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1-General information

Chemicals: Rink amine resin (0.62mmol/g loading) was obtained from Novabiochem, piperidine and
dichloromethane from Carlo Erba; 3-chloromethylbenzoylchloride, TFA, DIPEA, isopropyl, and
propargyl amines from TCl; N-methylpyrrolidone from Alfa Aesar and DMSO from Acros. Benzyl azide
(1a)!, (azidomethyl)cyclohexane (1b)?, tert-butyl azido acetate (1c)3, tert-butyl (2-
azidoethyl)carbamate (1d)* and 3-azido propane-1-ol (1e)®> were synthetized according to literature
procedures. 10 mL jacketed reactors were purchased from Kamush and thermo-regulated using a
Lauda thermostat. NMR was recorded on Bruker advance 400 spectrometer. Purification was
performed on a Buchi Pure Chromatography system.

Analytical HPLC was recorded on an Hitachi liquid chromatograph (Oven 5310, 30°C; Pump 5160; DAD
detector 5430) equipped with a C18 Acclaim column (4.6mmx250mm, Sum, 120A). Detection
wavelength was 240nm or 280nm and flow rate 0.5mL/min. Gradient elution used (A) water/0.1% TFA;
(B) methanol according Method A: (Solvents A/B: 0 to 5 minutes isocratic at 95/5; 5 to 25 minutes
gradient to 5/95; 25 to 35 minutes isocratic at 5/95; 35 to 45 minutes gradient to 95/5; 45 to 50
minutes 95/5) or Method B (Solvents A/B: 0 to 5 minutes isocratic at 95/5; 5 to 10 minutes gradient to
75/25; 10 to 50 minutes gradient to 40/60; 50 to 65 minutes gradient to 5/95; 65 to 70 minutes
isocratic at 5/95; 70 to 80 minutes gradient to 95/5).

Reactions kinetics were carried out in a THT Micro Reaction Calorimeter, which allows continuous
monitoring of the instantaneous enthalpy exchanged by the reactor. The sample vessel consists in a
1.5 ml septum-cap vial equipped with a magnetic stirrer. The system operates by comparing the heat
exchanged (q) in the reaction sample vessel compared with that from a reference compartment.

Fraction conversion is given by the:

fq.dt

t
0
0

%(t) =

Q,

fq.dt

Integrations were determined using a house build python programme using the trapezoid method.
Time constant of the system was measured to 50s! and was not used for correction. A typical example
for heat flow (mW) versus time is given below (figure left) (Cyroparyi alcono= 0.5M, Chenzyl azide = 0.5M
Catalyst: 1mol-%). The integration method affords the following conversion versus time curve (Figure
right). Conversion determined from the heat flow integration method was compared to conversions
measured by NMR.
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2-General procedures

2.1- Synthesis of alkyne substituted peptoids (General procedure A)
The synthesis of the meta-arylopeptoid hexamer was performed according to the submonomer
synthesis using Rink amide resin (100-200 mesh, loading 0.54 mmol/g, novabiochem, 8.55001.0005,
Batch no. $7816901016).°

o o

H
a), b d —
Rink amide 2L Q-nn, 2 N—Q LG N—-Q
R
n

R= isopropyl or propargyl
c)

i o
H
N NH, . ® H N N
R iy H \
n n

a) Swelling, CH,Cly; b) piperidine/NMP; c) 3-chloromethylbenzoylchloride; CH,Cl,; d) Isopropyl amine or propargyl
amine, dmso; e) Cleavage: TFA/TIS/H,0 (95:2.5:2.5).

Scheme S1. Solid-phase submonomer synthesis on Rink amide resin
1-For 100mg of resin, swelling: 2 ml of CH,Cl, at RT for 10 min

2- Fmoc Deprotection: resin was washed with NMP (N-Methyl-2-pyrrolidone) (5x2ml), then
piperidine/NMP 1:4 (1ml) was added and agitated for 2 min and then drained. Further piperidine/NMP
1:4 (1.0 mL) was added and the resin was agitated for 15 min, drained and washed with NMP (5x2 mL)
and CH,Cl, (5x2 mL)

3- 3-chloromethylbenzoylchloride (3 equiv. per mmol loading) and DIPEA (6 equiv. per mmol loading)
dissolved in 1 mL CH,Cl, were added at RT, shaken 10 minutes, then washed with CH,Cl, (5x2ml), then
with DMSO (5x2ml).

4- |sopropyl or propargyl amine (20 equiv per mmol loading) dissolved in 0.5 mL of DMSO was added.
The temperature was raised to 50°C for 1h then the resin was washed with DMSO (5x2ml), then with
CH,CL, (5x2ml).

Steps 2 and 3 were repeated to grow the targeted arylopeptoid oligomer until the expected sequence
length.



2.2- Click reaction on support: general procedure B.

o) O )
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\ N N N-Q
R \ R
' %
n n

R=isopropyl or propargyl
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N N N N-Q
R \ R
U %
n n
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R \/\ R
n [ N~R' n
NN

a) Azide, catalyst (5mol-% per alkyne), CH,Cl,/ MeOH; b) Cleavage: TFA/TIS/H20 (95:2.5:2.5).

Figure S1 General procedure B

Resin-bound arylopeptoid obtained from 100 mg of resin were introduced in a reactor containing 1 mL
of CH,Cl,/MeOH mixture (v/v = 8:2). Azides (4.0 equiv. per alkyne) and 5 mol-% of catalyst per alkyne
were added. The reactor is gently shaken for 3h at 50°C. The resin was washed with MeOH (5x2ml) at
50°C and then with CH,Cl, (5x2ml) at room temperature. Cleavage was performed by gently shaking in
a 1 mL solution of TFA/TIS/H,0 (95:2.5:2.5) for 10 min at RT. The solution was drained out and
evaporated to dryness under reduced pressure. The foam was dissolved in a minimum amount of
CH,Cl, (=0.4 mL), then 30 volumes (= 12 mL) of diethyl ether were added. The white precipitate formed

was isolated after centrifugation.



3-Synthesis and Characterization data of arylopeptoid trimers
3.1-meta-arylopeptoid trimer IlI-3(Alk,).

o} o} o}
TFA, HN/\©)kN/\©)kN/\©)kNH2
AR UK
Trimer IlI-3(Alk,) was synthesised according general procedure A using 50 mg of RA resin

(0.027mmol).

Merude= 30 Mg (purity 85%), crude yield 170%
Mpure= 17 mg (purity 100%), isolated yield 98%
HRMS (TOF MS ES+): m/z calcd for C33H39N,O3 [M+H]*: 539.30167; found: 539.3013 (-0.74 ppm).
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Figure S2 HPLC chromatogram of purified lll-3(Alk;).
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Figure S3 LCMS spectra of llI-3(Alky).
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Figure S4 1H-NMR spectra in CD3CN of Il1-3(Alk).
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Figure S5 'H-NMR spectra in CDCl; of llI-3(Alk;).



3.2- meta-arylopeptoid trimer 1lI-3(a,).
TFA,DN\/\C)LNS/\\:C)L)N\/O)LNHZ

Trimer IlI-3(a,) was synthesised according general procedure A then general procedure B using 50 mg
of RA resin (0.027mmol).

Merude= 33 Mg (purity 85%), 155% crude yield
Mpure= 20.8 mg (purity 98%), 98% isolated yield
HRMS (TOF MS ES+): m/z calcd for ChoHagN;05 [M+H]*: 672.36566; found: 672.3645 (-1.73 ppm).
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Figure S6 HPLC chromatogram of purified Ill-3(a;).
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Figure S7 LCMS spectra of lll-3(a;).
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Figure S8 'H-NMR spectra in CDCl; of lli-3(a,).



3.3- meta-arylopeptoid trimer, llI-3(b,).

\‘N/

Trimer llI-3(b,) was synthesised according general procedure A then general procedure B using 100 mg

of RA resin (0.054 mmol).

Merude= 46.2 Mg (purity 83%), crude yield 112%
Mpure= 30 Mg (purity 85%), isolated yield 85%
HRMS (TOF MS ES+): m/z calcd for CyoHs,N;0; [M+H]*: 678.41261; found: 678.4128 (0.24 ppm).
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Figure S10 LCMS spectra of ll1-3(b3)
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3.4—meta—ary|opeptoid trimer 111-3(c,).

O ﬂ@*ﬁ@*
NJLOH

Trimer lI-3(c,) was synthesised according to general procedure A then general procedure B using 50
mg of RA resin (0.027mmol). After cleavage from the resin, the acid group was deprotected by
treatment in 3ml TFA/CH,CI, (2/8) solution at room temperature overnight.

Merude= 30Mg (purity 85%), crude yield 147%
Mpure= 20 Mg (purity 96%), isolated yield 97%
HRMS (TOF MS ES+): m/z calcd for C35H4,N;05 [M+H]*: 640.32419; found: 640.3235 (-1.1 ppm).
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Figure S12 HPLC chromatogram of purified 111-3(c)
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Figure S13 LCMS spectra of ll1-3(c;)
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3.5- meta-arylopeptoid trimer 111-3(d,).

NN~"NH,  27TFA

Trimer Il1-3(d,) was synthesised according general procedure A then general procedure B using 250

mg of RA resin (0.135mmol).

Meruge= 139 mg (purity 87%), crude yield 120%
Mpure= 98 Mg (purity 97%), isolated yield 85%

HRMS (TOF MS ES+): m/z calcd for CssHasNgOs [M+H]*: 625.36091; found: 625.3611 (0.27 ppm).
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Figure S15 HPLC chromatogram of purified 111-3(d,).
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Figure S16 LCMS spectra of H1-3(d,).
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Figure S17 *H-NMR spectra in CDsCN of Ili-3(d,).
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3.6- meta—arylopeptoid trimer 11-3(e,).

QSR ﬂ@ﬁ

\/\/OH

Trimer llI-3(e,) was synthesised according general procedure A then general procedure B using 100
mg of RA resin (0.054 mmol).

Meruge= 42 mg (purity 80%), crude yield 120%
Mpyre= 30 Mg (purity 99%), isolated yield 90%
HRMS (TOF MS ES+): m/z calcd for C3gHagN;O, [M+H]*: 640.36058; found: 640.3593 (-1.98 ppm).
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Figure S18 HPLC chromatogram of purified 111-3(e;).
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Figure S19 LCMS spectra of lll-3(e;).
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4- Synthesis and Characterization data of arylopeptoid tetramers.

4.1- meta-arylopeptoid tetramer, II-4-(Alk, 4).
O (0] (0] O
TFA, HN/\©)LN/\©)LN/\©)LN/\©)LNH2
_ LU P

Tetramer 11-4-(Alk, 4) was synthesised according to general procedure A using 100 mg of RA resin (0.054
mmol), then cleavage by gently shaking a solution of TFA/TIS/H,0 (95:2.5:2.5, 1mL) for 10 min at RT.

Merude= 50Mg (purity 80%), crude yield 112%
Mpure= 32 Mg (purity 96%), isolated yield 72%
HRMS (TOF MS ES+): m/z calcd for CsHagNsO, [M+H]*: 710.37008; found: 710.3702 (0.14 ppm).
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Figure S21 HPLC chromatogram of purified 11-4-(Alk;,4).
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Figure S22 LCMS spectra of 11-4-(Alkj,4).
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4.2- Homo clicked arylopeptoids
4.2.1- meta-arylopeptoid tetramer, Ill-4(az 4).

dyﬁﬁ@iﬁﬁ@*

‘N’

Tetramer llI-4(a, 4) was synthesised according general procedure A then general procedure B using

100 mg of RA resin (0.054 mmol)

Mcrude= 68 Mg (purity 82%), crude yield 115%
Mpure= 44 Mg (purity 87%), isolated yield 85%

HRMS (TOF MS ES+): m/z calcd for CsgHg;N1104 [M+H]*: 976.49808; found: 976.4974 (-0.72 ppm).

No. RT Area Conc 1 BC
1 41.860 166311 13.267 BB
2 46.047 1087308 86.733 BB
1253619 100.000
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0 10 20 30 40 50 60
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Figure 524 HPLC chromatogram of purified Ill-4(a; ).
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Figure $25 LCMS spectra of Ill-4(a;,4).
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4.2.2- meta-arylopeptoid tetramer, 1l1-4(by4)

TFA,HN

\N’

JRepees RS aeay

Tetramer llI-4(b, 4) was synthesised according general procedure A then general procedure B using

100 mg of RA resin (0.054 mmol)
Merude= 73 Mg (purity 85%), crude yield 124%
Mpure= 40 Mg (purity 95%), isolated yield 75%

HRMS (TOF MS ES+): m/z calcd for CsgH74N1104 [M+H]*: 988.59198; found: 988.5907 (-1.29 ppm).

No. RT Area Conc 1 BC

1 53.793 1512677 94.909 BB

2 63.867 81135 5.091 BB
1593812 100.000

Retention Time (min)

Figure S26 HPLC chromatogram of purified 1ll-4(b,,4).
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Figure S27 LCMS spectra of 1l1-4(b; 4).
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4.2.3- meta-arylopeptoid tetramer, Ill-4(cy,4).

o o) o o
TFA, HN/\©)LN N/\©)LN/\©)LNH2
SASB QSSRGS

< e Ny

OH i
OH

(o)

O

Tetramer llI-4(c,4) was synthesised according general procedure A then general procedure B using
100 mg of RA resin (0.054 mmol).

Merude= 73Mg (purity 78%), 131% crude yield
Mpure = 44mg (purity 81%), 85% isolated yield
HRMS (TOF MS ES+): m/z calcd for CgHssN1,05 [M+2H]?*: 456.71121; found: 456.7113 (0.22 ppm).

0.8
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Figure $28 HPLC chromatogram of purified lll-4(c,4).
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Figure S29 LCMS spectra of lll-4(c,4).
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4.2.4- meta-arylopeptoid tetramer, 1l1-4(dy,4).
0 0 o 0
(\N/ﬁ) /4<
N‘NII

NHy TFA

Tetramer 1lI-4(d, 4) was synthesised according general procedure A then general procedure B using
100 mg of RA resin (0.054 mmol)

Mcruge= 73Mg (purity 80%), crude yield 110%
Mpure= 36Mg (purity 95%), isolated yield 77%
HRMS (TOF MS ES+): m/z calcd for CygHg,N1304 [M+3H]3*: 294.83438; found: 294. 8345 (0.33 ppm).

0.4
No. RT Area Conc 1 BC
0.3
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Figure S30 HPLC chromatogram of purified Ill-4(d,4).
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Figure S31 LCMS spectra of 1ll-4(d} 4).
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4.2.5- meta-arylopeptoid tetramer, Ill-4(e, 4).

o) o) o) o)
TFA, HN N N/\©)‘\N/\©)‘\NH2
HO N/\,) )\ X )\
\\/\ \N:N N\N'/N

ot

Tetramer lll-4(e,,4) was synthesised according general procedure A then general procedure B using
125 mg of RA resin (0.0775 mmol)

Merude= 101 mg (purity 85%), crude yield 148%

Mpure= 70 Mg (purity 97 %), isolated yield 98%

HRMS (TOF MS ES+): m/z calcd for CsoHgoN1306 [M+H]*: 912.48791; found: 912.4866 (-1.46 ppm).

No. RT Area Conc 1 BC
0.4 1 29.300 1976422 96.603 BV
2 29.760 69500 3.397 TEB
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0.3
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Figure $32 HPLC chromatogram of purified lll-4(e; 4)
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Figure S33 LCMS spectra of lll-4(e;,4)
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4.3- Combinatorial on arylopeptoid tetramers
4.3.4- meta-arylopeptoid tetramer, IlI-4(a,b)(2,4).

Y, Kﬁ@*ﬁ@*

RR) N=N Ny

R(R)

(Y - 7

Tetramer IlI-4(a,b)(2,4) was synthesised according general procedure A then general procedure B
using 100 mg of RA resin (0.054 mmol)

Merude= 74 mg (purity 81%), crude yield 121%

Mpure= 50 Mg (purity 97 %), isolated yield 82%

LCMS pic at 4.16 min: HRMS (TOF MS ES+): m/z calcd for CsgHg,N1,04 [M+H]*: 976.49808 found:
976.4979 (-0.15 ppm).

LCMS pic at 4.33 min: HRMS (TOF MS ES+): m/z calcd for CsgHggN1104 [M+H]*: 982.54503; found:
982.545 (0.02 ppm).

LCMS pic at 4.52 min: HRMS (TOF MS ES+): m/z calcd for CsgH;5N1,04 [M+2H]?*: 494.79963; found:
494.8005 (1.84 ppm).

0.4 - No. RT Area Conc 1 BC
B 1 46.147 2547122 58.238 BB
48

129364 2.958 BB
0.3 - 725821 16.595 BB

ST
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Figure S34 HPLC chromatogram of purified 1lI-4(a,b)(2,4).
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Figure S35 LCMS spectra of Ill-4(a,b)(2,4).
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4.3.2- meta- arylopept0|d tetramer III 4(a,d)(2,4).

ﬁpﬂ@*ﬁ@* pesevay
RRY  n=N N N

N
R(R')

R =
R= % NH, @

Tetramer llI-4(a,d)(2,4) was synthesised according general procedure A then general procedure B
using 100 mg of RA resin (0.054 mmol)

Meruge= 71Mg (purity 79%), crude yield 116%
Mpure= 46 Mg (purity 93%), isolated yield 91%

LCMS pic at 4.12 min: HRMS (TOF MS ES+): m/z calcd for CsgHgsN1104 [M+2H]?*: 488.75268; found:

488.753 (0.58 ppm).

LCMS pic at 3.14 min: HRMS (TOF MS ES+): m/z calcd for Cs3Hg,N1,04 [M+2H]?*: 465.2503; found:
465.2506 (0.67 ppm).

LCMS pic at 3.27 min: HRMS (TOF MS ES+): m/z calcd for Cs3Hg,N1,04 [M+2H]?*: 465.2503; found:
465.2505 (0.4 ppm).

LCMS pic at 2.46 min: HRMS (TOF MS ES+): m/z calcd for CsgHgiN1304 [M+2H]?*: 441.74793 found:
441.748 (0.21 ppm).

No. RT Area Conec 1

Lo ce Wl

Retention Time (min)

Figure $36 HPLC chromatogram of purified Ill-4(a,d)(2,4).
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Figure 37 LCMS spectra of Ill-4(a,d)(2,4)
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4.3.3- meta-arylopeptoid tetramer IlI-4(b,c)(2,4).

0 0 0 0
TFA, HN N N@NﬁNHZ
N =\

! Y :N ] 7,
RRY N R(R)~_N-~y

Rz AUNH R' = O}A

Tetramer lll-4(b,c)(2,4) was synthesised according general procedure A then general procedure B
using 100 mg of RA resin (0.054 mmol)

Merude= 74mMg (purity 81%), crude yield 121%

Mpure= 46 Mg (purity 92%), isolated yield 82%

LCMS pic at 2.45 min: HRMS (TOF MS ES+): m/z calcd for CsgHg,N130, [M+3H]3*: 294.83438 found:
294.8346 (0.64 ppm)

LCMS pic at 3.30 min: HRMS (TOF MS ES+): m/z calcd for Cs3HggN1,04 [M+2H]?*: 468.27378; found:

468.274 (0.52 ppm).

LCMS pic at 3.45 min: HRMS (TOF MS ES+): m/z calcd for Cs3HggN1,0, [M+2H]?*: 468.27378; found:

468.274 (0.58 ppm).

LCMS pic at 4.51 min: HRMS (TOF MS ES+): m/z calcd for CsgH;5N1,04 [M+2H]?*: 494.79963; found:

494.7999 (0.48 ppm)

Retention Time (min)

Figure S38 HPLC chromatogram of purified Ill-4(b,c)(2,4)
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Figure S39 LCMS spectra of 1l1-4(b,c)(2,4).
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4.3.1- meta-arylopeptoid tetramer IlI-4(c,d)(2,4).

0 0 o) 0
TFA, HN N NﬁNﬁLNHZ
/N =

R N=N ,
N R\/N\N
(0]
R= le/\NHZ R'= "Lbl’)koH

Tetramer IlI-4(c,d)(2,4) was synthesised according general procedure A then general procedure B
using 100 mg of RA resin (0.054 mmol)

Merude= 78Mg (purity 87%), crude yield 119%

Mpure= 50Mg (purity 91%), isolated yield 68%

LCMS pic at 2.42 min: HRMS (TOF MS ES+): m/z calcd for C,gHg,N130, [M+3H]3*: 294.8343 found:
294.8342 (-0.71 ppm).

LCMS pic at 2.96 min: HRMS (TOF MS ES+): m/z calcd for C,gHsgN1,06 [M+2H]?*: 449.2296; found:
449.22957 (0.18 ppm).

LCMS pic at 3.02 min: HRMS (TOF MS ES+): m/z calcd for C,gHsgN1,06 [M+2H]?*: 449.2296; found:
449.22957 (-0.03 ppm).

LCMS pic at 3.60 min: HRMS (TOF MS ES+): m/z calcd for C,gHs5N1,05 [M+2H]?*: 456.7112; found:
456.71121 (0.01 ppm).

No. RT Area Conc 1 BC

1976160
3060380

354437 954
361030 3.009 BB

11999539 100.000

(=]
[y
balsutunliatiodutusdibiod b Lo
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Figure S40 HPLC chromatogram of purified Ill-4(c,d)(2,4).
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Relative Abundance
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Figure S41 LCMS spectra of lll-4(c,d)(2,4).
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4.3.4- meta- arylopept0|d tetramer, 111-4(d,e)(2 4)

&H PN A
/—N
R'(R) N=N N

\N
R(R')

PN
R= HNTY R= HO_~y
Tetramer IlI-4(d,e)(2,4) was synthesised according general procedure A then general procedure B
using 25 mg of RA resin (0.0155 mmol)

Merude= 25mMg (purity 81%), crude yield 118%

Mpure= 17.8 mg (purity 97%), isolated yield 84%

LCMS pic at 3.2 min: HRMS (TOF MS ES+): m/z calcd for CsoHgzN110¢ [M+2H]?*: 456.74759; found:
456.747 (-1.21 ppm).

LCMS pic at 2.76 min: HRMS (TOF MS ES+): m/z calcd for CsHg,N1,04 [M+2H]?*: 449.24776; found:
449.2473 (-0.99 ppm).

LCMS pic at 2.74 min: HRMS (TOF MS ES+): m/z calcd CygHg1N1,05 [M+2H]?*: 897.48824; found:
897.4871 (-1.31 ppm).

LCMS pic at 2.44 min: HRMS (TOF MS ES+): m/z CsHeiN130, [M+2H]2*: 441.74793; found: 441.7474 (-
1.11 ppm).

No. RT Area Conc 1 BC

902600 28.304 BB
807007 25.306 BB
99572 3.122 BV

LR

766115 24.024 VB
613688 19.244 BB

3188982 100.000

Retention Time (min)

Figure S42 HPLC chromatogram of purified 1l-4(d,e)(2,4).
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Figure S43 LCMS spectra of 1l1-4(d,e)(2,4).
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5- Synthesis and Characterization data of arylopeptoid hexamers
5.1.1-meta-arylopeptoid hexamer, llI-6(Alks ).

0] (@) O (0] (0] 0]
/\N/\Q)J\N/\Q)kN/\Q)‘\N/\Q)LN/\@)LN/\@)LNHZ
H
\
Hexamer IlI-6(Alk; ) was synthesised according to general procedure A using 50 mg of RA resin (0.027
mmol), then cleavage by gently shaking a solution of TFA/TIS/H,0 (95:2.5:2.5, 1mL) for 10 min at RT.

Mcruge= 33 Mg, crude yield 118%
Mpure= 24 Mg (purity 94%), isolated yield 84%
HRMS (TOF MS ES+): m/z calcd for CgeH74N;0g [M+H]*: 1060.56951; found: 1060.5684 (-1.08 ppm).

0.4
K No. RT Area Conc 1 BC
0.3 4 ; | 25.033 1723005 94.756 BB
2 28.14 48786 2.68 BB
3 3 29.113 46576 2.561 BB
0.2 1818367 100.000
0.1
0.0 ;
0.1
L R I R B R R B R M R M R M M R M
o 5 10 15 20 25 30 35 40 a
Retention Time (min)

Figure S44 HPLC chromatogram of purified Ill-6(Alks ).
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Figure $45 LCMS spectra of Il-6(Alks¢).
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Figure 46 *H-NMR in CDCl; of llI-6(Alk3,6)
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5.2- meta arylopept0|d hexamer 111-6(az¢).

aesasseen

N’N

O™

N\N

Hexamer IlI-6(as ¢) was synthesised according general procedure A then general procedure B using 50

mg of RA resin (0.027 mmol)

Mcruge= 42 Mg (purity 84%), crude yield 117%
Mpure= 28.2 mg (purity 94%), isolated yield 85%

HRMS (TOF MS ES+): m/z calcd for CgoHgsN130s [M+H]*: 1326.6975; found: 1326.6975 (0 ppm).

=0.1 =

LA L A I I I Il L L o I e el Bl LR
1] 5 10 15 20 25 30 35 40

Retention Time (min)

No. RT Area Conc 1 BC

2506548 94.822 BB
136881 5.178 BB

2643428 100.000

Figure $47 HPLC chromatogram of purified llI-6(a3 ).
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5.2- Startlng material, II] 6(AIk246

APPSR ssaCsasS T

Hexamer 1I-6(Alk,46) was synthesised according to general procedure A using 100 mg of RA resin
(0.054 mmol), then cleavage by gently shaking a solution of TFA/TIS/H,0 (95:2.5:2.5, 1mL) for 10 min

at RT.

Merude= 77ME (purity 85%), crude yield 121%

Mpure =

50.2mg (purity 97%), isolated yield 87%

HRMS (TOF MS ES+): m/z calcd for CggHggN1306 [M+H]*: 1056.53821; found: 1056.5367 (-1.39ppm).

0.8
No. RT Area Cone 1 BC
1 46.3860 4499721 96.659 BB
0.6 2 46.933 155515 3.341 TEB
4655236 100.000
0.4
0.2
o L‘\
P e e e e
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Retention Time (min)
Figure $49 HPLC chromatogram of purified Ill-6(Alky,4,)
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Figure S50 LCMS spectra of Il-6(Alky,46).
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Figure S51 *H-NMR spectra in CDCls of Ill-6(Alk3,4,6)
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5.2- Homo-clicked arylopeptoids

5.2.1- meta-arylopeptoid hexamer, Ill-6(a3,46).

O (0] 0] O O O
N~ a CN
N-N N

Hexamer IlI-6(a, 4 6) was synthesised according general procedure A then general procedure B using
100 mg of RA resin (0.054 mmol)

Merude= 116 mg (purity 87%), crude yield 137%
Mpure= 64 Mg (purity 88%), isolated yield 78%
HRMS (TOF MS ES+): m/z calcd for Cg;HgiN160g [M+H]*: 1455.7302; found: 1455.7341 (2.7 ppm).

0.8 = No. RT Area Conc 1 BC
e 1 39.560 225648 2.988 BB
2 55.273 6648184 88.044 BV
0.6 — 3 57.613 277185 3.671 BB
1 60.020 399992 5.297 BB
7551009 100.000
0.4 4
0.2 4 -
fe0r LLL‘\
LAARAN AL LA AR Raas AR LAARS LARAS RARRS LARAS LARRE RALSE LARAS
o 10 20 30 40 50 60 70
Retention Time (min)

Figure $52 HPLC chromatogram of purified Ill-6(a;,46).
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Figure $53 LCMS spectra of Ill-6(a 4¢).
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5.2.2- meta-arylopeptoid hexamer, 1l1-6(by,46).

N~N NN

N~N

Hexamer IlI-6(b, 46) was synthesised according general procedure A then general procedure B using
50 mg of RA resin (0.027 mmol)

Merude= 38 Mg (purity 86%), crude yield 96%
Mpure= 30 Mg (purity 91%), isolated yield 76%
HRMS (TOF MS ES+): m/z calcd for Cg;H,19N160g [M+H]?*: 737.43916; found: 737.4398 (0.81 ppm).

0.6 = No. RT Area Conc 1 BC

0.5 - 1 60.533 355375 8.722 BB
* 2 63.033 3718969 91.278 BV
0.4 = 4074344 100.000

0.3 3
ﬂZ':
0.1 - A
o

0.1 3 LK"‘\
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Figure $54 HPLC chromatogram of purified 11-6(b,46).
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Figure S55 LCMS spectra of llI-6(b,46).
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5.2.3- meta—arylopeptoid hexamer 111-6(c5,4,6)-

rolronoteo!

=
N\ J
N \N

g@*ﬁ@*

OH

O

HO OH

o
(o]

Hexamer IlI-6(c; 4 6) was synthesised according general procedure A then general procedure B using
100 mg of RA resin (0.054 mmol)

Merude= 90 Mg (purity 85%), crude yield 113%

Mpure= 49 Mg (purity 94%), isolated yield 68%

HRMS (TOF MS ES+): m/z calcd for C;5HggN1601, [M+2H]%*: 680.30653; found: 680.3074 (1.33 ppm).
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Figure 56 HPLC chromatogram of purified Il-6(c3,4,6).

80|

449 471
1.01 1.19 146 185

Helative Abundance

!'\‘:: 560 578 601

A i s i

648

8.80

7.28

166 5.13

170 2.08 243 2867

Helative Absorbance

B8.20

4 537 573 6.15 -

6.83

7.13

T .4;5

T

50

.5;5 T

Time {min}

6873140
z=2

(TR AT T W T X) TRET 1] 1

3375

I 1 t y T
600 800
miz

680.3065

=)
=3

bbbt Lo

o
=1

Helatve Intensity

682.3122

o

1200

: T
1400

T e
1000
miz

200 400 500 800

Figure 57 LCMS spectra of llI-6(c;,46).
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5.2.4- meta—arylopeptoid hexamer 11-6(d,46)-

M @AA@ ﬁxﬁ @ A@A

N~N N\N

HzN H,N
H2N

Hexamer IlI-6(d, 4 6) was synthesised according general procedure A then general procedure B using
100 mg of RA resin (0.054 mmol)

Mcruge= 116 Mg (purity 86%), crude yield 98%
Mpure= 64 Mg (purity 93%), isolated yield 70%
HRMS (TOF MS ES+): m/z calcd for C,;HgoN1901, [M+3H]3*: 438.91017; found: 438.9101 (-0.09ppm).

r No. RT Area Cone 1 BC

1.5 5 1 25.640 11289505 93.183 BV
3 2 26.653 418128 3.451 BV
3 3 28.620 407716 3.365 vE
3 12115349 100.000

1.0 =

0.5 3

Retention Time (min)

Figure 58 HPLC chromatogram of purified I1-6(d3,4,6).
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Figure 59 LCMS spectra of I11-6(d;,4 ).
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5.2.5- meta—arylopeptoid hexamer III—6(e245).

=

N~N NN

OH

Hexamer IlI-6(e, 4,6) was synthesised according general procedure A then general procedure B using

50 mg of RA resin (0.027 mmol)

Meruge= 46 Mg (purity 86%), crude yield 116%
Mpure= 33.80 mg (purity 100%), isolated yield 82%

HRMS (TOF MS ES+): m/z calcd for C;5sHg;N10g [M+2H]2*: 680.36111; found: 680.3602 (-1.38 ppm).

X ﬁxﬂ@* QQAA@A

OH

g@*ﬁ@*

0.5
No. RT Area Conec 1 BC
0.4
1 33.393 2351318 100.000 BB
0.3 2351318 100.000
0.2
0.1
0.0 \
-0.1
T T P P P T T T
0 10 20 30 40 50 60 70
Retention Time (min)
Figure 60 HPLC chromatogram of purified 1lI-6(e2,4,6).
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Figure S61 LCMS spectra of Ill-6(e;,4).
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5.3- Combinatorial on hexamer
5. 3 1- Meta- arylopept0|d hexamer l-6(a c)(2 4,6).

corotrolotoloo

R(R) =N R(R) =N R(R) ‘N=N

R= rLijZOH R = ﬁ@

Hexamer Il1-6(a,c)(2,4,6) was synthesised according general procedure A then general procedure
using 100 mg of RA resin (0.054 mmol)

Merude= 122 mg (purity 89%), crude yield 159%
Mpure= 51 Mg (purity 98%), isolated yield 67%

B

LCMS pic at 4.12 min: HRMS (TOF MS ES+): m/z calcd for C;,HgoN1601, [M+2H]%*: 680.30653 found:

680.3069 (0.52 ppm)

LCMS pic at 4.27 min: HRMS (TOF MS ES+): m/z calcd for C;;HgaN16019 [M+2H]%*: 696.32727 found:

696.3272 (-0.08 ppm)

LCMS pic at 4.42 min: HRMS (TOF MS ES+): m/z calcd for C;7HgsN16010 [M+2H]%*: 696.32727 found:

696.3273 (0.09 ppm)

LCMS pic at 4.73 min: HRMS (TOF MS ES+): m/z calcd for C;7HgoN16010 [M+2H]%*: 699.35074 found:

699.3508 (0.05 ppm)

LCMS pic at 4.5 min: HRMS (TOF MS ES+): m/z calcd for C;7HgsN16010 [M+2H]?*: 696.32727 found:
696.3275 (0.27 ppm)

LCMS pic at 4.5 min: HRMS (TOF MS ES+): m/z calcd for Cg,HggN1¢0g [M+2H]%*: 712.348 found:
712.3472 (-1.09 ppm)

LCMS pic at 4.59 min: HRMS (TOF MS ES+): m/z calcd for Cg,HggN1605 [M+2H]?*: 712.348 found:
712.3477 (-0.4 ppm)

LCMS pic at 4.72 min: HRMS (TOF MS ES+): m/z calcd for Cg,HggN160g [M+2H]?*: 712.348 found:
712.3477 (-0.4 ppm)

LCMS pic at 4.72 min: HRMS (TOF MS ES+): m/z calcd for Cg;Hg,N1606 [M+2H]?*: 728.36874 found:
728.368 (-1.04 ppm)

10.940

o
ComdoE W |

12 EQG

7443826 100.000

Retention Time (min)

Figure S62 HPLC chromatogram of purified 1ll-6(a,c)(2,4,6)
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Figure S63 LCMS spectra of lll-6(a,c)(2,4,6).
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5. 3 2- meta- arylopept0|d hexamer I1-6(a,d)( 2 4,6).

cohrotroirotrorot

R(R) N=N

R(R)) ‘N:N R(R) :N

Re S _NH Ro ﬁ\@

Hexamer Il1-6(a,d)(2,4,6) was synthesised according general procedure A then general procedure B

using 50 mg of RA resin (0.031 mmol)

Merude= 58 Mg (purity 89%), crude yield 150%
Mpure= 30 Mg (purity 95%), isolated yield 80%

LCMS pic at 3.13 min:
657.8621 (0.68 ppm).
LCMS pic at 3.29 min:
681.3641 (0.22 ppm).
LCMS pic at 3.76 min:

704.8671 (1 ppm)

LCMS pic at 3.76 min:

704.8671 (1 ppm)

LCMS pic at 4.09 min:

704.8668 (0.56 ppm)

LCMS pic at 4.66 min:

(0.3 ppm)

HRMS (TOF MS ES+): m/z calcd for C;,HggN1506 [M+2H]?*: 657.86161 found:
HRMS (TOF MS ES+): m/z calcd for C;7HgoN1506 [M+2H]?*: 681.36399 found:

HRMS (TOF MS ES+): m/z calcd for Cg;Hg1N17,06 [M+2H]?*: 704.86636 found:
HRMS (TOF MS ES+): m/z calcd for Cg,Hg1N170¢ [M+2H]?*: 704.86636 found:
HRMS (TOF MS ES+): m/ calcd for Cg;Hg1N1706 [M+2H]?*: 704.86636 found:

HRMS (TOF MS ES+): m/z Cg7Hg,N1606 [M+2H]%*: 728.36874 found: 728.3690

13.726
28.839

100.000

1] 10 20

Retention Time (min)

Figure S64 HPLC chromatogram of purified 111-6(a,d)(2,4,6).

53



NL: 2.80E9

100+ TIC MS F:FTMS
4 +p ESIFull ms
80— [140.00-2100.00]
5 | AKI1-095
8 -
5 70+
2 ’
5 60
2 i
o 50
= -
& 40
3 40
2 i
30+
20—
10016 0.48
fi N -
: T T T T T T T T T
0 1 10 11
Time (min)
NL: 2T4E7
AK-II1-D95 #387 AT, 343 AV 1 NL
438.?106 657 8621 2.74E+007
100 =3 z=2 T FTMS + pESI Full ms
140.0000-2160.0000]
- 4115674 | 511.2816 i ! '
o |‘1|1n|}nl Iullliuumi; N I . o ET i ; i y
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
MNL: 4.19E5
100 657.8618 CTZHBIOSN1S Chrg 2 R: 22207 Res
Pwr. @FWHM
50
6503659
o T T T T T T T T T T T T T T T 1
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
v ey
NL: B OTES
AK-II-095 8445 RT: 3.76 AV 1 NL
705.3676 B.07E+008
100 z=2 T FTMS * p ESI Full ms
[140,0000-2100.0000}
50
(o TS S S S R ET TR . . ; : Ly et . ‘ : i
200 400 600 1000 1200 1400 1600 1800 2000
miz
ML 3 TSES
i 7048664 C82HI1DEN1T Chrg 2 R: 21507 Fes.
P, @FWHM
50
[ T T T T T T T T T T T T T T T J
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
NL: 3.BOEB
ARCII-095 #4465 RT: 3,92 AV: 1 NL:
705.3676 3 BOE+008
100 z=2 T FTMS + p ESI Full ms
[140.0000-2100.0000]
50 5403500 8054177
A z=1
=2 1
[ESTTEIETETENENRRSHSAE i uull . : . . Ly . ; ; : .
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
NL: 3.79E5
100 704.8654 CB2HI108N1T Cheg 2 R: 21507 Res.
P, @FWHM
50
0 T T T T T T T T T T T T T T T
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
NL 88358
A-AI-DB5 #555 RT: 4.66 AV: 1 NL:
728'}890 3 B3E+008
100 &y T FTMS + p ESI Ful me
730.3736 [14D.0000-212.0000]
50 o= 1455.7296
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
NL 3.65E5
100 7286702 CATHI20GN1G Chrg 2 R: 21107 Res
Per. @FWHM
50
730.3745
0+ T T T T T T T T T T T T T T T T J
200 400 00 800 1000 1200 1400 1600 1800 2000
mlz

54



ITIE {TTHT)

£81.3641
454.5786 z=2

Ful
100 ull
f: 23 516,847/ 682 3664 00,0000}
503 e 2=2 1383,7021
9 [ z= 1
1] WS T BT ] 0 S e e . T :
200 400 600 800 1000 1200 '|4LU 1600 1800 2000
miz
681.3640
100+
b‘j 682.3669
|
) — ; s e ey . : s tias e e
200 400 600 800 1000 1200 1400 1600 1800 2000

Figure S65 LCMS spectra of lll-6(a,d)(2,4,6).

5. 3 3- meta- arylopept0|d hexamer 1-6(b, c)(2 4,6).

corrotootoliot

R(R') NEN R(R’) \N‘N

R= ;{Z(ZOH R'= f\O

Hexamer IlI-6(b,c)(2,4,6) was synthesised according general procedure A then general procedure B
using 100 mg of RA resin (0.054 mmol)

Meruge= 112 mg (purity 80%), crude yield 137%
Mpure= 62 Mg (purity 88%) isolated yield 82%

LCMS pic at 4.12 min: HRMS (TOF MS ES+): m/z calcd for C;,HgoN1601, [M+2H]%*: 680.30653 found:
680.3065 (-0.11 ppm).

LCMS pic at 4.46 min: HRMS (TOF MS ES+): m/z calcd for C;;HgoN16019 [M+2H]%*: 699.35074 found:
699.3507 (-0.05 ppm)

LCMS pic at 4.63 min: HRMS (TOF MS ES+): m/z calcd for C;7HgoN16010 [M+2H]%*: 699.35074 found:
699.3507 (-0.05 ppm)

LCMS pic at 4.73 min: HRMS (TOF MS ES+): m/z calcd for C;7HgoN16010 [M+2H]%*: 699.35074 found:
699.3508 (0.05 ppm)

LCMS pic at 4.85 min: HRMS (TOF MS ES+): m/ calcd for CgyH;g9N160g [M+2H]?*: 718.39495 found:
718.3951 (0.18 ppm)

LCMS pic at 4.94 min: HRMS (TOF MS ES+): m/ calcd for Cg,H1g9N160g [M+2H]?*: 718.39495 found:
718.395 (0.01 ppm)

LCMS pic at 5.12 min: HRMS (TOF MS ES+): m/ calcd for CgyH10oN105 [M+2H]%*: 718.39495 found:
718.395 (0.09 ppm)

LCMS pic at 5.24 min: HRMS (TOF MS ES+): m/z calcd for Cg;H110N150g [M+2H]%*: 737.43916 found:
737.4392 (0.06 ppm)
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Figure S66 HPLC chromatogram of purified 11-6(b,c)(2,4,6).
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Figure S67 LCMS spectra of lll-6(b,c)(2,4,6).
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5. 3 3- meta- arylopept0|d hexamer 111-6(b,d) (2 4,6).

oatroieotrotoo

R(R) =N R(R) N R(R) :N

Re  S_NH Ro 5\0

Hexamer IlI-6(b,d)(2,4,6) was synthesised according general procedure A then general procedure B
using 100 mg of RA resin (0.054 mmol)

Merude= 74 Mg (purity 81%), crude yield 88%

Mpure= 62 Mg (purity 96%), isolated yield 82%

LCMS pic at 3.64 min: HRMS (TOF MS ES+): m/z calcd for C;,HgoN1506 [M+3H]3*: 438.91017 found:
438.9103 (0.39 ppm)

LCMS pic at 3.8 min: HRMS (TOF MS ES+): m/z calcd for C;;Hg;N150¢ [M+3H]3*: 456.59407 found:
456.5945 (1.04 ppm)

LCMS pic at 4.26 min: HRMS (TOF MS ES+): m/z calcd for Cg;H193N1706 [M+2H]%*: 710.91331 found:
710.9135 (0.2 ppm)

LCMS pic at 4.51 min: HRMS (TOF MS ES+): m/z z calcd for CgH103N1706 [M+2H]?*: 710.91331 found:
710.9135 (0.2 ppm)

LCMS pic at 4.09 min: HRMS (TOF MS ES+): m/ calcd for Cg,Hg,N;706 [M+2H]?*: 704.86636 found:
704.8668 (0.56 ppm)

LCMS pic at 4.66 min: HRMS (TOF MS ES+): m/z calcd for Cg;H;10N1606 [M+2H]%*: 737.43916 found:
737.4396 (0.64 ppm)

1.0 -

3 No. RT Area

0.8 -3 4684319
244364
03

0.6 =

R T RE N

0.4

0.2 16712311 100.000

0.0 =3
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Figure S68 HPLC chromatogram of purified 111-6(b,d)(2,4,6)
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Figure S69 LCMS spectra of 111-6(b,d)(2,4,6).
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5.3.4- meta-arylopeptoid hexamer, IlI-6(c,d)(2,4,6).

O O O O (0] O
= /\'bﬁ Ngﬁ
RRY NN RRY =N RRY NN
O
R= SN2 R = ?LLJAOH

Hexamer Il1-6(c,d)(2,4,6) was synthesised according general procedure A then general procedure B
using 50 mg of RA resin (0.031 mmol)

Mcruge= 46 Mg (purity 86%), crude yield 110%
Mpure= 33.8 mg (purity 97.8%), isolated yield 81%

LCMS pic at 3.29 min: HRMS (TOF MS ES+): m/z calcd for C;,HgyN1305 [M+3H]3*: 443.89793 found:
443.8988 (1.97 ppm).

LCMS pic at 3.19 min: HRMS (TOF MS ES+): m/z calcd for C;,HgyN1505 [M+3H]3*: 443.89793; found:
443.8989 (-2.11 ppm).

LCMS pic at 3.56 min: HRMS (TOF MS ES+): m/z calcd C;,Hg3N1;010 [M+2H]?*: 672.82489; found:
672.8253 (0.63 ppm).

LCMS pic at 4.13 min: HRMS (TOF MS ES+): m/z C;,HgoN1¢01, [M+2H]?*: 680.30653; found: 680.3075
(1.42 ppm).

RT Area Conc 1 BC

25.680 17.727 BB
2 26.640 2.19¢ BB
3 27.467 13.799 BB
4 28.233 28.320 BB
5 30.360 19.303 BE
6 31.027 12.157 BB
T 33.320 6.498 BB

A AR RS ARRE LAARS LARRE RARAN LARES LARRS L IRARE RAR
0 10 20 30 40 50 60

Retention Time (min)

Figure S70 HPLC chromatogram of purified Ill-6(c,d)(2,4,6).

62



NL: 9 BTES

o 1004 355 TIE MS F FTMS +
2 | 4.13 p ESIFulims
LS 80— \ [140.00-2100.00]
c AR
E 50 | 11-G64
3
o
& 201 217 | 394[| 4
s 3085 105 127 174 250 297 fal) ; Lﬂﬂ_k_q._sg 516 579 624 683 714 7.83 B34 854
R T G e e - hor
o 410 o NL: 1.72E4
100 Total Scan POA
= 5
3.52 . 735 757 7.0 gay Mo
35 621 675 i S 8.30 85 st
" ‘ll FOR 4as 48 551 2 [ B30 885 i
1.68 1.90 e
0
50 T T T T ' T — . T e - . :
1 2 3 4 5 ) 8 <]
Time {min)
NL: 310ET
4438938 fﬁ':\z-:-ﬁlﬂl RT- 329 AW 1 NL
100 £3 T ETME + p ESIFUll ms
444 2321 [142.0000-210% 0000]
s03tseoata 3923383 | 2=z gesadas
3 2= z=1 z=
od=2 ey i b s sy - . - — g
200 400 600 a00 1000 1200 1400 1600 1800 2000
iz
KL 4 19E5
100 443.8979 CTZHETOBNR Chrg 3 R. 27107 Res
Puwr, @FWHM
50
T T T ¥ T ¥ T T T T T T T T
200 400 [=v] 0D 1000 1200 1400 1600 1800 2000
miz
ime (min)
NL: & 34E7
443.8989 ::;;’f:::lﬂ‘ RT 318 AV t NL
100 z=3 T FTMS + p ESI Full ms
444 2323 1140 0000-2100_0300]
6031589614 3523393 =3 6653438
z=1 z=1 z=2
S SRUTRET WETETFY ST PP TO STl o S S— TV b . : . . :
200 400 600 800 1000 1200 1400 1600 1800 2000
miz
KL 419€8
100 443 8979 CTHATOBN1E Chrg 3 F 27107 Rea
Fwe @EWHM
50
- T T T T T T T T T T T T ] T T T
200 400 &00 &00 1000 1200 1400 1600 1800 2000
miz
NL T ATEE
4488862 AK-11-054 #427 RT 3.56 AV 1 NL
iy 872.8252 okiites NN
100 =2 T FTMS + p ESI Fuli ms
g 453 5568 [140 00002 100 0200}
50 352 3391 221 6733264
i =1 z=2
[ TRTTTS SR TTRSTIITTS O WA E ES VO T I ! 1, o e ey . . . r
200 400 600 500 1000 1200 1400 1600 1800 2000
miz
NL 4.18E5
160 672.8249 CT2HB301GNT? Chig 2 R 22007 Res
J Pur @FYHM
|
o
0 3 T T T T T T T T T T T T 1 T T 1
200 400 600 800 1000 1200 1400 1600 1800 2000
mlz
HL:2.05E8
AK-5-064 #4897 AT 4 13 AV | NL
680.3075 2.05E+008
- z=2 TETMS + p ESIFull ms
591.2968 [140.04:00-2100.0000]
7
50 352.3382 45:;5;3 z=2 13596058
7= i z=1
[ TR TS PR el mas 04 L T kL
T T T U T T T T T T T T T T
200 400 800 800 1000 1200 1400 1600 1800 2000
miz
Ni 41855
smj 580 30&5 CT72HB0012N18 Chrg 2 R 21807 Res.
{ Par @FAHM
eso‘ii
1 682 3122
0y T T T T T T T T - T T T T 7 i
200 400 600 a00 1000 1200 1400 1600 1800 2000
miz

Figure S71 LCMS spectra of 111-6(c,d)(2,4,6).
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5.3.5- Meta-arylopeptoid hexamer, 111-6(d,e)(2,4,6).

0 0 0 0 0 0
\ﬁ /\bﬁ Ngﬁ
R(R')/\ N‘N=N RR)  N=N R(R‘)/\ N=N

R= % \-NH, R = S\ OH

Hexamer IlI-6(d,e)(2,4,6) was synthesised according general procedure A then general procedure B
using 50 mg of RA resin (0.031 mmol)

Mcruge= 46 Mg (purity 89%), crude yield 111%
Mpure= 33.8 mg (purity 98%), isolated yield 81%

LCMS pic at 2.77 min: HRMS (TOF MS ES+): m/z calcd for C;,HggN1606 [M+2H]?*: 657.86161 found:
657.8613 (-0.52 ppm)
LCMS pic at 2.89 min: HRMS (TOF MS ES+): m/z calcd for C;3HgoN1507 [M+2H]?*: 665.36145 found:
665.3611 (-0.54 ppm)
LCMS pic at 3.18 min: HRMS (TOF MS ES+): m/z calcd for C;4,Hq;N;1705 [M+2H]?*: 672.86128 found:
672.8617 (0.62 ppm)
LCMS pic at 3.58 min: HRMS (TOF MS ES+): m/z calcd for C;5Hg,N1604 [M+2H]?*: 680.36111 found:
680.3611 (0.05 ppm)

Figure S72 HPLC chromatogram of purified 111-6(d,e)(2,4,6).
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Figure S74 LCMS spectra of 111-6(d,e)(2,4,6).
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6-Sequential click to access regioisomers

6.1- Synthetic paths
6.1.1. Synthetic path for Ill-6(a3,c4,6)

d“@&*@*@ O*Cf*@f

11-3(Alky) W3
o o © i i i
b),d),b),c),b).d) d@” /[m&@/)\k@;)bﬁ)ﬁb;w
B g(ayAlky)

20— oy v ooy *@f

r ~N'—N W-6(@zcee)

HO,C HO,C
a) DCM/MeOH (v/v=8/2), Cata (5mol-%), la, 50°C. b) 3-(chloromethyl)-benzoyl chloride, DIPEA, DCM, RT. c)

isopropyl amine, dmso, 50°C. d) Propargyl amine, dmso, 50°C. e) DCM/MeOH (v/v=8/2), Cata (5mol-%), lc,

50°C. f) TFA/H,Oltri isopropy! silane (95/2.5/2.5).
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6.1.2. Synthetic path for Ill-6(a4 cy,6)

11-3(Alkz) // -3(c,) !
fBUO,C
o o o o
b), d) ‘W)‘i@ﬂ\@”i)@pq
tBuOZC// o lI-6(c,Alky,)

—— OO Oy

N M-6(cp,ag) BNy N

{BuO,C
2222 — ol b e e oy
- N N N N N NH
A A J\QAA)K@A
r Nh:f Bn~ NT< ///
BuUO,C 11-6(c5,a4,Alkg)
a). ) o o o o o 9
O OO OOy
//N_N—_N Bn/N.N—_N N_;_N
HO,C 111-6(a4,C2,6) HOZC//

a) DCM/MeOH (v/v=8/2), Cata (5mol-%), Ic, 50°C. b) 3-(chloromethyl)-benzoyl chloride,

DIPEA, DCM, RT. c) isopropyl amine, dmso, 50°C. d) Propargyl amine, dmso, 50°C.

e) DCM/MeOH (v/v=8/2), Cata (5mol-%), la, 50°C. f) TFA/H,O/tri isopropyl silane (95/2.5/2.5).
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6.1.3. Synthetic path for Ill-6-(ag C.4)

o o o o a) o} o} o o

1I-2(Alk; 4) tBuOZC// -6(cp,g) BUOL
b), c), b), d) o 0 2 i i i
O)K©/\NJK©/\N)K©/\N)K©/\NJK©/\NJK©/\NH
NN //N_N._N
tBuO,C tBuO,C
|"'6(C2,4,A|k6)
o). 1) o o o o 0 o
N. -N N. N .
N N BNy N
HO,C HO,C
1ll-6(ag,c; 4)

a) DCM/MeOH (v/v=8/2), Cata (5mol-%), Ic, 50°C. b) 3-(chloromethyl)-benzoyl chloride, DIPEA, DCM, RT. c)
isopropyl amine, dmso, 50°C. d) Propargyl amine, dmso, 50°C. e) DCM/MeOH (v/v=8/2), Cata (5mol-%), la,

50°C. f) TFA/H,O/tri isopropyl silane (95/2.5/2.5).
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6.1.4. Synthetic path for Ill-6-(a,,4,Ce)

WA@ )\©/»\J\©/ T O*©3\J\©/ k@@f@”

11-2(Alk;,5) |||-6(a2,4)
b).c)b).d) o)i@/Nﬁ\@/Nfg@/Ni@/Nf&@fN 0
Ay }a o1 )\*@ANH
Bn’N/‘;< B”/N/";f ///
111-6(ay,4,Alkg)
o o
e), f)
*@@*@p ‘oo ooy
" Bn—Ne N //N_;N
HOLC
11-6(az 4,C6)

a) DCM/MeCH (v/v=8/2), Cata (5mol-%), la, 50°C. b) 3-(chloromethyl)-benzoyl chloride, DIPEA, DCM, RT. c)
isopropyl amine, dmso, 50°C. d) Propargyl amine, dmso, 50°C. e) DCM/MeOH (v/v=8/2), Cata (5mol-%), Ic

50°C. f) TFA/H,Oltri isopropyl silane (95/2.5/2.5).
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6.1.5- Synthetic path for Il1-6(ay,e,C;)

"_3(:;:?@% 1-3(c,)
tBuOZC

b), ), b), c), b), d i i i i i i

,d), b), c), b),

), d), b), ), b), d) )\J\QQJ\@Q\J\@/;J\@C&J\@;
tBuozc// N I11-6(c,,Alky )

ool o *@

HOzC III-6(a4_6,cz)

a) DCM/MeOH (v/v=8/2), Cata (5mol-%), Ic, 50°C. b) 3-(chloromethyl)-benzoyl chloride, DIPEA, DCM, RT. c)
isopropyl amine, dmso, 50°C. d) Propargyl amine, dmso, 50°C. e) DCM/MeOH (v/v=8/2), Cata (5mol-%), la

50°C. f) TFA/H,O/tri isopropyl silane (95/2.5/2.5).
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6.1.6. Synthetic path for Ill-6-(ay,,c4)

||-3(;£:©/ k©/ -3(a;) J\t‘?:{k@nji
notortorontep
III-6(a2,AIk4)

— dorieyiodey

N
N

III 6(az,c4) {BuO,C

LACSeCIRrEeTA S QbR
BN N

l1-6(ay,c4,Alkg) tBUOC

= *@&*@f *@&*@Q*@ﬂ*@f

N
//N NN

III-6(a2,6,c4) HO,C

b), c), b), d)

a) DCM/MeOH (v/v=8/2), Cata (5mol-%), la, 50°C. b) 3-(chloromethyl)-benzoyl chloride, DIPEA, DCM, RT. c)
isopropyl amine, dmso, 50°C. d) Propargyl amine, dmso, 50°C. e) DCM/MeOH (v/v=8/2), Cata (5mol-%), lc,

50°C. f) TFA/H,Oltri isopropyl silane (95/2.5/2.5).



6.2- Characterisation data

6.2.1- Synthesis of meta—arylopeptoid hexamer 111-6-(ay,c4, 6)'

HN

~
N
O{ N=N
OH

HO\((\ N’N

N’N

Merude = 118 mg (purity 81%), crude yield 157%
Mpure= 63 Mg, (purity 85%), isolated yield 84%

rotrotrotnotoo

No. RT Area

HRMS (TOF MS ES+): m/z calcd for C;7HgaN16010 [M+H]*: 1391.64726 found: 1391.6487 (1.02 ppm)

Conc 1 BC

40.707
2 43.353

1675098
300266

84.799 BB
15.201 BB

1975364

100.000

Retention Time (min)

Figure $75 HPLC chromatogram of purified l1-6-( ac4).
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Figure S76 LCMS spectra of Ill-6-(acy,¢).
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6.2.2-Synthesis of meta-arylopeptoid hexamer, III—6—(a4,c2 5)'

T ﬁ@*ﬁ@* Q@*ﬁ@*
HO\\g\ N\N:N ‘N=N HO{ NN

Meruge = 109 mg, (Purity 85%), crude yield 145%
Mpure= 70 Mg, (Purity 97%), isolated yield 93%

HRMS (TOF MS ES+): m/z calcd for C;7HgzN16019 [M+H]*: 1391.64726 found: 1391.6487 (1.02 ppm)

0.4 -

0.3
= No. RT Area Conc 1 BC
0.2 1 41.873 1414510 97.218 BB
2 43.440 40479 2,782 BB
3 1454989 100.000

0.1

0.0 —

-0.1 4

Retention Time (min)

Figure S77 HPLC chromatogram of purified Ill-6-(a,,c5¢).

4.38

Relative Abundance

Time (min}

606.3206
z=2

100+
707.3173
50 222 13916487
Ly

z=1
o iy T T L .- P L b
200 400 600 200 1000 1200 1400 1600 1800 2000

miz

1391.6473

1393 6531

i
]
i
i | 1305 6588

— ; " : T T T T T T
00 400 600 BOD 1000 1200 ‘\4\][, 1600 1800 2000
miz

Figure S78 LCMS spectra of purified Ill-6-(a4,¢c;,¢).
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6.2.3- Synthesis of meta- arylopept0|d hexamer 1-6-( as,c24)

g Aﬁ ﬁkﬁ

\ N
N \
\N:N HO\.\(\ N:N
(0]

Merude = 112 mg, (Purity 69%), crude yield 149%
Mpure= 50 Mg, (Purity 87%), isolated yield 67%
HRMS (TOF MS ES+): m/z calcd for C;7HgzN16010 [M+H]*: 1391.64726 found: 1391.6487 (1.02 ppm)

HO{ NN

oo

0.6 —

0.2 ‘

E h |‘
\/ \‘ |“ k\”—q&wu
I

T RN LR ARl LA RERE
0 10 20 30 40

50 60 70

Retention Time (min)

No.

-

RT Area

39.2867
42.453
44.267

295177
3940729
283985

4519891

Conc 1
6.531
87.186
6.283

100.000

BC

BV

BB

Figure $79 HPLC chromatogram of purified ll1-6-( as,C5,4).
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Figure S80 LCMS spectra of Ill-6-( ag,C5,4).
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6.2.4- Synthesis of meta- arylopept0|d hexamer 1-6-( 324,c6)

SEAACEI
o=( "\ d NN @f

Merude = 23.65 mg, (Purity 78%), crude yield 105%
Mpure= 20.1 mg, (purity 83%), isolated yield 90%.

No. RT Area Conec 1

a

1 47.653 1867143 83.164
2 53.787 377991 16.836

ow | w
W<

2245134 100.000

Retention Time (min)

Figure S81 HPLC chromatogram of purified Ill-6-(ay,4,c5).
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6.2.5- Synthesis of meta-arylopeptoid hexamer,ll-6-(a46,C5):

L Aﬂ@A ﬂ@AA@AQ@A o

Merude = 24.6 Mg, (purity 82%), crude yield 109 %
Mpure= 18.6 mg (purity 92%), isolated yield 83%

Q.5
No. RT Area Cone 1 BC
1 30.187 86923 2.678 EB
0.4 2 47.393 3003341 92.544 BB
= 3 53.453 155039 4.777 BB
3245303 100.000
0.3
0.2
0.1 5
0.0 b
=-0.1
i T T IRRRASRARAS LARAN LRRS RARRY RARRY T T T T
0 10 20 30 40 50 60
Retention Time (min)

Figure $82 HPLC chromatogram of purified HI-6-(a4,c5).
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6.2.6- Synthesis of meta- arylopept0|d hexamer 11-6-(a2 6,C4):

N
; =N o

Merude = 25 Mg (purity 87%), crude yield 111%
Mpure= 19 Mg (purity 93%), isolated yield 84%

QPP ﬁkﬁ
{

o
A

NH,

Retention Time (min)

No RT Area Conc 1 BC
33.180 8390 3.125 BB
45.880 10711 4.243 BB
48.773 2338772 92.632 BB
2524789 100.000

Figure S83 HPLC chromatogram of purified Ill-6-(a;,6,c,)
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6.2.7- Synthesis of meta- arylopept0|d hexamer, III 4(d,,e,):

0]
Merude = 16.7 mg (purity 87%), crude yield 117%
Mpure= 11.6 mg (purity 92%), isolated yield 82%
0.4 _% No. RT Area Conec 1 BC
b : — —— 5

Retention Time (min)

Figure S84 HPLC chromatogram of purified l1-4(d,,e,).
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6.2.8- Synthesis of meta-arylopeptoid Hexamer, lll-4(e,,d,):

0O 0] o) O
HoN—"" =N N

HO_~_N-N
Merude = 17.2 mg, (purity 83%) crude yield 121%
Mpure= 11.2 mg, (purity 87%), isolated yield 79%

Retention Time (min)

Figure S85 HPLC chromatogram of purified lll-4(e,,d,).
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7-Table of retention times.

Arylopeptoid Retention time Identification

lI-4-(e,d)(2,4) 26.0 11-4(d,,e,)
26.9 11-4(d,,e,)

ll1-6(a,c)(2,4,6) 40.8 1-6-(a,)(ca6)
41.8 1-6-(a;)(c,6)
42.5 1-6-(ag)(c,.4)
47.7 1-6-(c;)(a46)
48 11-6-(cs)(az,4)
49.1 1-6-(c4)(az6)

Table S1: HPLC retention time for each tetrameric and hexameric regioisomers
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