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ABSTRACT: Aromatic oligoamides, with their intrinsic rigidity
and well-defined conformations, are recognized for their potential
in medical applications. Similar structures are present in several
naturally occurring antibiotics and have been explored for their
ability to bind to various proteins and B-DNA (canonical right-
handed DNA helix). This study introduces a synthetic approach to
produce quinoline amino acid monomers bearing diversified side
chain combinations in positions 4, 5, and 6 of the quinoline ring,
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: ) . ) . Quinoline amino acid Long shape-persistent AOF
designed to enhance the side chain density on helical foldamers. By building block library bearing proteinogenic side chains
increasing the number of side chains on each monomer, we aim to 28 examples

mimic the dense side chain presentation of a-peptides, thus

improving the potential for protein surface recognition. This synthetic strategy involves eflicient functionalization through cross-
coupling reactions, enabling the installation of diverse side chains at strategic positions on the quinoline ring. The process has been
optimized for automated solid-phase synthesis, successfully producing a 20-unit oligoamide with good purity. This foldamer,
featuring multiple cationic, anionic, polar, and hydrophobic side chains, demonstrates the potential for molecular recognition in drug
discovery and therapeutic applications. The methodology described here represents a significant advancement in the construction of
aromatic oligoamide foldamers, providing a robust platform for further exploration of biological systems.

B INTRODUCTION the availability of a variety of side chains that can be tethered at
various positions of the aromatic units (Figure 1). In the case of
8-amino-2-quinoline carboxylic acid (Figure 1), one of the most
frequently employed o-amino acid building blocks of the
helically folded oligoarylamides mentioned above, efforts have
already been made toward producing main chain variations
using pyridine- or benzene-based monomers,** and to control
helix handedness.**~*° Methods to install various proteinogenic
side chains in positions 4, 5, or 6 of the quinoline ring are also
available.”"** However, such -amino acid monomers may be

Thanks to their intrinsic rigidity and well-defined conforma-
tions, aromatic oligoamides are considered privileged structures
for medical applications.'™® Several naturally occurring anti-
biotics contain aromatic amide units, including cystobactamids’
and albicidin,"”"" as well as distamycin A and its analogues,
netropsin and anthelvencin C."*~"* The latter family has been
the object of considerable development toward sequence-
specific oligo-pyrrole-imidazole minor groove binders of B-

DNA.'*'® Along the same line, the old arylamide antiparasitic . . L o
drug suramin has been shown to bind to a large number of considered as equivalents to dipeptides, and a dipeptide
proteinss_s and the design of suramin analogs is the object of possesses two side chains. It follows that helices of 8-amino-2-

current investioations.l’~ 12 quinoline carboxylic acid-derived oligoamides bearing only one
In parallel ;glong vs;ith other rigid backbones 20-26 o atic side chain per monomer have a relatively scattered side chain

) ) . . . . .
oligoamide foldamers have been developed as scaffolds to presentation at their surface and largely expose their main chain
display proteinogenic side chains at defined positions in space to the solvent, thus reducing opportunities for interactions with

These may be divided into short rod-like oligomers with biological targle(;s.. Itnstglhngbladdgllo}rllal. dSId; .cha(l;ns on teilclh
amphipathic structures that may have antibiotic activit}r,27’28 monomer would instead enable a high side chain density at the

rod-like oligomers that mimic a-helices,”” ™ and helically
folded oliogoarylamides that may cover large surface areas of Received: November 25, 2024 JOC.
proteins,3 ~3% interfere with amyloid aggregation,”’40 or mimic Revised:  January 21, 2025
the B-DNA structure and competitively inhibit DNA—protein Accepted: January 30, 2025
interactions. =% Published: February 18, 2025
The field of aromatic oligoamide foldamers is driven by the

continuous development of new monomers, and particularly by
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Figure 1. (a) Representation of the different precursors for the
synthesis of monomer building blocks bearing side chains in positions 4
(green), S (gold), and 6 (blue). (b) Chain elongation of an aromatic
oligoamide foldamer. Hydrogen bonds on the inner rim of the helix are
indicated as dashed lines. (c) Schematic representations of an 8-amino-
2-quinolinecarboxylic acid oligoamide helix showing the density of side
chains in position 4 (green), S (gold), and 6 (blue). Numbers indicate
monomer unit position in the sequence, while superscript numbers
indicate side chain position on a given quinoline monomer. (d) Top
view and side view of a molecular model of an aromatic oligoamide
foldamer showing the substitution position in 4 (green spheres), S
(gold spheres), and 6 (blue spheres). (e) Examples of multifacial a-
helix mimetics having two side chains per monomer taken from ref 31.

The side chain numbers correspond to equivalent residue positions in
an a-helical a-peptide sequence.
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surface of such helices (Figure 1). The issue of low side chain
density has already been addressed for rod-like oligoamides,
leading to the design and synthesis of multifacial a-helix
mimetics bearing two side chains per monomer (Figure
1d) 35354

Here, we describe an efficient synthetic approach to produce
4,6-disubstituted 8-amino-2-quinoline carboxylic acid mono-
mers. We also expand the diversity of monomers bearing a single
side chain at positions 4, 5 or 6. Combined with previously
described monomers,*"**°"** the new monomers offer
innumerable combinations for side chain presentation on

helically folded oligoarylamides.

B RESULTS AND DISCUSSION

General Concept. It has been illustrated that a single face of
an aromatic foldamer helix, constructed using 4- and 6-
substituted quinoline building blocks, can effectively project
side chams at positions mimicking those of a polypeptide’s a-
helix.”" A crucial aspect in achieving this lies in the increased
density of side chains, which create a potential binding motif on
one face of the foldamer helix. While relocating specific side
chains by altering the substitution pattern of a few monomers
within a sequence can result in a localized increase in side chain
density, a broader adjustment would be achieved by raising the
number of residues carried by the same backbone. We surmised
that doubling the number of side chains carried by each
quinoline unit would result in a side chain density resembling
that observed in a-peptides and proteins. The surface of helices
with increased side chain density would be richer in information
and better suited for protein surface recognition (Figure 1).

To enable the creation of helical foldamers with modified
surface substitution patterns, we designed an array of novel
quinoline-based monomers. The designed building blocks
feature suitably protected cationic, anionic, polar neutral, and
hydrophobic side chains attached to positions 4, S, or 6 of the
quinoline, respectively. To introduce side chains at these
positions, three previously described, easily accessible quinoline
derivatives were used as starting materlals methyl-4-hydroxy-8-
nitro-quinoline-2- carboxylate (1),>> methyl-5-bromo-8-nitro-
quinoline-2-carboxylate (2)°* and methyl-6-bromo-4-chloro-8-
nitro-quinoline-2-carboxylate (3).”" The 4-hydroxy group of 1
can be utilized in nucleophilic substitutions to yield monomers
with oxygen-linked side chains. It can also be converted to a 4-
chloro or 4-bromo group. Chloro or bromo substituents in
position 4, S, or 6 can be engaged in carbon—carbon cross-
coupling reactions. Efficient functionalization was achieved by
sp>—sp> (Suzuki), sp’—sp”> (Suzuki, Heck), or sp’—sp
(Sonogashira) cross-couplings. The choice of method depended
on the nature of the side chain and the availability of its
precursor. Notably, side chain synthons could be either alkynes,
alkenes, or alkenyl- or alkyl-boron reagents, thus offering a broad
spectrum of potential precursors. Compound 3 possesses both a
4-chloro and a 6-bromo substituent, which can be involved in
cross-coupling reactions sequentially, giving access to 4,6-
difunctionalized monomers. Finally, the monomers were all
delivered 1n a protected form, ready for solid-phase foldamer
synthe51s, that is, with a free carboxylic acid in position 2, a
Fmoc-protected amine in position 8, and suitable acid-labile
protecting groups on their side chains. We discuss below the
different routes and the synthetic hurdles with which we had to
cope.

Preparation of 4-Monosubstituted Quinoline Deriva-
tives. Several 4-monosubstituted monomers have been

https://doi.org/10.1021/acs.joc.4c02900
J. Org. Chem. 2025, 90, 3043—-3052
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designed and synthesized, utilizing key intermediates 1 and 4 as
starting materials (Scheme 1). The diversity of the new side

Scheme 1. Synthetic Pathway of 4-Monosubstituted N-Fmoc
Quinoline Monomers 7a—d“

OH Br
N X
POBr-
N/ O\ 43> N/ O
NO, 0 NO,
1 4
Nucleophilic Suzuki/IHeck
substitution co[t::pd |]ng
Rp' Rp'
N A
N/ O\ N/ O\
NO, o NO, o)
5a,b0 5¢,d
78-94% 27.429%
H, PdiC
R1
A 1) LIOH-H,0
N/ O\ —_—
NH, o 2) Fmoc-Cl, NaHCO3
6a-d
83-99%
Rp' o 9 0 o .
SN
TN O TN O'Bu
a b c d
e R
TrtHN)k/ O TreN * OBu
a b c d

“Pd(OAc), and tris(o-tolyl)phosphine P(oTol); were used to obtain
intermediate Sc. Intermediate Sd was synthesized using bis(di-tert-
butyl(4-dimethylaminophenyl)phosphine)dichloropalladium(II) Pd-
(AtaPhos),Cl,.

chains is not extensive, as they simply complement a broad range
of hydrophobic, anionic, cationic, and Eolar neutral side chains
already introduced in position 4.**°"** Side chains with
primary amide functions were desirable as asparagine and
glutamine analogues. The synthon 1 has been previously used to
prepare a variety of quinoline-based monomers, where the
hydroxyl group in position 4 could participate in nucleophilic
substitution reactions, leading to aryl-alkyl ether linkages.”* As
depicted in Scheme 1, the nucleophilic substitution of ethyl
iodide with 1 furnished intermediate Sa in good yield, and then
the nitro group was reduced by catalytic hydrogenation to give
6a in quantitative yield. For the preparation of intermediate Sb,
the primary amide was protected with a trityl group.”” The
nucleophilic substitution of 2-bromo-N-tritylacetamide with 1
proceeded smoothly, and 6b was isolated in good yield after
subsequent catalytic hydrogenation of Sb (Scheme 1).

The 4-bromo group of precursor 4°* served as the aryl halide
in cross-coupling reactions. For the introduction of N-
tritylpropionamide (Sc) and tert-butyl-butyrate (5d) side
chains, a Heck coupling of the corresponding alkene derivative
with 4, followed by saturation of the double bond, was
envisaged. In the case of the N-trityl-protected acrylamide,
Heck coupling furnished intermediate Sc in moderate yield
(42%), which was then hydrogenated to give 6¢ in 83% yield. In
contrast, attempts to perform Heck coupling with tert-butyl-but-
3-enoate failed. An alternative approach could have been to
perform a Sonogashira coupling in the presence of fert-butyl-
but-3-ynoate, but purchasing or synthesizing this reactant was
not practical. A third approach consisted of using boron
derivatives in Suzuki coupling.

Since the appropriate alkenyl boronate derivative was not
available, we generated the alkyl analog in situ from the alkene
and 9-BBN.”' Indeed, the hydroboration of tert-butyl-but-3-
enoate with 9-BBN gave the corresponding trialkylborane
precursor, which was successfully used in the following sp*-sp*
Suzuki coupling to give Sd in a moderate yield (27%).
Subsequent hydrogenation of the nitro group yielded 6d with
a good yield (87%). Earlier, we reported a one-pot method to
convert amino esters to N-Fmoc protected amino acids.”’
Starting from 6a—d, this method gave monomers 7a—d in
moderate to good yields.

Preparation of 5-Monosubstituted Quinoline Mono-
mers. In a second stage, five new S-monosubstituted monomers
were designed, carrying cationic and aliphatic side chains in
position 5 (Scheme 2). Again, these side chains are additions to

Scheme 2. Synthetic Pathway of 5-Monosubstituted N-Fmoc
Quinoline Monomers 10a—e”

Br Rp'
Cross-coupling
X (Pd] X
N/ (NG - > N/ (NG
NO, o NO, o
2 8a-e
47-86%
Hy, Pd/C
1
R! 1) LIOH-H,0 R
X - X
N/ OH 2) Fmoc-Cl, NaHCO3 N/ ONg
NHFmoc O NH, o
10a-e 9a-e
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1. = 9 Va——
Rp': Z >~ >~ ——-- -
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“Cross-couplings involved the use of Pd(OAc), and SPhos
(Dicyclohexyl(2',6’-dimethoxy[1,1’-biphenyl]-2-yl)phosphine) or P-
(oTol); for intermediates 8a and 8c, respectively. Pd(PPh;),Cl, was
used for the synthesis of intermediates 8b, 8d, and 8e. P(0Tol); was
added for intermediate 8e.

https://doi.org/10.1021/acs.joc.4c02900
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an existing series. For example, several anionic side chains
containing a carboxylic or phosphonic acid function have been
previously introduced in position 5.*"**°* Their common
starting material was the S-bromoquinoline derivative 2, which
was converted into intermediates 8a—e by using various cross-
coupling reactions. Hence, 8a and 8b were prepared via Suzuki
couplings, where potassium vinyltrifluoroborate and isobutyl-
boronic acid were used as side chain synthons, respectively. For
the introduction of the N-trityl-propionamide side chain, N-
trityl-acrylamide was employed in a Heck coupling reaction to
produce 8c. Compounds 8d and 8e were synthesized via
Sonogashira reactions using the appropriate alkynes. Sub-
sequently, all five amino esters 9a—e were isolated in good to
quantitative yields after a catalytic hydrogenation reaction,
where both the nitro group and the unsaturated carbon—carbon
bonds were reduced. Further hydrolysis of the amino esters and
N-Fmoc protection of the newly obtained amino acids were
performed to obtain the final 10a—e monomers in good yields.

Selective Functionalization at Position 6 to Furnish 6-
Monosubstituted Quinoline Monomers. In a previous
work, we reported a robust synthesis allowing the efficient
installation of various side chains in position 6 and the
production of N-Fmoc-protected-6-substituted aminoquinoline
carboxylic acid monomers on a gram scale.”’ The approach is
based on selective cross-coupling at the 6-position of methyl 6-
bromo-4-chloro-8-nitro-2-quinolinecarboxylate (3). By adapt-
ing this methodology, five new 6-monosubstituted quinoline
monomers were prepared, allowing us to broaden the repertoire
of side chains available at this position of the quinoline ring
(Scheme 3). To introduce the isopentyl and n-butyl side chains,
we opted for the alkyne synthons 3-methyl-but-1-yne and but-1-

Scheme 3. Synthetic Pathway of 6-Monosubstituted N-Fmoc
Quinoline Monomers 13a—11e”

Cross-coupling Cl
Pd 1
[ ] Rp N
NT N O
NO, o]
3 11a-e
28-71%
H,, Pd/C
R! 1) LIOH-H,0 Rt
X I .
OH - F =
— -
N 2) Fmoc-Cl, NaHCO N7 O
NHFmoc O ) Fmoc-Cl, NaHCOg
NH, o)
13a-e 12a-e
24-65% 46-99%
.
Rp: } Y O'Bu
e
R": OBu
//L\V/” SN //L \\T/A
b c e

“Cross couplings involved different palladium-based catalysts: Pd-
(PPh;),Cl, (11a—b), [1,1’-Bis(diphenylphosphino)ferrocene]-
palladium(II) dichloride, Pd(dppf)Cl, (11c and 11d), and Pd(PPh,),
with P(‘Bu), (11e).
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yn-1-yltrimethylsilane, respectively. The latter could be easily
deprotected in situ by using H,SiF4. The Sonogashira coupling
of these two synthons proceeded smoothly, and the reaction
took place regioselectively on the bromine to furnish 11a and
11b in good yields, leaving the chlorine untouched. The alkynyl
synthons needed for the introduction of isopropyl and isobutyl
side chains do not exist, so we started from the appropriate
alkenyl boronates, whose Suzuki coupling yielded the desired
derivatives 11c and 11d. This time, the regioselectivity was poor,
and significant amounts of the 4,6-disubstituted products were
also obtained in both cases. To introduce a propionate side
chain, we attempted to perform the Sonogashira reaction of 3
with tert-butyl propiolate, but it failed under several conditions.
To overcome this difficulty, we used tert-butyl acrylate in Heck
coupling. This transformation was selective, and 1le was
isolated in acceptable yield. Intermediates 11a—e were further
transformed by hydrogenation, which allowed the simultaneous
(i) dechlorination in position 4, (ii) saturation of the side chains,
and (iii) reduction of the nitro group to produce the
corresponding amino esters 12a—e in moderate to good yields.
Subsequent hydrolysis and N-Fmoc protection were carried out,
yielding the N-Fmoc-protected-6-substituted amino-quinoline
carboxylic acid monomers 13a—e in fair to good yields.

Sequential Side Chain Introduction to Furnish 4,6-
Disubstituted Monomers. For 4,6-disubstituted monomers,
we wished to install a broad spectrum of side chain
characteristics, including hydrophobic, polar neutral, cationic,
and anionic moieties, and selected 10 combinations to construct
a mini library. Of course, possible combinations are endless.
Starting from 3, functionalization in position 6 afforded 11a as
presented above, as well as previously described 14a and 14b
(Scheme 4a).”" The functionalization at position 4 of these
compounds was attempted using commercial alkene precursors
that were converted to alkylboranes in the presence of 9-BBN to
perform sp*sp® Suzuki couplings. However, these couplings
failed, which we attributed to the nitro group that caused
undesired side reactions. To circumvent this problem, reduction
was brought forward in the synthetic sequence, preceding the
cross-coupling. The simultaneous reduction of the side chain
triple bond and the 8-nitro group was achieved using mild
catalytic hydrogenation over Raney nickel at room temperature,
while the chlorine in position 4 remained untouched, yielding
15a—c. Subsequent two-step, one-pot hydroboration and Suzuki
coupling reactions successfully gave access to intermediates
16a—e in moderate to good yields. The temperature and
reaction time for hydroboration and coupling reactions were
adjusted for each alkene precursor, as their electronic properties
significantly influenced both reactions. Electron-rich alkenes
underwent rapid and clean hydroboration, whereas tert-butyl
acrylate exhibited slower reactivity and produced byproducts.
We have also assessed Heck or Sonogashira reactions as
potential alternatives, but the Suzuki couplings demonstrated
superior performance.

Two other 6-substituted 4-chloroquinolines, 19a and 19b,
were prepared via regioselective Suzuki coupling from readily
available intermediate 18°" in moderate to good yields (Scheme
4b). In the subsequent step, 19a and 19b were coupled with a
second set of alkylboranes to yield N-trifluoroacetylated amino
esters 20a—e bearing two different side chains. The one-pot
hydrolysis of the amide and ester functions and N-Fmoc
installation were carried out similarly on intermediates 16a—e
and 20a—e to obtain the final 4,6-disubstitued monomers
17a—e and 21a—e in moderate to good yields.

https://doi.org/10.1021/acs.joc.4c02900
J. Org. Chem. 2025, 90, 3043—-3052
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Scheme 4. Synthetic Pathways of 4,6-Disubstitued N-Fmoc
Quinoline Monomers Bearing Different Side Chains®

R’ ) 9-BBN
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“Intermediates 16a—d, 19b, and 20a—e were obtained using
Pd(AtaPhos),Cl,. Tris(dibenzylideneacetone)dipalladium(0) Pd-
(dba); and diethyl(4-dimethylaminophenyl)phosphine were used
for intermediate 16e.

Concomitant Introduction of the Same Side Chain in
Positions 4 and 6 of Quinoline Monomers. The presence of
the halogen atoms in both the 4- and 6-positions allows for the
incorporation of the same side chain at the same time. Coupling
of intermediate 18 with the alkylborane derived from tert-
butylvinyl ether led to the simultaneous production of the
monosubstituted product 22a (which relates to 19a and 19b)
and the disubstituted product 22b in 66% and 25% yields,
respectively (Scheme Sa). Intermediate 23 was further hydro-
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lyzed to obtain the amino acid, which, after N-Fmoc protection,
gave monomer 28d in 50% yield. While the lower reactivity of
chlorine at position 4 is advantageous for regioselective
couplings, it is disadvantageous when the same side chain is
introduced in both positions, as reflected by the low yield of 22b.
To enhance the reactivity at position 4, the 4,6-dibromo
quinoline derivative 23 was synthesized from the 6-bromo-4-
hydroxy precursor using POBr;.>® Double Sonogashira cou-
plings gave access to the desired bisalkyne-functionalized
quinoline intermediates 24a and 24b in good yield (Scheme Sb).

In the case of the propionate side chain, Heck coupling
showed significant dehalogenation. When the nitro group of
intermediate 23 was carefully reduced over Raney nickel to the
amine 25, the Heck coupling with tert-butyl acrylate proceeded
smoothly, and intermediate 26 was isolated in 74% yield.
Subsequent saturation of the double and triple bonds of 24a—b
and 26 by catalytic hydrogenation gave 27a—c in a good yield.
The one-pot hydrolysis of the obtained amino esters to amino
acids, followed by the N-Fmoc protection of the 8-amino group,
afforded the foldamer building blocks 28a—c with fair to good
yields.

The complete list of the synthesized monomers and the
cumulative yields of their synthesis are listed in the Supporting
Information Section 3.5. It is difficult to observe any relationship
between the efficiency of the synthesis and the nature of the side
chain, which is probably not surprising if we consider the fact
that all polar side chains are present in a protected form, which
masks their differences in character.

Automated Foldamer Synthesis. The development of
efficient peptide screening methods in drug discovery, such as
display selection, has renewed interest in peptides in both
academic and industrial research. Simultaneously, advance-
ments in the automation of peptide synthesis, as well as the
release of new synthesizers, have made solid-phase peptide
synthesis accessible to many laboratories.”” In this context, we
have developed effective and reliable methods to synthesize
helical aromatic oligoamide foldamers on solid phase, and we
have recently automated the process.’® We sought to challenge
our automated solid-phase synthesis protocol using the
collection of new monomers and set out to build a 20-unit-
long, ~5.3 kDa large sequence comprised of 20 different
monomers. For laboratories not equipped with a suitable
automated synthesizer, the manual solid-phase synthesis of a
20mer is perfectly doable using microwave heating and in situ
acid chloride activation protocols adapted from the Appel
reaction.’”®! In contrast, the solution-phase synthesis of such a
molecule would be extremely tedious, even to an experienced
chemist. To demonstrate the usefulness of the monomers as well
as the power of the synthesizer, we selected the 20 building
blocks to exhibit multiple cationic, anionic, polar, or hydro-
phobic moieties on the different faces of the helix and designed
foldamer 29 (see Figure 2d). This target foldamer would be
comparable to an a-peptide containing each of the 20 natural
amino acids in terms of synthetic effort, albeit being twice as
large and bearing more than 20 side chains. Note that 29 is
achiral and should thus exist as a racemic mixture of right- and
left-handed helical conformers. If a one-handed helix is desired,
for example, to target a protein diastereoselectively, absolute
handedness control can be achieved by introducing chiral
residues.**™*" Alternatively, protein-foldamer interactions may

also bias helix handedness of an otherwise achiral fol-
damer, 373862
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Scheme S. Synthetic Pathways of 4,6-Disubstitued N-Fmoc Quinoline Monomers Bearing the Same Side Chain”
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“Intermediates 22b and 24a—b were obtained using Pd(AtaPhos),Cl,. Pd(OAc), and P(0Tol); were used for the intermediate 26.

The 4,6-disubstituted monomer 28c was preloaded on a
Tentagel Wang resin (low loading, 15 ymol scale), which allows
for better bead swelling and gives cleaner crude profiles for long
sequences.”> The subsequent coupling of 19 different Fmoc-
protected quinoline monomers was performed on the
automated synthesizer, applying deprotection and coupling
conditions as depicted in Figure 2a. Of note, recent optimization
of the reaction conditions®* showed that the Fmoc deprotection
using 2% DBU in NMP could be shortened to two times 3 min
(previously 2 X 10 min) with no measurable loss of efficiency.
Coupling conditions involved, as before, the in situ acid chloride
formation in the preactivation vessel by relying on the Appel
reaction with PPh; and trichloroacetonitrile (TCAN), before
transferring the solution to the reaction vessel containing the
resin swollen in anhydrous THF and 2,4,6-collidine. Couplings
were performed twice at S0 °C for 15 min. With that, a coupling/
deprotection cycle lasts less than an hour, and the whole 20mer
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(29) could be produced in around 15 h. After final acetylation of
the resin-bound 20mer, side chain deprotection and cleavage
from the resin were performed in a TFA solution containing
2.5% TIPS and 2.5% water as scavengers.

The reverse-phase HPLC (RP-HPLC) analysis of the
recovered crude foldamer was encouraging, showing 55% purity.
A second peak with a relatively high intensity was also visible on
the chromatogram (marked with a red star in Figure 2b), but we
were unable to identify this impurity by mass spectrometry. The
20mer 29 was purified by semi-preparative RP-HPLC, and its
final chromatogram confirmed a purity over 95%. The recovered
yield after purification was 10%, which is satisfactory when
compared to the isolation of an HPLC-purified peptide of
comparable size (ie., 40 residues). The 'H NMR spectrum
recorded in DMF-d, showed one set of signals spread over a
wide range of chemical shifts characteristic of the quinoline
carboxamide helices (Figure 2c). Typical indications of helical
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Figure 2. (a) SPFS (solid-phase foldamer synthesis) protocol recently developed, allowing the automation of the deprotection/coupling cycle for each
of the 19 different aromatic monomers. The Chorus Purepep synthesizer is depicted to emphasize the in situ preactivation step (4a), which is
performed in an independent preactivation vessel for 1 min before dispensing the acid chloride solution in the reaction vessel containing the resin
swollen in THF with collidine. (b) RP-HPLC chromatograms of the 20mer (29), 75 mg as crude and after purification via RP-HPLC (linear gradient
from 20% B to 80% B in 15 min, A: H,O + 0.1% TFA and B: CH;CN + 0.1% TFA, C8 column. (c) 'H NMR of purified 20mer (29) in DMF-d, (500
MHz) at 0.5 mM at 298 K in black, NH amide region highlighted in red. (d) 20mer foldamer representation with position 4 monosubstituted
monomer with green side chains, position S-monosubstituted with golden side chains, position 6 monosubstituted with blue side chains, and position
4,6 disubstituted with red side chains. DIPEA: N,N-diisopropylethylamine, DIC: diisopropylcarbodiimide.

folding also include the anisochronicity of the diastereotopic
CH, proton resonances of the side chains in 'H NMR spectra.
Methods to assign these spectra and to demonstrate helical
conformations in solution have been reported.”” An energy-
minimized model of 29 is shown in Figure 3 along with a helix-
wheel representation of the position of the side chains. Both
highlight the side chain density that can be achieved by
combining 4-, 5-, and 6-substituted monomers along with 4,6-
disubstituted units.
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B CONCLUSION

Oligoamides built from natural amino acids and their close
analogs form an indispensable part of today’s research toolbox in
medicinal chemistry and chemical biology. This is largely due to
the fact that their building blocks are accessible in a large variety
and that their construction has been automated, allowing for the
efficient preparation of diverse libraries. While aromatic
foldamers showed great promise as peptide mimetics due to
their inherent self-organization potential and the possibility to
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a)

Figure 3. (a) Helix wheel representation of sequence 29. The numbers around the wheel indicate the five first monomers, and their exponent refers to
the possible position of their side chains. Monomers with one side chain in position 4, S, or 6 are colored in green, gold, or blue, respectively. Monomers
with side chains in positions 4 and 6 are shown in red. In all of the cases, the side chain shown on top is in position 4 and that below is in position 6. (b)
Top view and side view of an energy minimized (MMFFs force field in Maestro)®® model of sequence 29. The main chain is shown in a gray tube
representation. The side chains are shown in space-filling representation and are color-coded as in (a).

achieve high pharmacophore density on their surface, their
widespread use was hampered both by limited access to building
blocks and tedious process of oligomer assembly.

Using some easily accessible common building blocks, we
developed a modular synthetic approach that allows for the
introduction of various side chains into any of the desired
positions on the aromatic foldamer core. The approach was
validated through the preparation of 4-, 5-, and 6- mono-
substituted, as well as 4,6-disubstituted foldamer building
blocks. The prepared compounds carry a collection of side
chains—apolar, polar, aromatic, acidic, and basic in nature—
that mimic the natural diversity of amino acids. Finally, we
demonstrated that a combination of the diverse monomer
building blocks with the recently developed automated foldamer
synthesis removes the technical barrier from the widespread use
of this compound class. A 20mer consisting of 20 different
building blocks and carrying a structural design that might be
relevant for biological applications (i.e., similar pharmacophores
being concentrated on the same part of the foldamer surface)
was prepared in less than a day and was isolated in good overall
yield and high purity. Expansion of this work to address
biological problems is in progress in our laboratories.
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