I I as well as its
geometrical isomers, its optically active forms as enantiomers, diastereo-
mers and its racemate forms, as well as pharmaceutically acceptable salts
thereof, wherein X is selected from the group consisting of CR6R7, NOR6,
NNR6R7; A is selected from the group consisting of -(C=O)-, -(C=O)-O-,
-C(=NH)-, -(C=O)-NH-, - (C=S)-NH, -SO2-, -SO2NH-, -CH2-, B is either a
group -(C=O)-NR8R9 or represents a heterocyclic residue having the formula
Q-(C H2)n  11 i z-E (R )m wherein Q is NR10, 0 or S; n is an integer
selected of 0, 1 or 2; Y, Z and E form together with the 2 carbons to which
they are attached a 5-6 membered  



aryl or heteroaryl ring, m is an integer selected of 0, 1, 2 or 3; G APR
2004 - 187  R1 is selected from the group comprising or consisting of
unsubstituted or substituted C1- C6-alkyl, unsubstituted or substituted
C2-C6-alkenyl, unsubstituted or substituted C2-C6- alkynyl, unsubstituted
or substituted aryl, unsubstituted or substituted heteroaryl, unsubstituted
or substituted saturated or unsaturated 3-8-membered cycloalkyl, acyl,
unsubstituted or substituted C1-C6-alkyl aryl, unsubstituted or substituted
C1-C6-alkyl  heteroaryl, said cycloalkyl or aryl or heteroaryl groups may
be fused with 1-2 further  cycloalkyl or aryl or heteroaryl group; R2, R3,
R4 and R5 are independently selected from each other from the group
consisting of  hydrogen, halogen, C1-C6-alkyl, C1-C6-alkoxy; R6 and R7 are
independently selected from the group comprising or consisting of hy-
drogen, unsubstituted or substituted C1-C6 alkyl, unsubstituted or
substituted C2-C6 ' alkenyl, unsubstituted or substituted C2-C6 alkenyl,
unsubstituted or substituted alkoxy,  unsubstituted or substituted
thioalkoxy, halogen, cyan, nitro, acyl, alkoxycarbonyl,  aminocarbonyl,
unsubstituted or substituted saturated or unsaturated 3-8-membered
cycloalkyl which may contain 1 to 3 heteroatoms selected of N, 0, S,
unsubstituted or  substituted aryl, unsubstituted or substituted
heteroaryl, unsubstituted or substituted C1- C6-alkyl aryl, unsubstituted
or substituted C1-C6-alkyl heteroaryl; R8, R9 and R1Q are independently
selected from the group comprising or consisting of  hydrogen,
unsubstituted or substituted C1-C6 alkyl, unsubstituted or substituted
C2-C6  alkenyl, unsubstituted or substituted C2-C6 alkynyI, unsubstituted
or substituted saturated  or unsaturated 3-8-membered cycloalkyl which may
contain 1 to 3 heteroatoms selected  of N, 0, S, unsubstituted or
substituted aryl, unsubstituted or substituted heteroaryl, or each pair R6,
R7 and/or R8, R9 could form together with the N atom to which they are
attached a 3-8 membered substituted or unsubstituted, saturated or
unsaturated hetero- cyclic ring which may contain 1-2 further heteroatoms
selected from N, S and 0 and  which is optionally fused with an aryl,
heteroaryl or 3-8 membered saturated or un- 



saturated cycloalkyl ring; 1 6 APR 200% R11 is selected from the group
comprising or consisting of hydrogen, unsubstituted or  substituted
C1-C6-alkyl, unsubstituted or substituted alkenyl, unsubstituted or
substi-toted  alkynyl, hydroxy, mercapto, alkoxy, thioalkoxy, aryl,
heteroaryl, halogen, nitro, cyano,  acyl, acyloxy, acylamino,
aminocarbonyl, alkoxycarbonyl, sulfonyl, sulfoxy, carboxyl,  primary,
secondary or tertiary amino groups or quartemary ammonium moieties,
unsubstituted or substituted saturated or unsaturated 3-8-membered
cyclo-alkyl, with the proviso that if X is (=CH2), A is -(C=O)-O-, R3 is a
t-butyl group, B could not be  -(C=O) NMe2, -(C=O)-NHMe,
-(C=O)-NH-CH(Me)-(C-O)-NH-CH(Me)-COON, - (C=O)-NH-CH(COOCH2-Ph)-CH2-COOPh;
with the further proviso that if X is (CHR) with R6 being cyclohexylmethyl,
A is - (C=O)-O-, R3 is a t-butyl group, B could not be -(C=O) NH-t-butyl;
with the further proviso that if X is a C3 -C20 alkylidene, A is -(C=O)-O-,
R' is a t-butyl, B  could not be Hal  CHMe  I N-CH_ O, ASR H with R being
C3-C12 alkyl and Hal being Cl, Br, J; with the final proviso that if X is a
C3-C20 alkylidene, A-Rl is a protective group, B could  not be [ 6 APR 2004
-189 OR  &Me  O 1 >-H-CHOSR 



HO with R being H or C1-C12 alkyl. 2. A pyrrolidine derivative according to
claim 1, wherein B is a group -(C=O)-NM?, in  which R9 is selected from the
group consisting of unsubstituted or substituted Cl-C6 alkyl,
unsubstituted or substituted C2-C6 alkenyl, unsubstituted or substituted
C2-C6 alkynyl,  unsubstituted or substituted saturated or unsaturated
3-6-membered cycloalkyl which  optionally contains a N atom, unsubstituted
or substituted aryl, unsubstituted or  substituted heteroaryl,
unsubstituted or substituted Cl-C2-alkyl aryl, unsubstituted or
substituted Cl-C2-alkyl heteroaryl. 3. A pyrrolidine derivative according
to claim 1, wherein B is a fused heterocycle of the  formula 4. A
pyrrolidine derivative according to claim 2, wherein R9 is a heteroaryl
selected from  pyridyl, pyrrolyl, furyl, thienyl, imidazolyl, oxazolyl,
isoxazolyl, thiazolyl, isothia-zolyl,  pyrazolyl, 1,2,3-triazolyl,
1,2,4-triazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2;5- oxadiazolyl,
1,3,4-oxadiazolyl, 1,3,4-triazi.nyl, 1,2,3-triazinyl, benzo-fu yl, [2,3-
dihydro]benzofuryl, isobenzofuryl, benzothienyl, benzotriazolyl,
isobenzo-thienyl, 2,1,3 APR 2D04 - 190 -- benzothiadiazolyl,
2,1,3-benzoxadiazolyl, benzodioxolyl, indolyl, isoindolyl, 3H-indolyl,
benzimidazolyl, imidazo[1,2-a]pyridyl, benzothiazolyl, benzoxazolyl,
quinolizinyl,  quinazolinyl, phthalazinyl, quinoxalinyl, cinnnolinyl,
napthyridinyl, pyrido[3,4-b]pyridyl,  pyrido[3,2 b]pyridyl, pyndo[4,3
b]pyridyl, quinolyl, isoquinolyl, tetrazolyl, 5,6,7,8- tetrahydroquinolyl,
5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridinyl, carbazolyl,  xanthenyl,
acridinyl or benzoquinolyl and whereby said heteroaryl could be fused with
a  3-8-membered cycloalkyl containing optionally 1-3 heteroatoms selected
from N, 0, S. 5. A pyrrolidine derivative according to any of the preceding
claims, wherein X is NWR6,  and R6 is selected from the group consisting of
H, unsubstituted or substituted Cl-C6  alkyl, unsubstituted or substituted
C2-C6 alkenyl, unsubstituted or substituted C2-C6  alkynyl, unsubstituted
or substituted acyl, unsubstituted or substituted aryl, unsubstituted 



or substituted heteroaryl, unsubstituted or substituted saturated or
unsaturated 3-8- membered cycloalkyl, unsubstituted or substituted
Ci-C6--alkyl aryl, unsubstituted or  substituted CI -C6-alkyl heteroaryl,
said cycloalkyl or aryl or heteroaryl groups maybe  fused with 1-2 further
cycloalkyl or aryl or heteroaryl groups. 6. A pyrrolidine derivative
according to claim 5, wherein R6 is H, CH3, unsubstituted or  substituted
CH2-phenyl or allyl, preferably H or methyl. 7. A pyrrolidine derivative
according to any of the claims 1-4, wherein Xis CHR6, R6 is  selected from
the group consisting of halogen, cyan, unsubstituted or substituted C3-C6
alkyl, unsubstituted or substituted C2-C6 alkenyl, unsubstituted or
substituted C2-C6  allcynyl, unsubstituted or substituted alkoxy,
unsubstituted or substituted thioalkoxy, nitro,  acyl, alkoxycarbonyl,
aminocarbonyl, unsubstituted or substituted aryl, unsubstituted or
substituted heteroaryl, unsubstituted or substituted saturated or
unsaturated 3-8-membered  cycloalkyl, unsubstituted or substituted
C1-C6-alkyl aryl, unsubstituted or substituted Cl- C6-alkyl heteroaryl,
said cycloalkyl or aryl or heteroaryl groups maybe fused with 1-2  further
cycloalkyl or aryl or heteroaryl groups. 8. A pyrrolidine derivative
according to claim 7, wherein R6 is selected from the group  consisting of
halogen, cyano, C3-C6 alkyl or an unsubstituted or substituted phenyl
group. 6 APR 2DD4 -191 9. A pyrrolidine derivative according to any of the
preceding claims, wherein A is -(C=O)-,  or -(C=O)-NH-, or -SO2-. 10. A
pyrrolidine derivative according to claim 9, wherein A is -(C=O)-. 11. A
pyrrolidine derivative according to any of the preceding claims, wherein RI
is an CI-C6- alkyl, C2-C6-alkenyl, unsubstituted or substituted
C2-C6-alkenyl, aryl, heteroaryl, saturated  or unsaturated 3-8-membered
cycloalkyl, CI-C6-alkyl aryl, CI-C6-alkyl heteroaryl. 12. A pyrrolidine
derivative according to claim 11, wherein RI is an CI-C6-alkyl or aryl
group. 13. A pyrrolidine derivative according to claim 12, wherein RI is
biphenyl. 14. A pyrrolidine derivative according to any of claims 1-4,
wherein X is NOR6 or CHC1,  



R6 is a CI-C6-alkyl or aryl or CI-C6-alkyl aryl group, A is -(C =O)- and RI
is a CI-C6-alkyl  or aryl or CI-C6-alkyl aryl group. 15. A pyrrolidine
derivative according claim 14, wherein X is NOR6, or =CHC1, R6 is  methyl,
B is an amido group of the formula -(C=O)NHR9, wherein R9 is an
unsubstituted  or substituted CI-C6-alkyl aryl group, A is -(C=O)- and RI
is a biphenyl or an  acetylmethyl group. 16. A pyrrolidine derivative
according claim 15, wherein X is =NOCH3, B is an arnido group  of the
formula -(C=O)NHR9, wherein R9 is a substituted phenylethyl group, A is
-(C=O)- and R' is a substituted biphenyl. 17. A pyrrolidine derivative
according to any of the preceding claims selected from the  following
group:
(2S,4EZ)-1-((1,1'-biphenyll-4-ylcarbonyl)-N-(2-methoxyethyl)-4-(methoxyimin
o)-2- pyrrolidinecarboxamide 6APR2DOW - 192 (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-(2-hydroxy-2-phenyl-
ethyl)-2-pyzrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(2-hydroxyethyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide (2S,4EZ)- 1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-phenethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide
(3EZ,5S)-5-(1Hbenzimidazol-2-yl)-1-([1,1'-biphenyl]4-ylcarbonyl)-3
pyrrolidinone 0- methyloxime (2S,4EZ)-N-(2,1,3-benzothiadiazol-4-yl)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxy- imino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-N-(6-quinolinyl)-2-
pyrrolidinecarboxamide (2S,4EZ)-1-acetoacetyl-N-benzyl-4-(methoxyimino)-2
pyrrolidinecarboxamide (2S,4EZ)-1-([ 1,1'-biphenyl]
-4-ylcarbonyl)-4-(chloromethylene)-N-(2-furylmethyl)-2- 



pyrrolidinecarboxamide (2S,4EZ)-1-[(4-chlorophenoxy)acetyl]-4-
{[(3,4-dichlorobenzyl)oxy]imino} -N-[(2RS)-2-
hydroxy-2-pbenethyl]-2-pyrrolidinecarboxamide (2S,4EZ) N
allyl-l-([1,1'biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2 pyrrolidine-
carboxamide (2S,4EZ)-1-([1,1' biphenyll-4-ylcarbonyl)-4-(methoxyimino) 1-
(2-thienylmethyl)-2- pyrrolidinecarboxamide
(2S,4EZ)-4-(cyanomethylene)-N-(2-furylmethyl)-1-[(2-oxo-6-pentyl-2H-pyran-3
- yl)carbonyl]-2-pyrrolidinecarboxamide 1 0 APP 2004 - 193 - (2S,4EZ)-I-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(2-fiirylmethyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide (2S,4EZ)-1-acetyl-N-cyclopropyl-4- {
[(3,4-dichlorobenzyl)oxy]imino) -2-pyrroli dine- caiboxamide
(2S,4EZ)-N-(2-fiurylmethyl)-4-(methoxyamino)-1-[(2-ox
o-6-pentyl-2H-pyran-3-yl)- carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-N-benzyl-1-([ 1,1'-biphenyl]-4-ylcarbonyl)
-4-(methoxyimino)-N-methyl-2- pyrrolidinecarboxamide (2S,4EZ)- I -(diphenyl
acetyl)-4-(ethoxyunino)-N-(2-thienylmethyl)-2-pyrrolidinecar- boxamide
(2S,4EZ) N
(2,1,3-benzothiadiazol-4-yl)-4-(cyanomethylene)-1-(diphenylacetyl)-2-
pyrroli dinecarboxamide
(3EZ,5S)-5-(IH-benzimidazol-2-yl)-1-(diphenylacetyl)-3-pyrrolidinone
O-methyloxime (2S)-2-[ 1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-methylene-2-pyrrolidinyl] -1H-benzimidazole
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-(2-metboxyethyl)-2-
pyrrolidinecarboxamide
(3EZ,5S)-5-(IH-benzimidazol-2-yl)-1-(diphenylacetyl)-3-pyrrolidinone
O-allyloxime (2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N
[2-(diethylamino)ethyl]-4-(methoxyimino)- 



2-pyrrolidinecarboxamide (2S,4EZ)-1-(d iphenylacetyl)-4- {
[(4-methoxybenzyl)oxy]imino ] -N (2-thienylmethyl)-2-
pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-(3,4-dimethoxybenzyl)-4-(methox
yimino)-2- pyrrolidinecarboxamide t APR 2D04 -194
(2S,4EZ)-1-acetoacetyl-4-(methoxyimino)-N-(1-naphthy]methyl)-2pyrrolidineca
rb ox- amide (2S,4EZ)-N-allyl-4- { [(3,4-dichlorobenzyl)oxy]imino}
-1-(diphenylacetyl)-2- pyzrolidinecarboxamide
(2S,4EZ)-4-{[(3,4-dichlorobenzyl)oxy]imino}-M-penty1.N -(6-quinolinyl)-1,2
pyrroli- dinedicarboxamide
(2S,4EZ)-4-(chloromethylene)-1-(diphenylacetyl)-N-[(2RS)-2-hydroxy-2pheneth
yl]-2- pyrrolidinecarboxamide (2S)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydrroxy-2-phenethyl]-4-methylene-2
- pyrroli dinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethy]ene)-N-(6-quinolinyl)-2-
pyrrolidinecarboxamide (2S,4EZ)-4-benzylidene-N
[2-(diethylamino)ethyl]-1-(diphenylacetyl)-2- pyrrolidinecarboxamide
(2S,4EZ)-1-acetoacetyl-4-(methoxyimino)-N-(2-thienylmethyl)-2-pyrrolidineca
rboxamide  (2S,4E2)-1-acetyl-4- { [(3,4-(Echlorob enzyl) oxy] imino } -N-[
(2RS)-2-hydroxy-2-phenethyl] - 2-pyrrolidinecarboxamide
(2S,4EZ)-4-{[(3,4-dicblorobenzyl)oxy]imino}-Nl-(3,5-dichlorophenyl);
1112--(6-quinolinyl)- 1,2 pyrrolidinedicarboxamide
(2S,4EZ)-4-(methoxyimino)-N-(1-naphthy]methyl)-1-(phenoxyacetyl)-2-
pyrrolidinecarboxamide
(2S,4EZ)-4-(chloromethylene)-N-(3,4-dimethoxybenzyl)-1-[(2-oxo-6
pentyl-2H-pyran-3- 



yl)carbonyl]-2 pyrrolidinecarboxamide 0 APR 2004 - 195
(2S,4EZ)-1-(diphenylacetyl)-4-(methoxyimino)-N-(2-thienylmethyl)-2
pyrrolidinecar- boxamide (2S,4EZ)-N-b enzyl- l -(diphenylacetyl)-4 -
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-I-([1,1'-biphenyl]-4-ylcarbonyl)-4-{[(3,4-dichlorobenzyl)oxy]imino
}-N [2- (di ethylamino)ethyl]-2-pyrrolidinecarboxamide (2S,4EZ)-4-
{[(3,4-dichlorobenzyl)oxy]imino}-1-[4-(dimethylamino)butanoyl]-N-(6-
quinolinyl)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-(5-ethyl-1,3,4-thiadiazol-2
yl)-4- (methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-N-benzyl- l -([ 1,
I'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-N-benzyl-l
-(diphenylacetyl)-4-(ethoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)N2-cyclopropyl-4-{[(3,4-dichlorobenzyl)oxy}imino}
NS-(3-methoxyphenyl)-1,2- pyrrolidinedicarboxamide
(2S,4EZ)-1-(diphenylacetyl)-N-[(2RS)-2-hydroxy-2 phenethyl]-4-{[(4-
methoxybenzyl)oxy] -imino } -2-pyrroli dinecarboxamide
(2S)-N-(2-furylmethyl)-4-methylene- l -[(2-oxo-b-pentyl-2H-pyran-3
-yl)carbonyl] -2- pyrrolidinecarboxamide (2S,4EZ) -N-(2,1,3
benzothiadiazol-4-yl)-1-(diphenylacetyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide (2S,4EZ) N
benzyl-I-(diphenylacetyl)-4-{[(4-methoxybenzyl)oxy]imino}-2-
pyrrolidinecarboxamide 16 APR 200% - 196 (2S,4EZ)-1-benzoyl-4-
{[(3,4-dichlorobenzyl)oxy]imino)-N-(6-quinolinyl)-2- pyrrolidinecarboxamide



(2S,4EZ)-1-aceto acetyl-N-cyclopropyl-4- { [(3,4-dichlorobenzyl)oxy] imino
} -2- pyrrolidinecarboxamide (2S,4EZ)-4- { [ (3,4-dichlorobenzyl)oxy]imino
} -1V2-[(2RS)-2-hydroxy-2-phenethyl]-N' - p entyl- l
,2-pyrrolidinedicarboxamide (2S,4EZ)-4-
[(benzyloxy)im.ino]-N-(1-naphthylmethyl)-1-(phenoxyacetyl)-2-
pyrrolidinecarboxamide (2S)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-methylene-N-(6-quinolinyl)-2-pyrrolidinecar-
boxamide (2S,4EZ) N
cyclopropyl-4-{[(3,4-dichlorobenzyl)oxy]imino}-1-(diphenylacetyl)-2-
pyrrolidinecarboxamide (2S,4EZ)-1-(4-cyanobenzoyl)-4-{[(3,4-di
chlorobenzyl)oxy]imino} N (6-quinolinyl)-2- pyrrolidinecazboxamide
(2S,4EZ)-N-cyclopropyl-4- { [(3,4-dichlorobenzyl)oxy]imino }
-1-(methoxyacetyl)-2- pyrrolidinecarboxamide (2S,4EZ)-N-(1,3-benzodioxol-5
ylmethyl)-1-([1,1' biphenyl]-4ylcarbonyl)-4- (methoxyim
ino)-2-pyrrolidinecarboxamide
(3EZ,5S)-5-[(4-acetyl-l-piperazinyl)carbonyl]-1-acryloyl-3-pyrrolidinone
O-(3,4- di chlorob enzyl) oxime (2S)-1-([1,1'biphenyl]-4-ylcarbonyl)-NN
(2-furylmethyl)-4-methylene-2 pyrrolidinecar- boxamide ii6APR2004 -197
(2S,4EZ)-4-(cyanomethylene)-N-(3,4-dimethoxybenzyl)-1-[(2-oxo-6
pentyl-2H-pyr'an--3- yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1
,1'- biphenyl]-4-yl)carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-3-ylcarbonyl) N-[(2RS)-2
hydroxy-2-phenylethyl]-4- (methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-(4-benzoylbenzoyl)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyi
mino)-2- 



pyrrolidinecarboxamide (2S,4EZ) N
[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyi.wino)-1-(3-phenoxybenzoyl)-
2-pyrrolidinecarboxamide (2S,4EZ)-N-[(2RS)-2-hydroxy-2
pheny]ethyl]-4-(methoxyimino)-1-(2 phenoxybenzoyl)-
2-pyrrolidinecarboxamide (2S,4E2)-N-[(2S)-2-hydroxy
2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[ 1,1'-
biphenyl]-4-y1)carbony]]-2-pyrrolidinecarboxamide
(2S,4EZ)N-[(2R)-2-hydroxy-2 phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[
1,1'- biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxaznide
(2S,4EZ)-N-(2-hydroxyethyl)-4-(methoxyimino)-1-[(2'-methyl[
1,1'-biphenyl]-4- yl)carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-N-(2-hydroxyethyl)-4-(methoxyinlino)-N-methyl-l-[(2'-methyl[
1,1'-biphenyl]-4- yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl} N [(1S,2S,3R,4R)-3-
(hydroxymethyl)bicyclo[2.2.1
]hept-2-yl]-4-(methoxyimino)-2-pyrrolidinecarboxamide [1 6 APR 2004 - 198
(2S,4EZ)-1-([I,1'-biphenyl]-4-ylcarbonyl) N (trans-4-hydroxycyclohexyl)-4-
(m.ethoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl) N
[(1R,2R)-2-(hydroxymethyl)cyclohexyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,i'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2
hydroxy-3-phenoxypropyl]-4- (metboxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-3-phenoxypropyl]-4-(methoxyimino)-1-[4-(3-
pyridinyl)b enzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(2RS)2-hydroxy-3-phenoxypropyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-(4-
hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide 



(2S,4EZ)-1-([1,1'biphenyl]-4-ylsulfonyl) IV-[(2RS)-2 hydroxy 2-(4-
hydroxyphenyl)ethyl]-4-(methoxyunino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl} N
[(1-hydroxycyclohexyl)methyl]-4- (metboxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N- [(1-hydroxycyclohexyl)methyl]-4-(methoxyimino)-1-[4-(3-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-([ I,
i'biphenyl]-4-ylsulfonyl)-N-[(1-hydroxycyclohexyl)methyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-(3,4-dihydroxyphenyl)-2-
hydroxyethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide . i1. 6 APR 2004 -
199 (2S,4EZ)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(4-
pyridinyl)b enzoyl] -2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2S)-2-hydroxy-2-phenylethyl3-4-(methoxyimino)-1-[4-(3-
pyridinyl)benzoyl]-2pyrrolidinecarboxam:ide
(2S,4EZ)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimi.no)-1-[4-(2-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2,3-dihydroxypropyl]-4-
(methoxyimino)-2-pyrroliclinecarboxamide (2S,4EZ)-1-([
1,1'-bipheny]]-4-ylsulfonyl)-N-[(2RS)-2,3 -dihydroxypropyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-3-(4-
methoxyphenoxy)propyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2R.S)-2-hydroxy-3-(4-methoxyphenoxY)ProPYI]-4-(methoxyimino)-1
-[4-(3- pyridinyl)benzoyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyl]-4-yisulfonyl) N [(2RS)-2-hydroxy-3-(4-
methoxyphenoxy)propyi]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-([ 1,1'-biphenyl]-4-ylcarbonyl)
-N-[(W-2-hydroxypropylj-4-(methoxyimino)- 



2-pyrrolidinecarboxamide (2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl)-N
[(2RS)-2-hydroxypropyl]-4-(methoxyimino)- 2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1=biphenyl]-4-ylsulfonyl) N
[(2RS)-2-hydroxy-2-(2-naphthyl)ethyl]-4- (methoxyimino)-2
pyrrolidinecarboxamide .1 6 APR 2004 - 200
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-(4-nitrophen
yl)ethyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide (2S,4E
)-N-[(2RS)-2-hydroxy-2-(4 nitrophenyl)ethyl]-4-(methoxyimino)-1-[4-(4-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ) N [(2RS)-2
hydroxy-2-(4-nitrophenyl)ethyl]-4-(methoxyimino)-1-[4-(3-
pyridinyl)benzoyl]-2 pyrrolidinecarboxamide (2S,4EZ) N
[(2RS)-2-hydroxy-2-(4-nitrophenyl)ethyl]-4-(methoxyimino)-1-[4-(2-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-([1,1'-biphenyI]-4-ylsulfonyl)-N-[(2RS)-2-hydroxy-2-(4-nitrophen
yl)ethyi]-4- (methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-N- {(2RS)-3
-[4-(acetylamino)phenoxy]-2hydroxypropyl) -I -([ 1,1'-biphenyl]-4-
ylcarbonyl)-4-(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ) N
{(2RS)-3-[4-(acetylamino)phenoxy]-2 hydroxypropyl}-4-(methoxyimino)-1-
[4-(4-pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-
{(2RS)-3-[4-(acetylamino)phenoxy]-2-hydroxypropyl} -4-(methoxyimino)-1-
[4-(3-pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-
{(2RS)-3-[4-(acetylamino)phenoxy]-2-hydroxypropyl) -1-([1,1'-bipheny]]--4-
ylsulfonyl)-4-(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2R)-2-hydroxy-2phenylethyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2R)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(4-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide 



11 APR 2004
(2S,4EZ)-N-[(2R)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[4-(3-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2R)-2-hydroxy-2-phenylethyl] -4-(methoxyimino)-1-[4-(2-
pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)- 1 -([ 1,
1'-biphenyl]-4-ylsul fonyl)-N-[ (2R)-2-hydroxy-2phenylethyl]-4-
(metboxyirnino)-2-pyrrolidinecarboxamide (2S,4EZ)-I-([
1,1'-biphenyl]-4-ylcarbonyl)-N-(3-hydroxypropyl)-4-(methoxyimino)-2-
pyrrolidinecarboxamide (2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyl)-N-(3
hydroxypropyl)-4-(methoxyimdno)-2- pyrrolidinecarboxamide
(3EZ,5S)-I-([1,I'-biphenyl]-4-ylcarbonyl)-5-[(4-hydroxy-4 phenyl-l-
piperidinyl)carbonyl]-3-pyrrolidinone O-methyloxime
(3EZ,5S)-5-[(4-hydroxy-4
phenyl-l-piperidinyl)carbonyl]-1-[4-(4-pyridinyl)benzoyl]-3- pyrrolidinone
O-methyloxime (3EZ,5S)-5 -[(4-hydroxy-4-phenyl-l -piperidinyl)carbonyl]
-1-[4-(3 -pyridinyl)benzoyl]-3- pyrrolidinone O-methyloxime
(3EZ,5S)-1-([1,1'-biphenyl] 4-ylsulfonyl)-5-[(4-hydroxy-4-phenyl-l-
piperidinyl)carbonyl]-3-pyrrolidinone O-methyloxime (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(1 S,2S)-2-hydroxycyclohexyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([1,1'
biphenyl]-4-ylsulfonyl)-N [(1S,2S)-2-hydroxycyclohexyl]-4-
(methoxyimino)-2-pyrrolidinecarboxam.ide ;1 6 APR 2004 -202-
(2S,4EZ)-N-benzyl-l-([1,1' biphenyl]-4-ylcarbonyl)-N-(2-hydroxyethyl)-4-
(me#hoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-benzyl-N-(2-hydroxyethyl)-4-(methoxyiniino)-1-[4-(3-pyridinyl)b
enzoyl]-2- pyrrolidinecarboxarnide 



(3EZ,5S)-1-([ 1,1'-biphenyl]-4-ylcarbonyl)-5-
{[(3R3)-3-hydroxypiperidinyl]carbonyl} -3- pyrrolidinone O methyloxime
(3EZ, 5S)-5- { [(3RS)-3-hydroxypiperidinyl] carbonyl} -1- [4-(4-pyridinyl)b
enzoyl]-3 - pyrrolidinone O-methyloxime (3EZ, 55)-5 - { [(3RS)-3
-hydroxypiperidinyl] carbonyl} -1-[4-(3 -pyridinyl)benzoyl]-3-
pyrrolidinone O-methyloxime (3EZ,5S)-1-([ 1,1'-biphenyl]-4-ylsul fonyl)-5 -
{ [(3RS)-3 -hydroxypiperidinyl] carbonyl} -3- pyrrolidinone O-methyloxime
(2S,4EZ)-1-([ 1,1'-biphenyl] -4-ylcarbonyl)-N-[(1 S,2S)-2-hydroxy-l
-(hydroxymethyl)-2- phenylethyl] -4-(m
ethoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(1S,2S)-2
hydroxy-1-(hydroxymethyl)-2 phenylethyl]- -(methoxyimino)-1-
[4-(4-pyridinyl)benzoyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(1S,2S)-2
hydroxy-l-(hydroxymethyl)-2 phenylethyl]-4-(methoxyimino)-1- [4-(3
pyridinyl)benzoyl]-2-pynrolidinecarboxamide (2S,4EZ)- I -([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(1 S,2S)-2-hydroxy- l -(hydroxymethyl)-2-
phenylethyl]--4-(methoxyimino)-2 pyrrolidineccarboxamide (2S,4EZ)-N-(2-ani
lino ethyl)-1-([ 1,1'-biphenyl] -4-yl c arb onyl)-4-(methoxyixnino)-2-
pyrrolidinecarboxainide 11 6 APR 2DD4 -203
(2S,4EZ)-N-(2-anilinoethyl)-4-(methoxyimino)-1-[4(4-pyridinyl)b enzoyl]-2-
pyrrolidinecarboxarnide (2S,4EZ)-N-(2-anilino
ethyl)-4-(methoxyimino)-1-[4-(3-pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide
(2S,4EZ)-N-(2-anilinoethyl)-4-(methoxyimino)-1-[4-(2-pyridinyl)benzoyl]-2-
pyrrolidinecarboxamide (2S,4EZ)-N-(2-anilinoethyl)-1-([ 1,1'-biphenyl]-4-yl
sulfonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide
(3EZ,5S)-1-([1,11-biphenyl]-4-ylcarbonyl)-5-[(4-hydroxy-l-piperidinyl)carbo
ny1]-3- 



pyrrolidinone O-methyloxime
(3EZ,5S)-1-([1,1'-biphenyl]-4-ylsulfonyl)-5-[(4-hydroxy-l-piperidinyl)carbo
nyl]-3- pyrrolidinone O methyloxime (2S,4EZ) N
[(1S,2R,3S,4R)-3-(aminocarbonyl)bicyclo[2.2.1]hept-5-en-2 yl]-1
biphenyl]-4-ylsulfonyl)-4-(methoxyhnino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-(3-amino-3-oxopropyl)-1-([
1,1'-biphenyl]-4ylcarbonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)
N-[(IS,2S,3R,4R)-3-(aminocarbonyl)bicyclo[2.2.1]hept-5-en-2-yl]-1-([1,1'-
biphenyl] -4-ylsulfonyl)-4-(methoxyi.mino)-2-pyrroli dinecarboxamide
(2S,4EZ)-1-([ 1,1'-biphenyl]
-4-ylcarbonyl)-N-(4-hydroxybutyl)-4-(metboxyimino)-2-
pyrrolidinecarboxamide (2S,4EZ)-1-([1,1'-biphenyl]-4-ylsulfonyi)N
(4-hydroxybutyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide '1 8 APR 2004 -
204  (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(1R,2R)-2-(hydroxymethyl)cyclohexyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylsulfonyl)-N-[(1R,2S,3R,4S)-3- (hydroxymethyl)bicyclo
[2.2.1 ]kept-2-yl]-4-(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl] -4-ylsulfonyl)-N-[(1 R,2S)-2-(hydroxymethyl)cyclohexyl]-4-
(methoxy mino)-2-pyrrolidinecarboxamide (2S,4E and
4Z)-N-[(2RS)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2' methyl[1,1'-
biphenyl]-4-yl)carbonyl]-2 pyrrolidinecarboxamide (2S,4E and 4Z) N [(2S)-2
hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[l,1'-
biphenyl]-4-yl)carb onyl] -2-pyrrolidinecarboxamide (2S,4E and
4Z)-N-[(2R)-2 hydroxy-2-phenylethyl]--4-(methoxyimino)-1-[(2'-methyl[ 1,1'-
biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(1R,2S)-2-(hydroxymethyl)cyclohexyl]-4-
(methoxyimino)-2 pyrrolidinecarboxamide 



(2S,4EZ)-1-([ 1,1'-biphenyl] -4-ylcarbonyl)-N-[2-hydroxy-l -(hydroxymethyl)
ethyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(1S,ZR,3S,4R)-3-(aminocarbonyl)bicyclo [2.2.1
]kept-5-en-2-yl]-1-([ 1,1'-
biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(1S,2S,3R,4R)-3-(aminocarbonyl)bicyclo[2.2.1
]kept-5-en-2-yl]-1-([ 1,1'- biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2
pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2S)-2-hydroxy-2-phenylethyl] -4-
(methoxyimino)-2-pyrrolidinecarboxamide 8 APR 2004 -205
(2RS)-3-(([(2S,4EZ)-1-([
1,1'-biphenyl]-4ylcarbonyl)-4-(methoxyimino)pynrolidiuyl]- carbonyl}
amino)-2-hydroxypropanoic acid
(2S,4EZ)-N-[(1R,2S)-2-(aminocarbonyl)cyclohexyl]-1-([l,l'-biphenyl]-4-ylcar
bonyl)-4- (methoxyimino)-2pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N- [(1RS)-2-hydroxy-l-methylethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(1S,2S)-2-hydroxy-l-(hydroxymethyl)-2-(4-
nitrophenyl)ethyl]-4-(methoxyinlino)-2-pyrrolidinecarboxamide
4-(I[(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)pyrrolidinyl
]- carbonyl}amino)butanoic acid (2S,4EZ)-N-[(2S)-2
hydroxy-2-phenylethyl]-1-[(2'-methoxy[ 1,1'-biphenyl]-4-
yl)carbonyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(2 naphthyl)ethyl]-1-[(2'-methoxy[l,1'
biphenyl]-4- yl)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(1 RS)-2-hydroxy-l
-methylethyl]-4-(methoxyimino)-1-[(2'-methyl[ 1,1'- biphenyl]
-4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(1 S,2S)-2-hydroxy- l
-(hydroxymethyl)-2-(4-nitrophenyl)ethyl]-4-
(methoxyimino)-1-[(2'-methyl[1,1'
biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(1
S,2S)-2-hydroxy-1-(hydroxymethyl)-2-(4-nitrophenyl)ethyl]-4- 



(methoxyimino)-1-[(2'-methoxy[
1,1'-biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide
(3EZ,5S)-5-[(4-hydroxy-1
piperidinyl)carbonyl]-1-[(2'-methyl[1,1'-biphenyl]-4-
yl)carbonyl]-3-pyrrolidinone Omethyloxime .18 APR 2004 -206
(2S,4EZ)-N-[(1S,2S,3R,4R)-3-(aminocarbonyl)bicyclo[2.2.1]hept-5-en-2 yl]-4-
(methoxyi
lino)-1-[(2'-methyl[1,1'-biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-phenylethyl]-1-[(2'-methoxy[ 1,1-biphenyl]-4-
y1)carbony11-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxypropyl)-4-(methoxyimino)-1-[(2'-methyl[1,1'-biph
enyl]-4- yl)carbonyl]-2-pyrrolidinecarbboxarnide
(2S,4EZ)-N-[(2RS)-2,3-dihydroxypropyl]-4-(methoxyimino)-1-[(2'-methyl[
1,1'-biphenyl]- 4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N
(3-hydroxypropyl)-4-(methoxyimino)-1-[(2'-methyl[ 1, 1 '-biphenyl]-4-
yl)carbonyl]-2pyrrolidinecarboxamide (2S,4EZ)-N-(2-amino-2-oxoethyl)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-2- pyrrolidinecarboxamide
(2S,4EZ)-N-(2-amino-2-oxoethyl)-4-(methoxyimino)-1-[(2'-methyl[
1,1'-biphenyl}-4- yl)carbonyl]-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarb onyl)-N- [(2R5)-2-hydroxy-2-(3 -
hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4E2)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(1S,2R,3S,4R)-3-
(hydroxymethyl)bicyclo[2.2.1]hept-2-yl]-4-(methoxyimino)-2
pyrrolidinecarboxamide
(2S,4EZ)-N-[(IR,2S,3R,4S)-3-(hydroxymethyl)bicyclo[2.2.1)hept-2-yl]-1-[(2'-
methoxy[1,1'-biphenyl]-4-yl)carbonyl]-4-(methoxyimino)-2
pyrrolidinecarboxamide
(2S,4EZ)-N-(trans-4-hydroxycyclohexyl)-1-[(2'-methoxy[ 1,1'-biphenyl]-4-yl)
carbonyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide t Ci APR 2DO4 - 207  



(2S,4EZ)-N-[(1 R,2R)-2-(hydroxymethyl)cycl ohexyl] -1-[(2'-methoxy[
1,1'-biphenyl] -4- yl)c arbonyl]-4-(methoxyimino)-2pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-3
phenoxypropyl]-4-(methoxyimino)-1-[(2'-methyl[l,1'-
biphenyl]-4-y1)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ)-N-[(283)-2
hydroxy-2-(4-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(2'- methyl [
1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide (2S,4EZ) N
[(2RS)-2-hydroxy-2-(4-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(2'-
methoxy[ 1,1'-biphenyl]-4-yl)carbonyl] -2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2R5')-2-hydroxy-2-(4-hydroxy-3-methoxyphenyl)ethyl]-1-[(2'-met
hyl[ 1,1'-
biphenyl]-4-yl)carbonyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(4-hydroxy-3
-methoxyphenyl)ethyl]-1-[(2'-methoxy[ 1,1'-
biphenyl]-4-yl)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-(3,4-dihydroxyphenyl)-2-hydroxyethyl]-1-[(2'-methoxy[1,
1'- biphenyl]-4-y1)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2R,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2
phenylethyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide (2R,4EZ)-N-
[(2R5)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[ l ,1'-
biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2'-cyano[1,1'-biphenyl]-4-y1)carbonyl]-N-[(2RS)-2 hydroxy-2
phenyletbyl]- 4-(methoxyimino)-2-pyrrolidinecarboxainide
(2S,4EZ)-1-[(3',4'-dichloroll,1'-biphenyl]-4-yl)carbonyl]-N-[(2RS)-2
hydroxy-2- phenylethyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide 1B APR 2O
-20S- (2S,4EZ)-1-[(2',6'-dimethyl[
],1'-biphenyl]-4-yl)carbonyl]-N-[(2RS)-2-hydroxy-2-
phenylethyl]-4-(methoxyimino)-2-pyirolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4
yl)carbonyl]-N-[(2RS)-2-hydroxy-2- phenylethyl]-4-(methoxyimino)-2
pyrrolidinecarboxaniide (2S,4EZ)-N-[(2RS)-2
hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(2'- 



metbyl[ 1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(3
-hydroxyphenyl)ethyl]-4-(methoxyhnino)-1-[(2'- cyano [
1,1'-biphenyl]-4-yl)carbonyl]-2-pyrrolidinecazboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(3
-hydroxyphenyl)ethyl]-4-(methoxyinino)-1-[(3',4' - dichloro[
1,1'-biphenyl]-4-yl)carbonyl]-2pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2-hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(
2',6'- dimethyl[1,1'-biphenyl]-4-y1)carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2RS)-2
hydroxy-2-(3-hydroxyphenyl)ethyl]-4-(methoxyimino)-1-[(2',3- dimethyl[
1,1'-biphenyl]-4-y1)carbonyi]-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(3',4'-dichloro[1,1'-biphenyl]-4-yl)carbonyl]
N-[(2RS')-2-hydroxy-2-(4-
hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',6'-dimethyl[1,1'-biphenyl]-4 yl)carbonyl] N
[(2Rx5)-2-hydroxy-2-(4-
hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl [1,1'-biphenyl]
-4-y1)carbonyl]-N-[(2RS)-2hydroxy-2-(4-
hydroxyphenyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',6'-dimethyl[
1,1'-biphenyl]-4-yl)carbonyl]-N-[(2RS)-2-hydroxy-3-(4-
methoxyphenoxy)propyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide 1 6 APR
2004 - 209  (2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-y1)carbonyl]-N
[(2RS)-2-hydroxy-3-(4- methoxyphenoxy)propyl]
-4-(methoxyixnino)-2-pyrrolidinecarboxamide (2S,4EZ
-N-(2-annino-2-oxoethyl)-1-[(2',6'-dimethyl[1,I'-biphenyl]-4-yl)carbonyl]-4
- (methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-(2-amino-2-oxoethyl)-1-[(2',3-dim.ethyl[1,1'-biphenyl]-4-yl)carb
onyl]-4- (methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ) N
(3-amino-3-oxopropyl)-1-[(2',6'-dimethyl[1,1t-biphenyl]-4-y1)carbonyl]-4-
(methoxyimino)-2pyrrolidinecarboxamide (2S,4EZ)
N--(3-amino-3-oxopropyl)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-yl)carbonyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide 



(2S,4EZ)-1-[(2',6'-dimethyl[ 1,1'-biphenyl]-4-yl)carbonyl]-N-[2-hydroxy-l-
(hydroxymethyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4-yl)carbonyl]-N [2-hydroxy-l-
(hydroxymethyl)ethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2'-cyano[l, I'-biphenyl]-4-yl)carbonyl]-N-[(IR,2R)-2-
(hydroxymethyl)cyclohexyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(3EZ,5S)-5 -(3,4-dihydro-2(1 H)-isoquinolinylcarbonyl)-1-[(2',3-dimethyl[
1,1'-biphenyl.] -4- yl)carbonyl]-3-pyrrolidinone Omethyloxime
(2S,4EZ)N[(IR)-2-hydroxy- l -phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[
1,l'- biphenyl]-4-yl)carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',6'-dimethyl[1,1'-biphenyl]-4-y1)carbonyl]
N-[2-(4-hydroxyphenyl)ethyl]- 4-(methoxyimino)-2 pyrrolidinecarboxan ide 1
6 APR200 -210 (2S,4EZ)-1-[(2',3-dimethyl[1,1'-biphenyl]-4
yl)carbonyl]-N-[2-(4-hydroxypbenyl)ethyl]-
4-(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-[(2',6'-dimethyl[
1,1'-biphenyl]-4-y1)carbonyl]-N-[2-(3-hydroxyphenyl)ethyl]-
4-(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimethyl[1,1'-bipheny1]-4-yl)carbonyl] N
[2-(3-hydroxyphenyl)ethyl]- 4-(metboxyixnino)-2 pyrrolidinecarboxamide
(2S,4EZ)-1-[(2',3-dimetbyl [
1,]'-biphenyl]-4-yl)carbonyl]-N-[(1R,2S)-2-hydroxy-1,2-
diphenylethyl]-4-(methoxyimino)-2-pyrrolidinecarboxamide
(2R5)-2-[({(2S,4EZ)-4-(methoxyimino)-1-[(2'-methyl[ 1,1'-biphenyl]-4-
yl)carbonyl]pyrrolidinyl}carbonyl)amino]-3-phenylpropanoic acid
(2S,4EZ)-N-[(1R,2S)-2-(aminocarbonyl)cyclohexyl]-1-[(2',6'-dimethyl[1,1-bip
henyl]-4- yl)carbonyl]-4-(methoxyimino)-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(1R,2S)-2-(aminocarbonyl)cyclohexyl]-1-[(2',3-dimethyl[
1,1'-biphenyl]-4- yl)carbonyl]-4-(methoxyimino)-2 pyrrobdinecarboxamide 4'-
{ [(2S,4EZ)-2- { [4-(2 hydroxyethyl)-1-piperazinyl] carbonyl} -4- 



(methoxyimino)pyrrolidinyl] carbonyl} [ 1,1'-biphenyl]-2-carbonitrile
(3EZ,5S)-1-[(3',4'-dichloro[1,1'-biphenyl]-4-yl)carbonyl]-5-{[4--(2-hydroxy
ethyl)-1- piperazinyl]carbonyl} -3-pyrrolidinone O-methyloxime
(3EZ,5S)-1-[(2',6'-dimethyl[1,1'-biphenyl]-4-yl)carbonyl]-5-{[4-(2
hydroxyethyl)-1- piperazinyl]carbonyl}-3-pyrrolidinone O-methyloxime
(3EZ,5S)-l-[(2',3-dimethyl[ 1,1'-biphenyl]-4-yl)carbonyl]-5- {
[4-(2-hydroxyethyl)-1- piperazinyl}carbonyl) -3-pyrrolidinone O-methyloxime
J6 APR 2D% - 211  (3EZ,5S)- I -[(2'-methyl[
1,1'-biphenyl)-4-y1)carbonyl]-5-(4-[4-(trifluoromethyl)phenyl]-1-
piperazinyl} carbonyl)-3 pyrrolidinone O-methyloxime (3EZ,5S)-1
-[(2'-methyl[ 1,1'-biphenyl]-4-y1) c arbonyl] -5-({4-
[3-(trifluoromethyl)phenyl] -1- piperazinyl}carbonyl)-3-pyrrolidinone
O-methyloxime (2S,4EZ)-4-(methoxyimino)-1-[(2'-methyl[ 1,1'-biphenyl]
-4-yl)carbonyl]-2- pyrrolidinecarboxamide
(2S,4EZ)-4-(methoxyimino)-N-methyl-l-[(2'-methyl[1,1'-biphenyl]-4-yl)carbon
yl]-2- pyrrolidinecarboxamide (2S,4EZ)-4-(methoxyirnino)-N,N-dimethyl- l
-[(2'-methyl[ 1,1'-biphenyl]-4-yl)carbonyl]-2- pyxrolidinecarboxanaide
(2S,4EZ)-N-[(3R)-3-hydroxy-3-phenylpropyl]-4-(methoxyimino)-1-[(2'-methyl[
1,1'- biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(3S)-3-hydroxy-3-phenylpropyl]-4-(methoxyimino)-1-[(2'-methyl[1
,1'- biphenyl]-4-yl)carbonyl]-2 pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(3R)-3-hydroxy-3-phenylpropyl] -4-
(methoxyimino)-2-pyrrolidinecarboxamide (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(3S)-3-hydroxy-3-phenylpropyl]-4-
(metboxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1- 1[2'-
(trifluoromethyl)[ 1,1'-bipbenylj-4-yljcarbonyl} -2-pyrrolidinecarboxamide 



(2S,4EZ)-N-[(2S)-2-hydroxy-2
phenylethyl]-4-(methoxyimino)-1-[2'-chloro[1,1'- biphenyl]-4-yl]carbonyl}
-2-pyrrolidinecarboxamide 16 APR 2M -212 (2S,4EZ) N
(2-hydroxyphenyl)-4-(methoxyimino)-1-[(2'-methyl[1,1t-biphenyl]-4-
yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4EZ)-N-[2-(hydroxymethyl)phenyl]-4-(methoxyimino)-1-[(2'methyl[1,1'-bip
henyl]- 4-yl)carbonyl]-2 pyrrolidinecarboxamide
(2S,4EZ)-N-[(2S)-2-hydroxy-2phenylethyl]-4-(methoxyimino)-1-[(2-methyl[1,1'
- biphenyl]-4-y1)carbonyl]-2 pyrrolidinecarboxamide (2S,4E and
4Z)-1-([1,1'-biphenyl]-4-ylcarbonyl)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-
(methoxyimino)-2-pyrrolidinecarboxamide
(2S,4EZ)-4-(methoxyimino)-I-[(2'-methyl[1,1'-biphenyl]-4-y1)carbonyl]-N (2-
phenylethyl)-2-pyrrolidinecarboxamide 18. A pyrrolidine derivative
according to any of the preceding claims selected from the  following
group: (2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(chloromethylene)-N-(2-hydroxy-2-phenyl-
ethyl)-2-pyrrol.idinecarboxamide (2S,4EZ)-1-([I,I'-biphenyl]-4-ylcarbonyl)
IIT (2 hydroxyethyl)-4-(metlaoxyinuno)-2- pyrrolidinecarboxamide
(2S,4EZ)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-N-[(2RS)-2-hydroxy-2-phenethyl]-4-(methoxy-
imino)-2-pyrroli dinecarboxamide
(3EZ,5S)-5-(1H-benzimidazol-2-yl)-1-([1,1'-biphenyl]-4-ylcarbonyl)-3-pyrrol
idinone 0- methyloxime (2S,4EZ) N (2,1,3-benzothiadiazol-4-yl)-1-([
1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxy- imino)-2 pyrrolidinecarboxamide
SAPR2004 - 213
(2S,4EZ)-1-([1,1'-biphenyl]-4-ylcarbonyl)-4-(methoxyimino)-N
(6-quinolinyl)-2- 



pyrrolidinecarboxamide.
(2S,4Z)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimiino)-1-[ (2'-methyl[
1,1'- biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide
(2S,4E)-N-[(2S)-2-hydroxy-2-phenylethyl]-4-(methoxyimino)-1-[(2'-methyl[1,1
'- biphenyl]-4-yl)carbonyl]-2-pyrrolidinecarboxamide 19. A pyrrolidine
derivative according to any of claims 1 to 18 for use as a medicament. 20.
Use of a pyrrolidine derivatives according to any of claims 1 to 18 for the
preparation of a  pharmaceutical composition for the treatment and/or
prevention of premature labor,  premature birth and dysmenorrhea. 21. Use
of a pyrrolidine derivatives according to any of claims 1 to 18 for the
preparation of a  pharmaceutical composition for the modulation of the
oxytocin receptor. 22. Use according to claim 21, wherein said modulation
consists in the blocking of the  oxytocin receptor or in antagonising the
binding of oxytocin to its receptor. 23. Use according to claim 22 for the
treatment or prevention of disorders mediated by the  oxytocin receptor.
24. Use of a pyrrolidine derivative to any of claims 1 to 18 for the
preparation of a pharma- ceutical composition for oral administration. 25.
A pharmaceutical composition containing at least one pyrrolidine derivative
according to  any of the claims i to 18 and a pharmaceutically acceptable
carrier, diluent or excipient  thereof. 26. Process for the preparation of
a pyrrolidine derivative according to any of claims 1 to 18, wherein the
following reaction is performed : ;16 APR 2004 -214 x  R2 R5 Base  R3 R4 or
N R8 + LGA,R1 H Peptide 



R9 coupling  agent V x  R2 S  R3 R4 N R8  R1-A-' N R9 la whereby LG is a
leaving group and the substituents R1-R9, A and X are as above defined.
27. Process for the preparation of a pyrrolidine derivative according to
any of claims Ito 18,  wherein the following reaction is performed : Base
or Peptide  coupling  agent xv lb whereby LG is a leaving group and the
substituents R'-R5, R", A, E, Q, X, Y and Z are as  above defined. 28.
Process according to claim 27, wherein compound XV is obtained as follows :
6 APR 2D04 x  R2 R4  R3 R5 + N  PG 



-2I5 OH II R3  N-Deprotection )Q-2 1) Peptide  coupling  agent E RI1 x  R2.
A R4 XIV XV 


