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1 Materials and Equipment

All chemicals were obtained from the supplier and used without further purification. Anhydrous
tetrahydrofuran (THF) was prepared by distillation over potassium under a nitrogen atmo-
sphere. Anhydrous dichloromethane was prepared by distillation over CaCl, under a nitrogen
atmosphere. The eluents for chromatography hexanes (low boiling), ethyl acetate (EtOAc) and
dichloromethane were distilled prior to use. When water was needed for reaction or work-up,
demineralized water was always used. The degassed solvents acetonitrile (MeCN) and ethanol
were prepared by channeling the respective gas (nitrogen or hydrogen) through the solvent.
For thin-layer chromatography, TLC SiO2 60 Fzs4 glass plates (layer thickness of 0.20 mm on
aluminum, pore size 60 A, fluorescence at 254 nm) from the company Merck were used. The
identification of compounds with activity in the UV range was carried out by light irradiation
of wavelengths 254 nm and 366 nm. In the case of UV-inactive compounds, staining reagents
were used (KMnOs, Seebach’s reagent and phosphomolybdic acid). Column chromatography
was either carried out with silica gel (SiOa, particle diameter of 40-63 pum) from the company
Macherey-Nagel. The silica gel used for the purification of ionic compounds was prepared by
stirring SiO2 with 6.0 M HCI for 30 min at room temperature, followed by filtration and
washing with water as well as acetone until it was colourless.

'HNMR (and *C NMR) spectra were recorded using Bruker spectrometers Avance 300,
Ascend 400, Avance 500 and Ascend 700 at 300 MHz (75 MHz), 400 MHz (101 MHz), 500
MHz (126 MHz) and 700 MHz (176 MHz), respectively. **F NMR spectra were recorded at
376 MHz. Deuterated chloroform (CDCls, 6n =7.26 ppm, &c = 77.2+0.1 ppm) was used as
solvent with tetramethyl silane (TMS, 6n = 0.00 ppm, dc = 0.0 ppm) as reference for the
chemical shift 6 in ppm (parts per million). In some cases, deuterated dimethyl sulfoxide
(DMSO-d6, 61 = 2.50 ppm, dc = 39.5+£0.1 ppm) was used instead. Coupling constants J were
reported in Hertz (Hz) and signal multiplicities were abbreviated as follows: s (singlet), br. s
(broad singlet), d (doublet), dd (doublet of doublets), dt (doublet of triplets), t (triplet), g
(quartet), m (multiplet). Atom numbering can differ from the IUPAC nomenclature due to a
better comparison of several compounds. *H- and **C NMR spectra, COSY, HSQC and HMBC
experiments were carried out to assign the NMR signals. The uniformity of the numbering is
illustrated by the examples in Scheme S1. By numbering the COO groups, the signals can be
compared more easily due to the continuous numbering already from the building blocks (left

and center).
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FT-IR spectra were recorded on a Bruker Vektor 22, equipped with a MKII Golden Gate Single
Reflection Diamond ATR system. The intensity maxima were rounded to whole wave numbers
(cm™1) and the relative absorption bands were indicated using the following abbreviations: w
(weak), m (medium), s (strong), vs (very strong).

Mass spectra (MS) as well as high resolution mass spectra (HRMS) were recorded by
electrospray ionisation (ESI) with a Bruker MicrOTOF-Q spectrometer, and electron ionisation
(EI) with a Bruker Varian MAT 711 spectrometer.

An Elemental Analyzer Model 1106 from the company Carlo Erba Strumentazione was used
for quantitative determination of the elements carbon, hydrogen and nitrogen. In addition, the
water content could be determined via this method. Furthermore, a Karl Fischer titration (KFT)
was performed for 3,4,5-C14TyrCi4Cl on a C10S/C20S/C30S coulometric KF titrator with
DO308 drying oven from Mettler Toledo.

The rotational values o of new, ionic substances were measured at a wavelength of 589 nm and
a temperature of 20 °C using a 241 polarimeter from Perkin Elmer. For the measurement, the
substances were dissolved in chloroform and placed in a measuring cuvette. With the aid of the
measured rotation values a, the specific angle of rotation could be determined via the Biot law

[0 = — ®
at T =20 °C and A = 589 nm with the concentration c of the specimen [g- mL] and the cuvette
thickness | (I =1 dm). The specific rotation [a]3 [>-mL-g*-mL"] was reported without
dimensions for a better overview.

Optical investigations were carried out with a polarising optical microscope Olympus BX 50,
which could be heated via the hot plate LTS 350 from Linkam. Temperature was regulated with
the control units TP93 and LNP from the company Linkam (AT = £1 K). Recorded images to
capture occurring mesophase textures were taken over the digital camera Axiocam 105 Color
from ZEISS, processed and archived using the software ZenCore v3 from ZEISS.

Differential scanning calorimetry was performed on a DSC822e from the company Mettler
Toledo. Therefore, sealed aluminum crucibles with heating and cooling rates of 5 K min were
used. The phase transition temperatures of the extrapolated onset values were determined using
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the software STAR® 14.0. A transition marked with '[-]' was observed at the appropriate
temperature in the POM, but could not be reproduced in the DSC thermogram.

Melting points (M.p.) were determined either by investigation using the polarising optical
microscope (heating rate 2—-3 K) or by DSC measurements. The melting point was determined
as the temperature at which the sample began to melt (liquid crystals) or was completely melted
(for substances without mesophase).

X-ray diffractograms in the small (SAXS) and wide angle (WAXS) range were recorded on an
AXS Nanostar C from Bruker. X-rays (nickel-filtered, monochromatic Cu-Ka radiation,
wavelength A: 1.5406 A) were generated in a Siemens X-ray tube with a power of 1500 W.
Calibration was performed with silver behenate at 298 K. For the measurement of a sample to
be examined, it was extruded, melted in a pith tube of the company Hilgenberg GmbH (outer
diameter: 0.7 mm) and transferred into a heatable sample holder. Diffraction patterns were
recorded using a HI-STAR detector from Bruker. The analysis of the measurement data was
carried out with the software SAXS (version 4.1.51) of the company Bruker, that of the X-ray
diffractograms with the programs Datasqueeze (version 2.2.8) and OriginPro 2021 (version
9.8.0.200) from OriginLab®.

The investigations of lyotropic liquid crystalline behavior were carried out at the Institute of
Physical Chemistry at the University of Stuttgart in the working groups of Prof. Dr. Frank
Giesselmann, Prof. Dr. Cosima Stubenrauch and Prof. Dr. Thomas Sottmann. The optical
investigations were performed on a Leica DMC2900 polarizing microscope from Leica
Microsystems GmbH. The temperature could be controlled by the program WinTemp and a
mK1000 High Precision temperature controller from Instec Inc. The surface tension was
measured on a Tensiometer STA-1 from Sinterface with an integrated balance CP64 from
Sartorius. The monitoring of the measurement and data output was carried out by the software
supplied with the tensiometer (version 1.0.0.28). The evaluation of the data was carried out by

the program IsoFit.



2 Synthesis

The synthesis of the respective crown ether based derivatives CrCO:2Et, CrCO2H,
CrTyrCnBoc, CrTyrCnNH:2 and CrTyrCnCl (n =10, 12, 14) was carried out according to
previous work.! Comparable yields and purities could be achieved and their synthesis will not

be discussed any further.

2.1 Preparation of Substituted Benzoic Acid Building Blocks

General Procedure GP1: Fischer esterification of dihydroxy benzoic acids?

The respective dihydroxybenzoic acid 3,4-COzH or 3,5-CO2H (5.00 g, 32.4 mmol) was
dissolved in ethanol or methanol (55 mL). Conc. sulfuric acid (0.4 mL) was added and the
solution was heated for 24 h under reflux. After cooling to room temperature, excess solvent
was removed under reduced pressure. The remaining residue was dissolved in ether (100 mL)
and washed with conc. sodium bicarbonate solution (4 x 50 mL). Subsequently, the combined
organic phases were dried over magnesium sulphate and the solvent was removed under

reduced pressure.

3,4-Dihydroxybenzoic acid ethyl ester (3,4-CO:zEt)
According to GP1: Protocatechuic acid 3,4-COzH (5.00 g, 32.4 mmol), conc. H2SO4 (0.4 mL),

EtOH (55 mL).
(@]

Ho.a 22 /\ 3,4-CO,Et
;@Ako CoH1004

HO™ ™ 7 (182.18)
Colourless solid (96%, 5.66 g, 31.1 mmol, purity >95%); *H NMR (500 MHz, DMSO-d6):
§=1.27 (t, J = 7.1 Hz, 3H, CHs), 4.22 (q, J = 7.1 Hz, 2H, CHy), 6.83 (d, J = 8.2 Hz, 1H, 6-H),
7.33 (dd, J = 8.3 Hz, 2.1 Hz, 1H, 7-H), 7.39 (d, J = 2.1 Hz, 1H, 3-H), 9.37 (s, 2H, OH) ppm;
13C NMR (126 MHz, DMSO-d6): § = 14.2 (CHs), 60.0 (CH2), 115.3 (C-6), 116.2 (C-3), 120.8
(C-2), 121.7 (C-7), 145.0 (C-4), 150.3 (C-5), 165.7 (C=0) ppm; MS (ESI): m/z = 183.07
[M + H]*, 205.05 [M + Na]*; HRMS (ESI): m/z (CoH1004) calcd.: 205.0471 [M + Na]*, found:
205.0472. The spectroscopic data were in accordance with the literature.?

3,5-Dihydroxybenzoic acid methyl ester (3,5-CO2Me)
According to GP1: a-Resorcylic acid 3,5-CO2H (5.00 g, 32.4 mmol), conc. H2SO4 (0.4 mL),
MeOH (55 mL).



HO 4 3 ) 1 O/ 3,5-CO,Me

CeHgO4

° (168.15)
OH

Beige solid (91%, 4.95 g, 29.4 mmol, purity >92%); *H NMR (500 MHz, DMSO-d6): § = 3.79
(s,3H, CHs), 6.47 (d, J = 2.3 Hz, 1H, 5-H), 6.84 (d, J = 2.3 Hz, 2H, 3-H), 9.64 (s, 2H, OH) ppm;
13C NMR (126 MHz, DMSO-d6): § = 51.9 (CHa), 107.1 (C-3), 107.2 (C-5), 131.3 (C-2), 158.5
(C-4), 166.2 (C=0) ppm; MS (ESI): m/z=191.03 [M + Na]*; HRMS (ESI): m/z (CsHgO4)
calcd.: 191.0315 [M + Na]*, found: 191.0313. The spectroscopic data were in accordance with
the literature.*®

General Procedure GP2: Williamson ether synthesis of benzoic acid esters with hydroxy
groups

Method A: Monohydroxybenzoic acid esters®

4-Hydroxybenzoic acid methyl ester 4-CO2Me (1.92 g, 12.6 mmol) and potassium carbonate
(5.22 g, 37.8 mmol) were suspended in degassed acetonitrile (55 mL) under a nitrogen
atmosphere. The respective 1-bromoalkane (12.0 mmol) was added and the mixture was heated
for 24 h under reflux. After cooling to room temperature, the mixture was poured into a sodium
hydroxide solution (100 mL, 1.0 M in H2O). The aqueous phase was extracted successively
hexanes (8 x 50 mL) and the combined organic phases were dried over magnesium sulphate.

Subsequently, the solvent was removed under reduced pressure.

Method B: Dihydroxybenzoic acid esters’

Potassium carbonate (8.29 g, 60.0 mmol) and the respective dihydroxybenzoic acid ester 3,4-
CO:zEt or 3,5-CO2Me (12.0 mmol) were suspended in degassed acetonitrile (55 mL) under a
nitrogen atmosphere. The corresponding 1-bromoalkane (26.4 mmol) was added and the
mixture was heated for 24 h under reflux. After cooling to room temperature, the mixture was
poured into water (100 mL). Precipitated solid was dissolved in hexanes (100 mL). The
aqueous phase was extracted successively hexanes (8 x 50 mL) and the combined organic
phases were dried over magnesium sulphate. Subsequently, the solvent was removed under

reduced pressure and the residue was recrystallised from ethanol.

Method C: Trihydroxybenzoic acid esters®®
Potassium carbonate (13.3 g, 96.2 mmol), sodium iodide (180 mg, 1.20 mmol) and 3,4,5-
trinydroxybenzoic acid ethyl ester 3,4,5-COz2Et (2.38 g, 12.0 mmol) were suspended in



degassed acetonitrile (55 mL). The corresponding 1-bromoalkane (39.6 mmol) was added and
the mixture was heated for 48 h under reflux. After cooling to room temperature, the mixture
was poured into water (100 mL). Precipitated solid was dissolved in hexanes (100 mL). The
aqueous phase was extracted successively hexanes (8 x 50 mL) and the combined organic
phases were dried over magnesium sulphate. Subsequently, the solvent was removed under

reduced pressure and the residue was recrystallised from ethanol.

4-Decyloxybenzoic acid methyl ester [4-C10CO2Me]
According to GP2, method A: 4-Hydroxybenzoic acid methyl ester 4-CO2Me (1.92 g,
12.6 mmol), 1-bromodecane (2.5 mL, 12.1 mmol), potassium carbonate (5.50 g, 39.8 mmol),
MeCN (70 mL).
0 4-C,,CO,Me
4 G o~ C1gH2503

NN N (292.42)
Colourless solid (89%, 3.15 g, 10.8 mmol, purity >95%); 'H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7Hz, 3H, CHas), 1.18-1.40 (m, 12H, CH), 1.40-1.52 (m, 2H, OCH2CH,CH>),
1.72-1.86 (m, 2H, OCH2CHy>), 3.87 (s, 3H, OCHs3), 3.99 (t, J = 6.5 Hz, 2H, OCH>), 6.89 (d,
J=8.9Hz, 2H, 4-H), 7.97 (d, J=8.9 Hz, 2H, 3-H) ppm; *C NMR (101 MHz, CDCls):
8 =14.1 (CHa), 22.7, 26.0, 29.1, 29.3, 29.4, 29.56, 29.58, 31.9 (CH>), 51.8 (OCHa), 68.2
(OCHy), 114.1 (C-3), 122.4 (C-2), 131.6 (C-4), 163.0 (C-5), 166.9 (C=0) ppm; MS (ESI):
m/iz=29321 [M+H]*, 31519 [M+Na]'; HRMS (ESI): m/z (CisH203) calcd.:
315.1931 [M + Na]*, found: 315.1932. The spectroscopic data were in accordance with the

literature.10

4-Dodecyloxybenzoic acid methyl ester [4-C12CO2Me]
According to GP2, method A: 4-Hydroxybenzoic acid methyl ester 4-CO2Me (1.93 g,
12.7 mmol), 1-bromodecane (2.9 mL, 12.1 mmol), potassium carbonate (5.32 g, 38.5 mmol),
MeCN (70 mL).
o 4-C,,CO,Me
4 0" C20H3203

NN NN (320.47)
Colourless solid (93%, 3.59 g, 11.2 mmol, purity >95%); *H NMR (400 MHz, CDCls): 5 = 0.88
(t, J=6.7Hz, 3H, CHas), 1.15-1.39 (m, 16H, CH), 1.40-1.52 (m, 2H, OCH2CH2CH>),
1.67-2.30 (m, 2H, OCH.CH), 3.88 (s, 3H, OCHs3), 4.00 (t, J = 6.6 Hz, 2H, OCH>), 6.90 (d,
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J=8.9Hz, 2H, 4-H), 7.97 (d, J=8.9 Hz, 2H, 3-H) ppm; *C NMR (101 MHz, CDCls):
§=14.1 (CHs), 22.7, 26.0, 29.1, 29.36, 29.38, 29.57, 29.60, 29.65, 29.7, 31.9 (CH>), 51.8
(OCHs), 68.2 (OCHy), 114.1 (C-3), 122.4 (C-2), 131.6 (C-4), 163.0 (C-5), 166.9 (C=0) ppm;
MS (ESI): m/z = 321.24 [M + H]*, 343.22 [M + Na]*; HRMS (ESI): m/z (C20H3203) calcd.:
343.2244 [M + Na]*, found: 343.2244. The spectroscopic data were in accordance with the

literature.1®

4-Tetradecyloxybenzoic acid methyl ester [4-C14CO2Me]
According to GP2, method A: 4-Hydroxybenzoic acid methyl ester 4-CO2Me (1.94 g,
12.8 mmol), 1-bromotetradecane (3.3 mL, 12.1 mmol), potassium carbonate (5.30 g,
38.4 mmol), MeCN (70 mL).
O 4-C,,CO,Me
4 0" C22H3603

NN (348.53)
Colourless solid (90%, 3.82 g, 11.0 mmol, purity >95%); *H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7Hz, 3H, CHa), 1.21-1.39 (m, 20H, CH>), 1.40-1.53 (m, 2H, OCH2CH,CH>),
1.71-1.90 (m, 2H, OCH2CHy>), 3.88 (s, 3H, OCHs3), 4.00 (t, J = 6.5 Hz, 2H, OCH>), 6.90 (d,
J=8.9Hz, 2H, 4-H), 7.97 (d, J=8.9 Hz, 2H, 3-H) ppm; *C NMR (101 MHz, CDCls):
d=14.1 (CHs), 22.7, 26.0, 29.1, 29.4, 29.57, 29.60, 29.67, 29.69, 29.71, 31.9 (CH>), 51.8
(OCHs3), 68.2 (OCHy>), 114.1 (C-3), 122.4 (C-2), 131.6 (C-4), 163.0 (C-5), 166.9 (C=0) ppm;
MS (ESI): m/z =349.27 [M + H]*, 371.26 [M + Na]*; HRMS (ESI): m/z (C22H3603) calcd.:
371.2557 [M + Na]*, found: 371.2557. The spectroscopic data were in accordance with the

literature.!t

3,4-Bis(decyloxy)benzoic acid ethyl ester [3,4-C10CO:zEL]

According to GP2, method B: 3,4-Dihydroxybenzoic acid ethyl ester 3,4-CO:2Et (2.19 g,
12.0 mmol), 1-bromodecane (5.6 mL, 27.1 mmol), potassium carbonate (8.50 g, 61.5 mmol),
MeCN (70 mL).

5 Q 3,4-C,,CO,Et
W\/\/\/Oﬁko/\ C29H5004
5
AN : 7 (462.72)
Colourless solid (96%, 5.32 g, 11.5 mmol, purity >94%); *H NMR (400 MHz, CDCls): 5 = 0.88
(t, J=6.8 Hz, 6H, CHg), 1.18-1.53 (m, 31H, CH2, OCH2CHj3), 1.75-1.91 (m, 4H, OCH2CH>),

4.04 (t, J = 6.7 Hz, 4H, OCHy), 4.34 (q, J = 7.1 Hz, 2H, OCH2CHs), 6.86 (d, J = 8.4 Hz, 1H,
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6-H), 7.54 (d, J=2.0 Hz, 1H, 3-H), 7.64 (dd, J = 8.4 Hz, 2.0 Hz, 1H, 7-H) ppm; *C NMR
(101 MHz, CDCl3): 6 =14.1, 14.4 (CH3), 22.71, 26.00, 26.04, 29.1, 29.2, 29.3, 29.37, 29.41,
29.44, 29.47, 29.53, 29.59, 29.60, 29.63, 29.65, 31.9, 31.9 (CH>), 60.7 (OCH2CH3), 69.1, 69.3
(OCH2CHy), 112.0 (C-6), 114.4 (C-3), 122.8 (C-2), 123.5 (C-7), 148.6 (C-4), 153.2 (C-5), 166.5
(C=0) ppm; MS (ESI): m/z=463.38 [M +H]*, 485.36 [M + Na]; HRMS (ESI): m/z
(C29Hs004) calcd.: 463.3782 [M + H]*, found: 463.3784. The spectroscopic data were in

accordance with the literature.?

3,4-Bis(dodecyloxy)benzoic acid ethyl ester [3,4-C12CO2ELt]

According to GP2, method B: 3,4-Dihydroxybenzoic acid ethyl ester 3,4-CO:2Et (2.19 g,
12.0 mmol), 1-bromododecane (6.3 mL, 26.3 mmol), potassium carbonate (8.42 g, 60.9 mmol),
MeCN (70 mL).

, 9 3,4-C,,CO,Et

\/\/\/\/\/\/0;“5)&)/\ Ca3HegOs

PO e e T T (518.82)
Colourless solid (90%, 5.60 g, 10.8 mmol, purity >94%); *H NMR (400 MHz, CDCls): 6 = 0.88
(t, J = 6.7 Hz, 6H, CHs), 1.14-1.56 (m, 39H, CH2, OCH,CHs), 1.72-1.95 (m, 4H, OCH,CHy>),
4.04 (t, J = 6.6 Hz, 4H, OCH,CH>), 4.34 (g, J = 7.1 Hz, 2H, OCH,CH3), 6.86 (d, J = 8.4 Hz,
1H, 6-H), 7.54 (d, J = 2.0 Hz, 1H, 3-H), 7.64 (dd, J = 8.4 Hz, 2.0 Hz, 1H, 7-H) ppm;
3C NMR (101 MHz, CDCls): & = 14.1, 14.4 (CHa), 22.7, 26.0, 29.09, 29.12, 29.2, 29.36,
29.39, 29.41, 29.44, 29.47, 29.55, 29.57, 29.59, 29.63, 29.65, 29.69, 29.73, 31.93, 31.95 (CH>),
60.7 (OCH2CHs), 69.1, 69.3 (OCH2CHy), 112.0 (C-6), 114.4 (C-3), 122.8 (C-2), 123.5 (C-7),
148.6 (C-4), 153.2 (C-5), 166.5 (C=0) ppm; MS (ESI): m/z=519.44 [M + H]*, 536.47
[M + NH,]*, 541.42 [M + Na]*; HRMS (ESI): m/z (Ca3HssO4) calcd.: 519.4408 [M + H]",
found: 519.4404. The spectroscopic data were in accordance with the literature.®

3,4-Bis(tetradecyloxy)benzoic acid ethyl ester [3,4-C14CO2ELt]

According to GP2, method B: 3,4-Dihydroxybenzoic acid ethyl ester 3,4-COzEt (2.19 g,
12.0 mmol), 1-bromotetradecane (7.2 mL, 26.5mmol), potassium carbonate (8.44 g,
61.1 mmol), MeCN (70 mL).

O 3,4-C,,CO,Et

3
NSNS SN0 2
5
Y Y T e ) 7 (574.93)

6
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Colourless solid (93%, 6.43 g, 11.2 mmol, purity >95%); *H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7Hz, 6H, CHas), 1.12-1.42 (m, 43H, CH., OCH:CHs;), 1.41-154 (m, 4H,
OCH2CH,CHy), 1.77-1.92 (m, 4H, OCH,CH,), 4.04 (t, J=6.7 Hz, 4H, OCH,), 4.34 (q,
J=7.1Hz, 2H, OCH.CHs), 6.86 (d, J=8.5 Hz, 1H, 6-H), 7.54 (d, J = 2.0 Hz, 1H, 3-H), 7.64
(dd, J =8.4 Hz, 2.0 Hz, 1H, 7-H) ppm; *C NMR (101 MHz, CDCls): & = 14.1, 14.4 (CH3),
22.7, 26.0, 29.1, 29.2, 29.39, 29.41, 29.44, 29.63, 29.65, 29.69, 29.73, 32.0 (CH,), 60.7
(OCHCHs), 69.1, 69.3 (OCH,CH?>), 112.0 (C-6), 114.4 (C-3), 122.8 (C-2), 123.5 (C-7), 148.6
(C-4), 153.2 (C-5), 166.6 (C=0) ppm; MS (ESI): m/z = 575.50 [M + H]*; HRMS (ESI): m/z
(C37Hes04) calcd.: 575.5034 [M + H]*, found: 575.5033. The spectroscopic data were in
accordance with the literature.!!

3,5-Bis(decyloxy)benzoic acid methyl ester [3,5-C10CO2Me]

According to GP2, method B: 3,5-Dihydroxybenzoic acid methyl ester 3,5-CO2Me (2.02 g,
12.0 mmol), 1-bromodecane (5.5 mL, 26.6 mmol), potassium carbonate (8.31 g, 60.1 mmol),
MeCN (70 mL).

3,5'c10002M9
CogHag04
(448.69)

Colourless solid (94%, 5.07 g, 11.3 mmol, purity >95%); *H NMR (500 MHz, CDCls): = 0.88
(t, J=6.6 Hz, 6H, CHs), 1.22-1.38 (m, 24H, CH>), 1.39-1.49 (m, 4H, OCH2CH,CH>),
1.71-1.82 (m, 4H, OCH,CH,), 3.89 (s, 3H, OCHs), 3.96 (t, J = 6.6 Hz, 4H, OCH>), 6.63 (t,
J=2.4Hz, 1H, 5-H), 7.16 (d, J=2.4 Hz, 2H, 3-H) ppm; ¥C NMR (126 MHz, CDCl3):
§=14.1 (CH3), 22.7, 26.0, 29.2, 29.34, 29.38, 29.57, 29.59, 31.9 (CH2), 52.18 (OCHj3), 68.3
(OCHy), 106.6 (C-5), 107.6 (C-3), 131.8 (C-2), 160.2 (C-4), 167.0 (C=0) ppm; MS (ESI):
m/z = 449.36 [M + H]*, 471.34 [M + Na]*; HRMS (ESI): m/z (C2sH4g04) calcd.: 449.3625

[M + H]*, found: 449.3626. The spectroscopic data were in accordance with the literature.*

3,5-Bis(dodecyloxy)benzoic acid methyl ester [3,5-C12CO2Me]

According to GP2, method B: 3,5-Dihydroxybenzoic acid methyl ester 3,5-CO2Me (2.02 g,
12.0 mmol), 1-bromododecane (6.4 mL, 26.7 mmol), potassium carbonate (8.38 g, 60.6 mmol),
MeCN (70 mL).
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3,5-C,,CO,Me
C3oHs5604
(504.80)

Colourless solid (91%, 5.50 g, 10.9 mmol, purity >95%); *H NMR (500 MHz, CDCls): & = 0.88
(t, J=6.9 Hz, 6H, CH3)), 1.03-1.39 (m, 32H, CH.), 1.38-1.59 (m, 4H, OCH,CH2CH), 1.66—
1.84 (m, 4H, OCH2CH), 3.89 (s, 3H, OCHz3), 3.96 (t, J=6.5Hz, 4H, OCH>), 6.63 (t,
J=23Hz, 1H, 5-H), 7.16 (d, J=2.3Hz, 2H, 3-H) ppm; *C NMR (126 MHz, CDCls):
8 =14.1 (CHz3), 22.7, 26.0, 29.2, 29.36, 29.38, 29.58, 29.61, 29.65, 29.67, 31.9 (CH,), 52.2
(OCHg), 68.3 (OCHy), 106.6 (C-5), 107.6 (C-3), 131.8 (C-2), 160.2 (C-4), 167.0 (C=0) ppm;
MS (ESI): m/z = 505.43 [M + H]*, 527.41 [M + Na]*; HRMS (ESI): m/z (C32Hs604) calcd.:
505.4251 [M + H]", found: 505.4251. The spectroscopic data were in accordance with the

literature.'®

3,5-Bis(tetradecyloxy)benzoic acid methyl ester [3,5-C14CO2Me]

According to GP2, method B: 3,5-Dihydroxybenzoic acid methyl ester 3,5-CO2Me (2.020 g,
12.0 mmol), 1-bromotetradecane (7.2 mL, 26.5mmol), potassium carbonate (8.30 g,
60.1 mmol), MeCN (70 mL).

3,5'C14C02M9
C36Hs404
(560.90)

Colourless solid (quant., 6.72 g, 12.0 mmol, purity >93%); *H NMR (400 MHz, CDCls):
5=0.88(t,J =6.7 Hz, 6H, CHz3), 1.13-1.39 (m, 40H, CH>), 1.39-1.54 (m, 4H, OCH2CH>CHy),
1.64-2.00 (m, 4H, OCH,CH>), 3.89 (s, 3H, OCHg), 3.96 (t, J=6.5 Hz, 4H, OCH), 6.63 (t,
J=24Hz, 1H, 5-H), 7.15 (d, J=2.4 Hz, 2H, 3-H) ppm; C NMR (101 MHz, CDCly):
d=14.1 (CHs), 22.7, 26.0, 29.2, 29.4, 29.60, 29.62, 29.68, 29.70, 29.72, 32.0 (CH>), 52.2
(OCHg), 68.4 (OCHy), 106.6 (C-5), 107.7 (C-3), 131.8(C-2), 160.2 (C-4), 167.0 (C=0) ppm;

MS (ESI): m/z=561.49 [M + H]", 583.47 [M + Na]*; HRMS (ESI): m/z (CzsHs404) calcd.:
561.4877 [M + H]", found: 561.4871. The spectroscopic data were in accordance with the

literature.1®
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3,4,5-Tris(decyloxy)benzoic acid ethyl ester [3,4,5-C10CO2Et]

According to GP2, method C: 3,4,5-Trihydroxybenzoic acid ethyl ester 3,4,5-COzEt (2.38 g,
12.0 mmol), 1-bromodecane (8.2 mL, 39.7 mmol), potassium carbonate (13.4 g, 97.0 mmol),
sodium iodide (0.20 g, 1.33 mmol), MeCN (70 mL).

(@]
3
N PP PN 2 g O/\ 3,4,5-C4oCO.EL
5 C39H7005
P N N g
o (618.98)
SN0

Colourless solid (quant., 7.43 g, 12.0 mmol, purity >95%); 'H NMR (400 MHz, CDCly):
5=0.88 (t, J=6.7 Hz, 9H, CH3), 1.14-1.57 (m, 45H, CH,, OCH2CHz3), 1.54-2.14 (m, 6H,
OCHCHy), 4.01 (t, J = 6.5 Hz, 6H, OCH>), 4.35 (q, J = 7.1 Hz, 2H, OCH2CH3), 7.26 (s, 2H,
3-H) ppm; *C NMR (101 MHz, CDCls): & = 14.1, 14.4 (CHs), 22.7, 22.7, 26.09, 26.12, 29.38,
29.43, 29.60, 29.61, 29.66, 29.70, 29.75, 30.4, 31.94, 31.97 (CH,), 61.0 (OCH2CHa), 69.2, 73.5
(OCH2CH?y), 108.1 (C-3), 125.1 (C-2), 142.4 (C-5), 152.8 (C-4), 166.5 (C=0) ppm; MS (ESI):
m/z = 619.53 [M + H]*, 641.51 [M + Na]*; HRMS (ESI): m/z (CssH700s) calcd.: 619.5296
[M + H]*, found: 619.5298. The spectroscopic data were in accordance with the literature.t’

3,4,5-Tris(dodecyloxy)benzoic acid ethyl ester [3,4,5-C12CO2Et]

According to GP2, method C: 3,4,5-Trihydroxybenzoic acid ethyl ester 3,4,5-COzEt (2.38 g,
12.0 mmol), 1-bromododecane (9.5 mL, 39.6 mmol), potassium carbonate (13.5 g, 97.7 mmol),
sodium iodide (0.20 g, 1.33 mmol), MeCN (70 mL).

4 2 3,4,5-C,,CO,Et
DN P I 07N 1222
5 C45Hg20s5

(703.15)

Colourless solid (91%, 7.68 g, 10.9 mmol, purity >95%); *H NMR (400 MHz, CDCls): = 0.88
(t, J = 6.6 Hz, 9H, CH3), 1.13-1.57 (m, 57H, CHz, OCH>CHs), 1.64-1.93 (m, 6H, OCH2CHb,),
4.01 (t, J = 6.5 Hz, 6H, OCHy), 4.35 (q, J = 7.1 Hz, 2H, OCH2CHs), 7.26 (s, 2H, 3-H) ppm;
13C NMR (101 MHz, CDCls): § = 14.1, 14.4 (CH3), 22.7, 26.08, 26.10, 29.35, 29.38, 29.41,
29.45, 29.56, 29.58, 29.65, 29.67, 29.71, 29.74, 29.76, 30.4, 31.92, 31.94, 31.95 (CH>), 60.9
(OCH2CH3), 69.2, 73.5 (OCH2CH>), 108.1 (C-3), 125.1 (C-2), 142.4 (C-5), 152.8 (C-4), 166.4
(C=0) ppm; MS (ESI): m/z=703.62 [M+H]"; HRMS (ESI): m/z (CssHgs20s) calcd.:
703.6235 [M + H]*, found: 703.6239. The spectroscopic data were in accordance with the

literature.’
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3,4,5-Tris(tetradecyloxy)benzoic acid ethyl ester [3,4,5-C14CO2ELt]

According to GP2, method C: 3,4,5-Trihydroxybenzoic acid ethyl ester 3,4,5-COzEt (2.38 g,
12.0 mmol), 1-bromotetradecane (10.8 mL, 39.7 mmol), potassium carbonate (13.5g,
97.7 mmol), sodium iodide (0.20 g, 1.33 mmol), MeCN (70 mL).

0.4 2 3,4,5-C,,CO,Et
2 e 1 O/\ 14 2
5 Cs51Hg405

(787.31)

Colourless solid (99%, 9.33 g, 11.8 mmol, purity >94%); *H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7 Hz, 9H, CHzs), 1.03-1.43 (m, 63H, CH2, OCH:CHz3), 1.48 (dd, J = 10.9 Hz, 5.0 Hz,
6H, OCH.CH.CH), 1.65-2.21 (m, 6H, OCH2CH.), 4.01 (t, J= 6.5 Hz, 6H, OCH_), 4.35 (q,
J=7.1Hz, 2H, OCH,CHs), 7.26 (s, 2H, 3-H) ppm; 3C NMR (101 MHz, CDCls): & = 14.1,
14.4 (CHg), 22.7, 26.10, 26.13, 29.37, 29.41, 29.44, 29.58, 29.61, 29.67, 29.70, 29.72, 29.74,
29.78, 30.4, 32.0 (CHy), 61.0 (OCH2CHs3), 69.2, 73.5 (OCH.CH>), 108.1 (C-3), 125.1 (C-2),
142.4 (C-5), 152.8 (C-4), 166.5 (C=0) ppm; MS (ESI): m/z = 787.72 [M + H]*; HRMS (ESI):
m/z (Cs1Hg4Os) calcd.: 787.7174 [M + H]", found: 787.7176. The spectroscopic data were in

accordance with the literature.!’

General Procedure GP3: Saponification of benzoic acid esters®

Potassium hydroxide (1.23 g, 22.0 mmol) and the respective etherified benzoic acid
ester Ar(Cm)CO2R (10.0 mmol) were suspended in a mixture of ethanol (67 mL) and
water (14 mL). The mixture was heated for 24 h under reflux. After cooling to room
temperature, the mixture was poured into water (100 mL) and ethyl acetate (200 mL) was
added. Subsequently, the mixture was acidified (pH < 3) with diluted HCI (50 mL, 2.0 M in
H20) and the phases were separated. The organic phase was washed with water (3 x 50 mL)
and brine (2 x 50 mL). Afterwards, the organic phase was dried over magnesium sulphate and

the solvent was removed under reduced pressure.

4-Decyloxybenzoic acid [4-C10CO2H]
According to GP3: 4-Decyloxybenzoic acid methyl ester 4-C10CO2Me (2.92 g, 10.0 mmol),
potassium hydroxide (1.30 g, 23.2 mmol), H20 (15 mL), EtOH (70 mL).

, © 4-C4,CO,H
2
1 OH C17H2603

NN N (278.39)

SN

14



Colourless solid (quant., 2.78 g, 10.0 mmol, purity >95%); 'H NMR (400 MHz, CDCls):
§=0.89 (t, J = 6.8 Hz, 3H, CH3), 1.21-1.42 (m, 12H, CH2), 1.42-1.51 (m, 2H, OCH2CH,CHy),
1.73-1.85 (m, 2H, OCH2CHy), 4.02 (t, J = 6.5 Hz, 2H, OCH>), 6.93 (d, J = 8.9 Hz, 2H, 4-H),
8.06 (d, J=8.9 Hz, 2H, 3-H), 12.67 (br.s, 1H, COOH) ppm; 3C NMR (101 MHz, CDCls):
6 =14.1 (CHs), 22.7, 26.0, 29.1, 29.32, 29.37, 29.6, 31.9 (CH2), 68.3 (OCHy), 114.2 (C-3),
121.4 (C-2), 132.4 (C-4), 163.7 (C-5), 172.1 (C=0) ppm; MS (ESI): m/z = 279.20 [M + HJ",
301.18 [M + Na]*; HRMS (ESI): m/z (C17H2603) calcd.: 301.1774 [M + Na]*, found: 301.1775.

The spectroscopic data were in accordance with the literature.*

4-Dodecyloxybenzoic acid [4-C12CO2H]
According to GP3: 4-Dodecyloxybenzoic acid methyl ester 4-C12CO2Me (3.21 g, 10.0 mmol),
potassium hydroxide (1.25 g, 22.3 mmol), H20 (15 mL), EtOH (70 mL).

, O 4-C,,CO,H
2
4 1 OH C19H3003
5
P N N N )
o (306.45)

Colourless solid (98%, 2.99 g, 9.76 mmol, purity >95%); 'H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7 Hz, 3H, CHs), 1.21-1.40 (m, 16H, CHy), 1.41-1.52 (m, 2H, OCH2CH2CH>),
1.66-1.89 (M, 2H, OCH,CHy), 4.02 (t, J = 6.6 Hz, 2H, OCHy), 6.93 (d, J = 8.8 Hz, 2H, 4-H),
8.05 (d, J=8.8 Hz, 2H, 3-H), 11.93 (br. s, 1H, COOH) ppm; *C NMR (101 MHz, CDCls):
§=14.1 (CHa), 22.7, 26.0, 29.1, 29.4, 29.56, 29.59, 29.64, 29.66, 31.9 (CH2), 68.3 (OCH.),
114.2 (C-3), 121.3 (C-2), 132.3 (C-4), 163.7 (C-5), 171.5 (C=0) ppm; MS (ESI): m/z = 307.23
[M + H]*, 329.21 [M + Na]*; HRMS (ESI): m/z (C19H3003) calcd.: 329.2087 [M + Na]*, found:

329.2089. The spectroscopic data were in accordance with the literature.*®

4-Tetradecyloxybenzoic acid [4-C14CO2H]
According to GP3: 4-Tetradecyloxybenzoic acid methyl ester 4-C14CO2Me (3.49 g,
10.0 mmol), potassium hydroxide (1.23 g, 21.9 mmol), H20 (15 mL), EtOH (70 mL).
O 4-C,,CO,H
4 ™ OH C21H3403

P L O O U UL 05 (334.50)

Colourless solid (94%, 3.15 g, 9.42 mmol, purity >95%); *H NMR (400 MHz, CDCls): & = 0.88
(t, J=6.7Hz, 3H, CHs), 1.14-1.41 (m, 20H, CHy), 1.41-1.57 (m, 2H, OCH2CH,CH>),
1.61-1.96 (m, 2H, OCH,CHy), 4.02 (t, J = 6.6 Hz, 2H, OCH>), 6.93 (d, J = 8.8 Hz, 2H, 4-H),
8.05 (d, J = 8.8 Hz, 2H, 3-H), 11.75 (br. s, 1H, COOH) ppm; 3C NMR (101 MHz, CDCls):
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§=14.1 (CHa), 22.7, 26.0, 29.1, 29.4, 29.56, 29.60, 29.66, 29.68, 29.70, 31.9(CH), 68.3
(OCHy), 114.2 (C-3), 121.3 (C-2), 132.4 (C-4), 163.7 (C-5), 171.3 (C=0) ppm; MS (ESI):
m/z = 335.26 [M + H]*, 357.24 [M + Na]*; HRMS (ESI): m/z (Ca1Hs403) calcd.; 357.2400

[M + Na]*, found: 357.2400. The spectroscopic data were in accordance with the literature.®

3,4-Bis(decyloxy)benzoic acid [3,4-C10CO2H]
According to GP3: 3,4-Bis(decyloxy)benzoic acid ethyl ester 3,4-C10CO2Et (4.63 g,
10.0 mmol), potassium hydroxide (1.40 g, 25.0 mmol), H>2O (15 mL), EtOH (70 mL).

s © 3,4-C1,CO,H
\/\/\/\/\/O 4 2
1 OH C27H4604
5
e e e e N\re W 7 (434.66)

Colourless solid (92%, 4.00 g, 9.21 mmol, purity >95%); *H NMR (400 MHz, CDCls): = 0.88
(t, J=6.6 Hz, 6H, CHs), 1.22-1.42 (m, 24H, CH,), 1.42-1.61 (m, 4H, OCH2CH,CH>),
1.72-1.97 (m, 4H, OCH2CHb,), 4.06 (q, J = 6.6 Hz, 4H, OCH?), 6.89 (d, J = 8.5 Hz, 1H, 6-H),
7.59 (d, J=2.0Hz, 1H, 3-H), 7.73 (dd, J=8.5Hz, 2.0 Hz, 1H, 7-H), 11.85 (br.s, 1H,
COOH) ppm; ®C NMR (101 MHz, CDCls): & = 14.1 (CHs), 22.7, 26.0, 26.0, 29.06, 29.17,
29.36, 29.39, 29.42, 29.57, 29.59, 29.61, 29.64, 31.9 (CH>), 69.1, 69.3 (OCH>), 111.9 (C-6),
114.6 (C-3), 121.3 (C-2), 124.5 (C-7), 148.6 (C-4), 154.0 (C-5), 171.4 (C=0) ppm; MS (ESI):
m/z = 435.35 [M + H]*, 457.33 [M + Na]*; HRMS (ESI): m/z (C27H460.) calcd.: 457.3288
[M + Na]*, found: 457.3285. The spectroscopic data were in accordance with the literature.®

3,4-Bis(dodecyloxy)benzoic acid [3,4-C12CO2H]
According to GP3: 3,4-Bis(dodecyloxy)benzoic acid ethyl ester 3,4-C12CO:2Et (5.19 g,
10.0 mmol), potassium hydroxide (1.34 g, 23.9 mmol), H2O (15 mL), EtOH (70 mL).

s 9 3,4-C,,CO,H
N N P PRI
1 OH Cg1H54O4
5
NN NN 7 (490.77)

Colourless solid (91%, 4.47 g, 9.10 mmol, purity >90%); *H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7Hz, 6H, CHa3), 1.21-1.41 (m, 32H, CHy), 1.41-1.53 (m, 4H, OCH2>CH:CH>),
1.78-1.90 (m, 4H, OCH2CHy>), 4.06 (g, J = 6.6 Hz, 4H, OCH), 6.89 (d, J = 8.5 Hz, 1H, 6-H),
7.58 (d,J = 2.0 Hz, 1H, 3-H), 7.72 (dd, J = 8.5 Hz, 2.0 Hz, 1H, 7-H) ppm; *C NMR (101 MHz,
CDCls): 8 = 14.1 (CHg), 22.7, 25.98, 26.02, 29.06, 29.18, 29.38, 29.42, 29.62, 29.64, 29.68,
29.71,31.9 (CH>), 69.1, 69.3 (OCH>), 111.9 (C-6), 114.6 (C-3), 121.3 (C-2), 124.5 (C-7), 148.6
(C-4), 154.0 (C-5), 170.9 (C=0) ppm; MS (ESI): m/z =491.41 [M + H]", 513.39 [M + Na]*;
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HRMS (ESI): m/z (C31Hs404) calcd.: 513.3914 [M + Na]", found: 513.3915. The spectroscopic

data were in accordance with the literature.'®

3,4-Bis(tetradecyloxy)benzoic acid [3,4-C14CO2H]
According to GP3: 3,4-Bis(tetradecyloxy)benzoic acid ethyl ester 3,4-C14COz2Et (5.75¢,
10.0 mmol), potassium hydroxide (1.38 g, 24.6 mmol), H2O (15 mL), EtOH (70 mL).

0

s 3,4-C,,CO,H
AN N P PP
1 OH C35H6204
5
/\/\/\/\/\/\/\O 7 (546.88)

Colourless solid (97%, 5.32 g, 9.72 mmol, purity >95%); *H NMR (500 MHz, CDCls): § = 0.88
(t, J=6.8Hz, 6H, CHa3), 1.21-1.41 (m, 40H, CH), 1.47 (q, J=7.8 Hz, 7.3 Hz, 4H,
OCH2CH2CHy), 1.76-1.88 (m, 4H, OCH2CH>), 4.00-4.10 (m, 4H, OCH>), 6.88 (d, J = 8.5 Hz,
1H, 6-H), 7.59 (d, J = 2.0 Hz, 1H, 3-H), 7.71 (dd, J = 8.5 Hz, 2.0 Hz, 1H, 7-H) ppm; 1°C NMR
(126 MHz, CDCl3): 6 = 14.1 (CH3), 22.7, 26.06, 26.11, 29.2, 29.34, 29.39, 29.43, 29.46, 29.65,
29.68, 29.71, 29.73, 29.75, 32.0 (CH>), 69.3, 69.6 (OCHy), 112.5 (C-6), 115.4 (C-3), 121.7
(C-2), 124.64 (C-7), 148.9 (C-4), 154.3 (C-5), 171.2 (C=0) ppm; MS (ESI): m/z = 547.47
[M + H]*, 569.45 [M + Na]*; HRMS (ESI): m/z (C35He20.) calcd.: 569.4540 [M + Na]*, found:

569.4546. The spectroscopic data were in accordance with the literature. 8

3,5-Bis(decyloxy)benzoic acid [3,5-C10CO2H]
According to GP3: 3,5-Bis(decyloxy)benzoic acid methyl ester 3,5-C10CO2Me (4.49 g,
10.0 mmol), potassium hydroxide (1.32 g, 23.5 mmol), H.O (15 mL), EtOH (70 mL).

3,5-C,,CO,H
Co7H4604
(434.66)

DTN PPN 2
1 OH

Colourless solid (98%, 4.27 g, 9.81 mmol, purity >93%); *H NMR (400 MHz, CDCls): = 0.88
(t, J = 6.8 Hz, 6H, CHs), 1.23-1.40 (m, 24H, CHy), 1.45 (g, J = 7.1 Hz, 4H, OCH,CH,CHb>),
1.72-1.83 (m, 4H, OCH,CH>), 3.98 (t, J = 6.5 Hz, 4H, OCHy), 6.69 (t, J = 2.1 Hz, 1H, 5-H),
7.23 (d, J = 2.1 Hz, 2H, 3-H) ppm: %*C NMR (101 MHz, CDCls): § = 14.1 (CHs), 22.7, 25.8,
26.0, 26.2, 29.2, 29.34, 29.39, 29.53, 29.58, 29.59, 29.63, 31.9 (CH>), 68.4 (OCH,), 107.5
(C-5), 108.2 (C-3), 131.0 (C-2), 160.3 (C-4), 172.1 (C=0) ppm: MS (ESI): m/z = 435.35
[M + H]*, 457.33 [M + Na]*; HRMS (ESI): m/z (C27H4604) calcd.: 435.3469 [M + H]*, found:
435.3464. The spectroscopic data were in accordance with the literature.?
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3,5-Bis(dodecyloxy)benzoic acid [3,5-C12CO2H]
According to GP3: 3,5-Bis(dodecyloxy)benzoic acid methyl ester 3,5-C12CO2Me (5.05 g,
10.0 mmol), potassium hydroxide (1.35 g, 24.1 mmol), HO (15 mL), EtOH (70 mL).

3,5-C;,CO,H
C31H5404
(490.77)

SN NS0 2
1 OH

Colourless solid (98%, 4.79 g, 9.76 mmol, purity >95%); *H NMR (300 MHz, CDCls): = 0.88
(t, J=6.6 Hz, 6H, CH3), 1.17-1.56 (m, 36H, CH.), 1.64-1.89 (m, 4H, OCH2CH>), 3.98 (t,
J=6.5Hz, 4H, OCH,), 6.69 (t, J=2.2 Hz, 1H, 5-H), 7.23 (d, J = 2.2 Hz, 2H, 3-H) ppm;
13C NMR (75 MHz, CDCl3): § = 14.1 (CHa), 22.7, 26.0, 29.2, 29.4, 29.52, 29.58, 29.61, 29.65,
29.68, 31.9 (CHy), 68.4 (OCHy), 107.5 (C-5), 108.2 (C-3), 130.9 (C-2), 160.2 (C-4), 172.2
(C=0) ppm; MS (ESI): m/z=491.41 [M +H]", 513.39 [M + Na]*; HRMS (ESI): m/z
(C31Hs404) calcd.: 491.4095 [M + H]*, found: 491.4097. The spectroscopic data were in
accordance with the literature.’

3,5-Bis(tetradecyloxy)benzoic acid [3,5-C14CO2H]
According to GP3: 3,5-Bis(tetradecyloxy)benzoic acid methyl ester 3,5-C14CO2Me (5.61 g,
10.0 mmol), potassium hydroxide (1.41 g, 25.1 mmol), H.O (15 mL), EtOH (70 mL).

3,5-C,,CO,H
C35He204
(546.88)

NN NSNS0l 2
1 OH

Colourless solid (99%, 5.42 g, 9.91 mmol, purity >95%); *H NMR (400 MHz, CDCls): & = 0.89
(t, J=6.7 Hz, 6H, CHs), 1.06-1.38 (m, 40H, CH), 1.37-1.60 (m, 4H, OCH2CH,CH>),
1.56-1.94 (m, 4H, OCH2CH?>), 3.95 (t, J = 6.5 Hz, 4H, OCHy>), 6.65 (t, J = 2.3 Hz, 1H, 5-H),
7.19 (d, J = 2.3 Hz, 2H, 3-H) ppm; 3C NMR (101 MHz, CDCls): § = 14.1 (CHa), 22.7, 26.1,
29.2, 29.40, 29.45, 29.63, 29.66, 29.70, 29.72, 29.74, 32.0 (CH>), 68.3 (OCH>), 107.2 (C-5),
108.0 (C-3), 131.7 (C-2), 160.2 (C-4), 171.9 (C=0) ppm; MS (ESI): m/z = 547.47 [M + H]",
569.46 [M + Na]*; HRMS (ESI): m/z (CasHs204) calcd.: 547.4721 [M + H]*, found: 547.4724.

The spectroscopic data were in accordance with the literature.*®
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3,4,5-Tris(decyloxy)benzoic acid [3,4,5-C10CO2H]
According to GP3: 3,4,5-Tris(decyloxy)benzoic acid ethyl ester 3,4,5-C10COz2Et (6.19 g,
10.0 mmol), potassium hydroxide (1.43 g, 25.5 mmol), H2O (15 mL), EtOH (70 mL).

3,4,5-C1,CO,H
C37Hg605
(590.93)

Colourless solid (93%, 5.48 g, 9.28 mmol, purity >94%); 'H NMR (400 MHz, CDCls): 6 = 0.88
(t, J=6.8 Hz, 9H, CH3), 1.20-1.42 (m, 36H, CHy), 1.42-1.56 (m, 6H, OCH2CH2CH>),
1.68-1.89 (M, 6H, OCH2CH>), 3.96-4.11 (m, 6H, OCH>), 7.32 (s, 2H, 3-H) ppm; *C NMR
(126 MHz, CDCls): 6 = 14.1 (CH3), 22.7, 26.08, 26.12, 29.32, 29.36, 29.40, 29.44, 29.60,
29.63, 29.68, 29.71, 29.77, 30.4, 31.93, 31.95, 31.98 (CH>), 69.2, 73.6 (OCH2CH>), 108.5
(C-3), 123.9 (C-2), 143.1 (C-5), 152.9 (C-4), 172.1 (C=0) ppm; MS (ESI): m/z = 591.50
[M + H]*, 613.48 [M + Na]*; HRMS (ESI): m/z (C37HssOs) calcd.: 613.4802 [M + Na]*, found:

613.4804. The spectroscopic data were in accordance with the literature.!’

3,4,5-Tris(dodecyloxy)benzoic acid [3,4,5-C12CO2H]
According to GP3: 3,4,5-Tris(dodecyloxy)benzoic acid ethyl ester 3,4,5-C12COz2Et (7.03 g,
10.0 mmol), potassium hydroxide (1.42 g, 25.3 mmol), (15 mL), EtOH (70 mL).

0]

D e e P NN 2 3,4,5-C42COH
1 OH
5 Ca3H7505

(675.09)

Colourless solid (98%, 6.59 g, 9.77 mmol, purity >95%); *H NMR (400 MHz, CDCls): § = 0.88
(t, J = 6.6 Hz, 9H, CH3), 1.11-1.50 (m, 54H, CH>), 1.49-1.76 (m, 6H, OCH,CH,), 3.67-3.91
(m, 6H, OCHy), 7.03 (s, 2H, 3-H) ppm; 3C NMR (101 MHz, CDCls): & = 14.07, 14.10 (CH3),
22.70,22.73, 26.25, 26.28, 26.40, 26.44, 29.43, 29.47, 29.50, 29.54, 29.67, 29.76, 29.82, 29.85,
29.89, 30.6, 31.98, 32.01 (CH>), 69.1, 73.3 (OCH>), 107.7 (C-3), 130.7 (C-2), 140.9 (C-5),
152.5 (C-4), 173.0 (C=0) ppm; MS (ESI): m/z = 675.59 [M + H]*, 697.57 [M + Na]*; HRMS
(ESI): m/z (Ca3H780s) calcd.: 697.5741 [M + Na]*, found: 697.5747. The spectroscopic data
were in accordance with the literature.!” Because of an impurity (s, 1.5H, 81 =5.21 ppm), the

obtained signals are shifted by up to dn = +0.30 ppm and 6c = 3.0 ppm.
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3,4,5-Tris(tetradecyloxy)benzoic acid [3,4,5-C14CO2H]
According to GP3: 3,4,5-Tris(tetradecyloxy)benzoic acid ethyl ester 3,4,5-C14CO2Et (7.87 g,
10.0 mmol), potassium hydroxide (1.38 g, 24.6 mmol), H2O (15 mL), EtOH (70 mL).

4 2 3,4,5-C,,CO,H
\/\/\/\/\/\/\/O 1 OH 14-Y2
5 C49Hg0Os5

(759.25)

Colourless solid (quant., 7.59 g, 10.0 mmol, purity >95%); 'H NMR (400 MHz, CDCls):
§=0.88 (t, J = 6.8 Hz, 9H, CH3), 1.18-1.40 (m, 60H, CH2), 1.41-1.54 (m, 6H, OCH2CH2CHb>),
1.67-1.96 (M, 6H, OCH2CHy), 3.91-4.13 (m, 6H, OCH>), 7.32 (s, 2H, 3-H) ppm; 13C NMR
(126 MHz, CDCls): 6 = 14.1 (CHs), 22.7, 26.08, 26.13, 29.3, 29.41, 29.42, 29.45, 29.60, 29.68,
29.70,29.72, 29.75, 29.78, 30.4, 32.0 (CH), 69.2, 73.6 (OCHy), 108.5 (C-3), 124.0 (C-2), 143.0
(C-5), 152.8 (C-4), 171.9 (C=0) ppm; MS (ESI): m/z = 759.69 [M + H]*, 781.67 [M + Na]*;
HRMS (ESI): m/z (Ca9H900Os) calcd.: 781.6680 [M + Na]*, found: 781.6681. The spectroscopic

data were in accordance with the literature.’

2.2 Synthesis of L-Tyrosine Based Guanidinium Chlorides and Salts

General Procedure GP4: Fischer esterification of L-tyrosine>?

The amino acid L-tyrosine Tyr (10.1 g, 55.9 mmol), the respective alcohol (C1oH2:OH and
C1oH2s0OH: 1.1eq.; CisH29OH: 0.9eqg.) and para-toluenesulfonic acid (TsOH, 15.4 g,
81.0 mmol) were suspended in toluene (500 mL) and were heated for 48 h under reflux. Water
was removed azeotropically with a Dean—Stark apparatus. After cooling to room temperature,
the solvent was removed under reduced pressure. The residue was dissolved in ethyl acetate
(600 mL), washed with sodium carbonate solution (3 x 100 mL, 10 wt% in H20), water
(100 mL) and brine (2 x 100 mL). The organic phase was dried over magnesium sulphate and
the solvent was removed under reduced pressure. Esterified L-tyrosinate TyrCis was used
without further purification. The crude products TyrCio and TyrCi> were purified using
column chromatography (SiO2, gradient hexanes/EtOAc, 3 : 1 to pure EtOAC).

Decyl-L-tyrosinate [TyrCuo]
According to GP4: L-Tyrosine Tyr (10.1 g, 55.9 mmol), decanol (10.3 g, 64.8 mmol), TsOH
(15.1 g, 79.5 mmol), toluene (500 mL); Rf = 0.18-0.48 (EtOAc, KMnOa).
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3a 3b

; H H 0 Ter10
6 4 N2 DO NN C1gH31NO3
7 NH, (321.46)

HO
Colourless solid (66%, 11.9 g, 36.9 mmol, purity >89%); H NMR (400 MHz, CDCls): 6 = 0.88
(t, J=6.7 Hz, 3H, CHg), 1.16-1.46 (m, 14H, CH), 1.63 (t, J = 7.0 Hz, 2H, OCH.CHz), 2.81
(dd, J=13.8 Hz, 7.7 Hz, 1H, 3a-H), 3.04 (dd, J=13.8 Hz, 5.1 Hz, 1H, 3b-H), 3.71 (dd,
J=17.7Hz,5.1 Hz, 1H, HoNCH), 4.12 (t, J = 6.7 Hz, 2H, OCH,), 6.66 (d, J = 8.2 Hz, 2H, 6-H),
6.99 (d, J = 8.2 Hz, 2H, 5-H) ppm; ¥*C NMR (101 MHz, CDCls): § = 14.1 (CHs), 22.7, 25.9,
28.6,29.2,29.3,29.51, 29.54, 31.9 (CHy), 39.8 (C-3), 55.6 (H2NCH), 65.5 (OCH), 115.8 (C-6),
127.9 (C-4), 130.4 (C-5), 155.5 (C-7), 175.0 (C=0) ppm; MS (ESI): m/z = 322.24 [M + H]*,
344.22 [M+ Na]*; HRMS (ESI): m/z (C19H31NOs3) calcd.: 322.2377 [M + H]", found:

322.2377. The compound was used without further purification.

Dodecyl-L-tyrosinate [TyrCiz]
According to GP4: L-Tyrosine Tyr (12.0 g, 66.5 mmol), dodecanol (13.0 g, 69.8 mmol), TsOH
(15.0 g, 78.9 mmol), toluene (500 mL); Rf = 0.18-0.48 (EtOAc, KMnOa).

3a 3b

s, HH O TyrCyz
6 4 N2 AT S S N N7 N C21H3sNO3
! NH, (349.52)

HO
Colourless solid (88%, 20.5 g, 58.6 mmol, purity >91%); *H NMR (400 MHz, CDCls): 6 = 0.88
(t, J=6.7 Hz, 3H, CH3), 1.08-1.40 (m, 18H, CH>), 1.56-1.76 (m, 2H, OCH2CHy), 2.82 (dd,
J=13.8 Hz, 7.7 Hz, 1H, 3a-H), 3.04 (dd, J = 13.8 Hz, 5.0 Hz, 1H, 3b-H), 3.72 (dd, J = 7.7 Hz,
5.0 Hz, 1H, HoNCH), 4.12 (t, J = 6.7 Hz, 2H, OCHy), 6.69 (d, J = 8.4 Hz, 2H, 6-H), 6.99 (d,
J = 8.4 Hz, 2H, 5-H) ppm; *C NMR (101 MHz, CDCl3): 6 = 14.1 (CHs), 22.7, 25.9, 28.6, 29.3,
29.4, 29.52, 29.59, 29.64, 29.66, 31.9 (CH.), 39.8 (C-3), 55.6 (H.NCH), 65.5 (OCH>), 115.8
(C-6), 127.9 (C-4), 130.4 (C-5), 155.4 (C-7), 174.9 (C=0) ppm; MS (ESI): m/z = 350.27
[M + H]*, 372.25 [M + Na]*; HRMS (ESI): m/z (C2:H3sNOs) caled.: 350.2690 [M + H]",

found: 350.2693. The compound was used without further purification.

Tetradecyl-L-tyrosinate [TyrCas]
According to GP4: L-Tyrosine Tyr (10.3 g, 56.8 mmol), tetradecanol (11.0 g, 51.4 mmol),
TsOH (15.3 g, 80.6 mmol), toluene (500 mL);
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3a 3b

, HH o} TyrC 4,4
6 4 N2 AT S S e N N Ca3H39NO3
7 NH, (377.57)

HO
Colourless solid (93%, 18.0 g, 47.7 mmol, purity >93%); *H NMR (400 MHz, CDCls): = 0.88
(t, J=6.7 Hz, 3H, CHg), 1.11-1.45 (m, 22H, CH2), 1.50-1.83 (m, 2H, OCH.CH), 2.81 (dd,
J=13.8 Hz, 7.7 Hz, 1H, 3a-H), 3.04 (dd, J = 13.8 Hz, 5.1 Hz, 1H, 3b-H), 3.71 (dd, J = 7.7 Hz,
5.1 Hz, 1H, H2NCH), 4.12 (t, J = 6.7 Hz, 2H, OCHy), 6.67 (d, J = 8.1 Hz, 2H, 6-H), 7.00 (d,
J=8.1Hz, 2H, 5-H) ppm; *C NMR (101 MHz, CDCls): § = 14.1 (CHs), 22.7, 25.9, 28.6, 29.3,
29.4, 29.5, 29.60, 29.66, 29.69, 29.70, 31.9 (CH.), 39.8 (C-3), 55.7 (H2NCH), 65.4 (OCH>),
115.7 (C-6), 127.9 (C-4), 130.4 (C-5), 155.2 (C-7), 175.0 (C=0) ppm; MS (ESI): m/z = 378.30
[M + H]*, 400.28 [M + Na]"; HRMS (ESI): m/z (C23H39NO3) calcd.: 378.3003 [M + H]*,

found: 378.3009. The compound was used without further purification.

General Procedure GP5: N-Boc protection of L-tyrosinates!?122

The respective esterified L-tyrosinate TyrCn (36.9 mmol) was dissolved in a mixture of acetone
(120 mL) and water (60 mL) and a solution of sodium bicarbonate (9.66 g, 115 mmol) in water
(60 mL) was added. Afterwards, di-tert-butyl dicarbonate (8.88 g, 40.6 mmol) was added and
the mixture was stirred for 24 h at room temperature. Acetone was removed under reduced
pressure and ethyl acetate (200 mL) was added. The organic phase was washed with diluted
HCI (2 x 100 mL, 2.0 M in H20), H20 (2 x 100 mL) and brine (100 mL). Subsequently, the
organic phase was dried over magnesium sulphate and the solvent was removed under reduced
pressure. The crude products were purified by column chromatography (SiO., gradient

hexanes/EtOAc, 20 : 1 — 5: 1), followed by recrystallisation from hexanes.

Decyl-(tert-butoxycarbonyl)-L-tyrosinate [TyrCioBoc]

According to GP5: Decyl-L-tyrosinate TyrCio (11.5 g, 35.8 mmol), di-tert-butyl dicarbonate
(8.88 g, 40.7 mmol), sodium bicarbonate (9.66 g, 115 mmol), acetone (120 mL), H20
(120 mL); Rf = 0.30 (hexanes/EtOAc =5 : 1, KMnOy).

TyrC,oBoc
7
HO HN YO Co4H3gNO5

Oj< (421.58)
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Colourless solid (96%, 14.4 g, 34.2 mmol, purity >94%); *H NMR (400 MHz, CDCls): 6 = 0.88
(t,J = 6.9 Hz, 3H, CH3), 1.27 (d, J = 7.4 Hz, 14H, CH>), 1.42 (s, 9H, OC(CH3)3), 1.56-1.65 (m,
2H, OCH2CHy), 2.78-3.20 (m, 2H, 3-H), 3.93-4.18 (m, 2H, OCH>), 4.38-4.66 (m, 1H, 2-H),
5.02 (d, J = 8.2 Hz, 1H, NH), 6.72 (d, J = 8.0 Hz, 2H, 6-H), 6.96 (d, J = 8.0 Hz, 2H, 5-H) ppm;
13C NMR (101 MHz, CDClg): 6 = 14.1 (CHs), 22.7, 25.9, 27.4, 28.3, 28.5, 29.2, 29.3, 29.50,
29.54, 31.9 (CH2, OC(CHBg)3), 37.7 (C-3), 54.7 (C-2), 65.7 (OCHy), 80.1 (OC(CHs3)3), 115.5
(C-6), 127.6 (C-4), 130.4 (C-5), 155.2 (C-7), 155.3 (HNC=0), 172.3 (C-1) ppm; MS (ESI):
m/iz=422.29 [M+H]", 44427 [M+Na]"; HRMS (ESI): m/z (C2H3NOs) calcd.:
444.2720 [M + Na]*, found: 444.2720. The spectroscopic data were in accordance with the

literature.!

Dodecyl-(tert-butoxycarbonyl)-L-tyrosinate [TyrCi2Boc]

According to GP5: Dodecyl-L-tyrosinate TyrCi2 (20.5 g, 58.7 mmol), di-tert-butyl dicarbonate
(14.3 g, 65.5mmol), sodium bicarbonate (15.0 g, 179 mmol), acetone (150 mL), H20
(150 mL); Rf = 0.30 (hexanes/EtOAc =5 : 1, KMnOQy).

TyrC 4,Boc
7
HO HN \[40 C26H43NO5

o 7< (449.63)

Colourless solid (91%, 24.0 g, 53.4 mmol, purity >92%); *H NMR (300 MHz, CDCly):
8 =0.74-1.08 (m, 3H, CH3), 1.06-1.33 (m, 18H, CH>), 1.42 (s, 9H, OC(CHz3)3), 1.53-1.79 (m,
2H, OCH,CHy), 2.80-3.32 (m, 2H, 3-H), 4.09 (t, J=6.7 Hz, 2H, OCHy), 4.41-4.61 (m, 1H,
2-H), 5.02 (d, J =8.2 Hz, 1H, NH), 6.72 (d, J =8.0 Hz, 2H, 6-H), 6.96 (d, J=8.0 Hz, 2H,
5-H) ppm; BC NMR (75 MHz, CDCls): § = 14.1 (CH3), 22.7, 25.9, 28.3, 28.5, 29.2, 29.35,
29.49, 29.58, 29.63, 29.65, 31.9 (CH2, OC(CHBa)3), 37.6 (C-3), 54.7 (C-2), 65.7 (OCHz), 80.1
(OC(CHa)3), 115.5 (C-6), 127.6 (C-4), 130.4 (C-5), 155.1 (C-7), 155.3 (HNC=0), 172.3
(C-1) ppm; MS (ESI): m/z=450.32 [M +H]*, 472.30 [M + Na]*; HRMS (ESI): m/z
(C26H43NOs) calcd.: 472.3033 [M + Na]*, found: 472.3034. The spectroscopic data were in

accordance with the literature.!
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Tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate [TyrCisBoc]

According to GP5: Tetradecyl-L-tyrosinate TyrCis (17.99, 47.4 mmol), di-tert-butyl
dicarbonate (11.8 g, 54.1 mmol), sodium bicarbonate (12.0 g, 143 mmol), acetone (150 mL),
H>0 (150 mL); R¢ = 0.30 (hexanes/EtOAc =5 : 1, KMnOa).

TyrC,4Boc
HO \[40 C2gH47NO5

07< (477.69)

Colourless solid (88%, 19.8 g, 41.5 mmol, purity >95%); 'H NMR (400 MHz, CDCls): = 0.88
(t, J = 6.7 Hz, 3H, CHs), 1.12-1.33 (m, 22H, CH>), 1.42 (s, 9H, OC(CHs)3), 1.51-1.77 (m, 2H,
OCH2CHy), 2.77-3.27 (m, 2H, 3-H), 4.09 (t, J = 6.7 Hz, 2H, OCH>), 4.52 (d, J = 7.2 Hz, 1H,
2-H), 5.02 (d, J = 8.2 Hz, 1H, NH), 6.71 (d, J = 8.0 Hz, 2H, 6-H), 6.96 (d, J = 8.0 Hz, 2H,
5-H) ppm; °C NMR (101 MHz, CDCls): & = 14.1 (CHs), 22.7, 25.9, 28.3, 28.5, 29.2, 29.4,
29.5, 29.60, 29.66, 29.69, 29.70, 31.9 (CH2, OC(CHs)s3), 37.7 (C-3), 54.7 (C-2), 65.7 (OCHy),
80.2 (OC(CHs)3), 115.5 (C-6), 127.5 (C-4), 130.4 (C-5), 155.1 (C-7), 155.3 (HNC=0), 172.3
(C-1) ppm; MS (ESI): m/z=478.35 [M +H]", 500.33 [M + Na]"; HRMS (ESI): m/z
(C28H17NOs) calcd.: 500.3346 [M + Na]*, found: 500.3345. The spectroscopic data were in

accordance with the literature.t

General Procedure GP6: Steglich esterification of L-tyrosinates and benzoic acid
derivatives!?3

The respective etherified benzoic acid Ar(Cm)CO2H (2.00 mmol), the respective alkyl-(tert-
butoxy-carbonyl)-L-tyrosinate TyrCnBoc (2.00 mmol) and 4-dimehtylaminopyridine (DMAP,
48.8 mg, 0.40 mmol) were dissolved in dry CH2Cl2 (100 mL) under a nitrogen atmosphere. 1-
Ethyl-3-(3-dimethylaminopropyl)carbodiimide (EDCI, 767 mg, 4.00 mmol) was added and the
mixture was stirred for 24—72 h at room temperature. Afterwards, the mixture was washed with
water (3 x 50 mL) and brine (3 x 50 mL). The organic phase was dried over magnesium
sulphate and the solvent was removed under reduced pressure. The crude products were purified

by column chromatography (SiO2, gradient hexanes/EtOAC).
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl benzoate
[BzTyrCioBoc]
According to GP6: Benzoic acid BzCO2H (320 mg, 2.62 mmol), decyl-(tert-butoxycarbonyl)-
L-tyrosinate TyrCioBoc (1.11 g, 2.63 mmol), EDCI (1.05 g, 5.48 mmol), DMAP (72.0 mg,
0.59 mmol), dry CH2Cl> (70 mL); reaction time: 24 h; column gradient 15:1 — 11:1;
Rf=0.38 (PE/EtOACc =10:1).

o)

5 3
4 2
5 WOC1OH21 BzTyrC4oBoc
4'©)$O HN\T&O CaifasNOs

o 7< (525.69)

Colourless oil (92%, 1.27 g, 2.42 mmol, purity >95%); *H NMR (500 MHz, CDCls): § = 0.87
(t, J =6.9 Hz, 3H, CH3), 1.23-1.31 (m, 14H, CH2), 1.44 (s, 9H, OC(CHa)z3), 1.58-1.64 (m, 2H,
OCH2CHy), 3.07-3.16 (m, 2H, 3-H), 4.06-4.14 (m, 2H, OCHy>), 4.59 (q, J = 6.6 Hz, 1H, 2-H),
5.03 (d, J =8.2 Hz, 1H, NH), 7.15 (d, J = 8.5 Hz, 2H, 6-H), 7.20 (d, J = 8.5 Hz, 2H, 5-H), 7.51
(t,J=8.4 Hz, 2H, 4'-H), 7.62-7.65 (m, 1H, 5'-H), 8.19 (d, J = 8.4 Hz, 2H, 3'-H) ppm; 3C NMR
(126 MHz, CDCls): 6 = 14.1 (CHg), 22.7, 25.9, 28.3, 28.5, 29.2, 29.3, 29.50, 29.55, 31.9 (CHy,
OC(CHs3)s3), 37.8 (C-3), 54.4 (C-2), 65.6 (OCHy), 79.9 (OC(CHz)3), 121.7 (C-6), 128.6 (C-4"),
129.5(C-2"), 130.2 (C-3"), 130.4 (C-5), 133.6 (C-5"), 133.8 (C-4), 150.0 (C-7), 155.1 (HNC=0),
165.1 (C-1"), 171.9 (C-1) ppm; FT-IR: ¥ = 3382 (w), 2925 (m), 2855 (m), 1737 (s), 1714 (s),
1601 (w), 1507 (s), 1452 (m), 1392 (w), 1365 (m), 1262 (vs), 1198 (vs), 1164 (vs), 1103 (w),
1080 (m), 1060 (vs), 1023 (s), 939 (w), 862 (w), 797 (w), 780 (w), 733 (w), 706 (vs), 685 (W),
672 (w), 553 (w), 520 (w), 461 (w) cm™; MS (ESI): m/z =543.34 [M + NH4]*, 548.30
[M + Na]*; HRMS (ESI): m/z (C31Ha3NOg) calcd.: 543.3429 [M + NH4]*, found: 543.3429.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl benzoate
[BzTyrCi2Boc]

According to GP6: Benzoic acid BzCO2H (290 mg, 2.38 mmol), dodecyl-(tert-butoxy-
carbonyl)-L-tyrosinate TyrCi2Boc (1.07 g, 2.38 mmol), EDCI (965 mg, 5.03 mmol), DMAP
(68.0 mg, 0.56 mmol), dry CH2Cl> (70 mL); reaction time: 24h; column gradient
14:1—11:1; Rf=0.38 (PE/EtOAC = 10 : 1).
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0]

5 3

4 2
52 M OCiHps  BZTYICrBoc
@O " CadtlarOs

o 7< (553.74)

Colourless solid (90%, 1.19 g, 2.14 mmol, purity >95%); M.p. 66.4 °C (POM); 'H NMR
(500 MHz, CDCls): 6 =0.87 (t, J =6.9 Hz, 3H, CH3), 1.25-1.31 (m, 18H, CH>), 1.44 (s, 9H,
OC(CHz3)3), 1.58-1.63 (m, 2H, OCH,CH>), 3.07-3.16 (m, 2H, 3-H), 4.06-4.14 (m, 2H, OCH>),
459 (g, J = 6.3 Hz, 1H, 2-H), 5.02 (d, J = 8.3 Hz, 1H, NH), 7.15 (d, J = 8.5 Hz, 2H, 6-H), 7.20
(d, J=8.5Hz, 2H, 5-H), 7.51 (t, J= 7.8 Hz, 2H, 4-H), 7.62-7.65 (m, 1H, 5-H), 8.19 (d,
J=7.8Hz, 2H, 3-H) ppm; ¥*C NMR (126 MHz, CDCls3): 6 = 14.1 (CHs), 22.7, 25.9, 28.3,
28.5,29.2, 29.4, 29.5, 29.61, 29.63, 29.65, 31.9 (CH2, OC(CHsa)3), 37.8 (C-3), 54.4 (C-2), 65.7
(OCHy>), 79.9 (OC(CHa)3), 121.7 (C-6), 128.6 (C-4"), 129.5 (C-2", 130.2 (C-3", 130.4 (C-5),
133.6 (C-5"), 133.8 (C-4), 150.0 (C-7), 155.1 (HNC=0), 165.1 (C-1", 171.9 (C-1) ppm; FT-IR:
¥ =3372 (w), 2924 (m), 2854 (m), 1738 (s), 1714 (s), 1601 (w), 1507 (m), 1452 (m), 1391 (w),
1365 (m), 1262 (vs), 1198 (vs), 1164 (vs), 1103 (w), 1080 (m), 1060 (vs), 1023 (s), 874 (w),
798 (w), 780 (W), 706 (vs), 685 (W), 673 (w), 522 (w), 463 (W) cm™t; MS (ESI): m/z = 571.37
[M + NH4]*, 576.33 [M + Na]*; HRMS (ESI): m/z (Ca3Ha7NOs) calcd.: 571.3742 [M + NH4]",
found: 571.3741.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl benzoate
[BzTyrCisBoc]
According to GP6: Benzoic acid BzCO2H (308 mg, 2.52 mmol), tetradecyl-(tert-butoxy-
carbonyl)-L-tyrosinate TyrCisBoc (1.21 g, 2.52 mmol), EDCI (1.04 g, 5.43 mmol), DMAP
(81.0mg, 0.66 mmol), dry CH2Cl> (70 mL); reaction time: 24h; column gradient
14:1—11:1; Rf=0.38 (PE/EtOAC = 10 : 1).

o)

5 3
4 2
, 9 w OC s BETVC:Boo
4'®O HNYO Cg5H51N06

07< (581.79)

Colourless solid (90%, 1.32 g, 2.26 mmol, purity >95%); M.p. 60.3 °C (POM); 'H NMR
(500 MHz, CDCl3): § = 0.88 (t, J = 6.9 Hz, 3H, CH3), 1.25-1.31 (m, 22H, CHy), 1.44 (s, 9H,
OC(CHz3)3), 1.56-1.66 (m, 2H, OCH>CH>), 3.07-3.16 (m, 2H, 3-H), 4.06-4.14 (m, 2H, OCH>),
459 (q,J = 6.7 Hz, 1H, 2-H), 5.03 (d, J = 8.2 Hz, 1H, NH), 7.15 (d, J = 8.5 Hz, 2H, 6-H), 7.20
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(d, J=85Hz, 2H, 5-H), 7.51 (t, J=7.8 Hz, 2H, 4-H), 7.62-7.65 (m, 1H, 5-H), 8.19 (d,
J=7.8Hz, 2H, 3-H) ppm; C NMR (126 MHz, CDCl3): 6 = 14.1 (CHs), 22.7, 25.9, 28.3,
28.5,29.2,29.4, 29.5, 29.61, 29.66, 29.69, 31.9 (CH2, OC(CHs3)3), 37.8 (C-3), 54.4 (C-2), 65.6
(OCH>), 79.9 (OC(CHa)3), 121.7 (C-6), 128.6 (C-4"), 129.5 (C-2"), 130.2 (C-3"), 130.4 (C-5),
133.6 (C-5"), 133.8 (C-4), 150.0 (C-7), 155.1 (HNC=0), 165.1 (C-1", 171.9 (C-1) ppm; FT-IR:
¥ = 3376 (w), 2923 (s), 2853 (m), 1739 (s), 1715 (s), 1601 (w), 1507 (s), 1452 (m), 1391 (w),
1365 (m), 1262 (vs), 1198 (vs), 1164 (vs), 1103 (w), 1080 (m), 1060 (vs), 1023 (s), 873 (w),
798 (w), 706 (vs), 685 (w), 673 (w), 521 (w), 464 (w) cm™; MS (ESI): m/z =599.41
[M + NH4]*, 604.36 [M + Na]*; HRMS (ESI): m/z (C3sHs1NOs) calcd.: 599.4055 [M + NHa]*,
found: 599.4054.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl
4-(decyloxy)benzoate [4-C10TyrCioBoc]
According to GP6: 4-Decyloxy-benzoic acid 4-C10COz2H (690 mg, 2.48 mmol), decyl-(tert-
butoxycarbonyl)-L-tyrosinate TyrCioBoc (1032 mg, 2.45 mmol), EDCI (950 mg, 4.96 mmol),
DMAP (80.0 mg, 0.65 mmol), dry CH2Cl> (100 mL); reaction time: 48 h.
5 3 Q
, O Woowm 4-C4,TyrC Boc
" 2 07 HNYO C41HgzNO;
5 0 (681.96)
C10H210 7<
Colourless solid (84%, 1.40 g, 2.06 mmol); M.p. 60.3 °C (POM); *H NMR (500 MHz,
CDCls): 8 = 0.84-0.93 (m, 6H, CHa), 1.27 (d, 26H, J = 11.7 Hz, CHy), 1.44-1.52 (m, 11H,
OCH2CH2CH2, OC(CHa)3), 1.57-1.63 (m, 2H, COOCH.CH), 1.79-1.84 (m, 2H, OCH2CH>),
3.05-3.17 (m, 2H, 3-H), 4.04 (t, J = 6.6 Hz, 2H, OCH>), 4.06-4.13 (m, 2H, COOCH>), 4.58 (q,
J=6.5Hz, 1H, 2-H), 5.03 (d, J=8.2 Hz, 1H, NH), 6.96 (d, J=8.9 Hz, 2H, 4'-H), 7.13 (d,
J=85Hz, 2H, 6-H), 7.18 (d, J=8.2 Hz, 2H, 5-H), 8.12 (d, J=8.9 Hz, 2H, 3-H) ppm;
13C NMR (126 MHz, CDCls) & = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.3, 29.4,
29.51, 29.56, 31.90 (CH2, OC(CHs3)3), 37.8 (C-3), 54.5 (C-2), 65.6 (COOCHy>), 68.3 (OCH>),
79.9 (OC(CHz3)3), 114.3 (C-4", 121.5(C-2"), 121.8 (C-6), 130.3 (C-5), 132.2 (C-3), 133.5 (C-4),
150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5'), 164.8 (C-1'), 171.9 (C-1) ppm; FT-IR: ¥ = 520 (w),
631 (w), 651 (w), 692 (w), 722 (w). 763 (m), 845 (m), 1008 (m), 1018 (m), 1065 (s), 1104 (w),
1161 (vs), 1200 (s), 1252 (vs), 1365 (m), 1391 (w), 1422 (w), 1467 (m), 1510 (s), 1580 (w),
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1605 (m), 1715 (s), 1733 (s), 2854 (m), 2923 (m), 3374 (w) cm™; MS (ESI): m/z = 699.49
[M + NH4]*; HRMS (ESI): m/z (Cs1HsaNO7) calcd.: 699.4943 [M + NH.]", found: 699.4935.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl
4-(dodecyloxy)benzoate [4-C12TyrCioBoc]
According to GP6: 4-Dodecyloxy-benzoic acid 4-C12CO2H (743 mg, 2.42 mmol), decyl-(tert-
butoxycarbonyl)-L-tyrosinate TyrCioBoc (984 mg, 2.33 mmol), EDCI (886 mg, 4.62 mmol),
DMAP (75.0 mg, 0.61 mmol), CH2Cl> (100 mL); reaction time: 48 h.

o)

5 3
4_~2
3 (0] iQ/%OC10H21 4-C1ZTer1OBOc
. 7
ﬁo HN \[40 C43Hg7NO7
5
C12H250

oj< (710.01)

Colourless solid (84%, 1.40 g, 1.97 mmol); M.p. 66.5 °C (POM); *H NMR (500 MHz, CDCls):
6=0.84-091 (m, 6H, CHs), 1.27 (d, 30H, CHz), 1.44-1.52 (m, 11H, OCH2CH2CH,
OC(CHsa)3), 1.55-1.63 (m, 2H, COOCH2CHz), 1.79-1.85 (m, 2H, OCH2CHz), 3.05-3.17 (m,
2H, 3-H), 4.04 (t, J = 6.6 Hz, 2H, OCHy), 4.05-4.14 (m, 2H, COOCHy), 4.58 (q, J = 6.6 Hz,
1H, 2-H), 5.02 (d, J = 8.3 Hz, 1H, NH), 6.96 (d, J = 8.9 Hz, 2H, 4'-H), 7.13 (d, J = 8.5 Hz, 2H,
6-H), 7.18 (d, J=8.2Hz, 2H, 5-H), 8.12 (d, J=8.9Hz, 2H, 3-H)ppm; °C NMR
(126 MHz, CDCls) 6 = 14.1 (CHg), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.3, 29.4, 29.51,
29.56, 29.59, 29.64, 29.66, 31.90, 31.93 (CHz, OC(CHzs)3), 37.8 (C-3), 54.5 (C-2), 65.6
(COOCHy), 68.3 (OCHz2), 79.9 (OC(CHg)s), 114.3 (C-4"), 121.5 (C-2'), 121.8 (C-6), 130.3
(C-5),132.2 (C-3"), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5"), 164.8 (C-1"), 171.9
(C-1) ppm; FT-IR: ¥ =522 (w), 632 (w), 651 (w), 692 (w), 722 (w), 763 (m), 845 (m), 1008
(m), 1018 (m), 1065 (s), 1104 (w), 1161 (vs), 1200 (s), 1252 (vs), 1313 (w), 1365 (m), 1391
(w), 1422 (w), 1467 (m), 1510 (s), 1580 (w), 1605 (m), 1716 (s), 1733 (s), 2853 (m), 2923 (m),
3374 (w) cm™t; MS (ESI): m/z =727.52 [M + NH4]*; HRMS (ESI): m/z (C43Hs7NO7) calcd.:
727.5256 [M + NH4]*, found: 727.5246.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl
4-(tetradecyloxy)benzoate [4-C14TyrCioBoc]

According to GP6: 4-Tetradecyloxy-benzoic acid 4-C14CO2H (781 mg, 2.33 mmol), decyl-
(tert- butoxycarbonyl)-L-tyrosinate TyrCioBoc (980 mg, 2.32 mmol), EDCI (863 mg, 4.50
mmol), DMAP (89.0 mg, 0.73 mmol), CH2Cl> (100 mL); reaction time: 48 h.
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o 7< (738.06)

Colourless solid (78%, 1.34 g, 1.82 mmol); M.p. 60.3 °C (POM); H NMR (500 MHz,
CDCl3): § = 0.84-0.93 (m, 6H, CHs), 1.27 (d,, J = 10.2 Hz, 34H, CHy), 1.44-1.52 (m, 11H,
OCH2CH>CHz, OC(CHz)s), 1.57-1.63 (m, 2H, COOCH2CHy), 1.79-1.85 (m, 2H, OCH2CHy),
3.05-3.17 (M, 2H, 3-H), 4.04 (t, J = 6.6 Hz, 2H, OCH>), 4.05-4.15 (m, 2H, COOCH?>), 4.58 (g,
J=6.6 Hz, 1H, 2-H), 5.01 (d, J=8.3 Hz, 1H, NH), 6.96 (d, J = 8.9 Hz, 2H, 4-H), 7.13 (d,
J=85Hz, 2H, 6-H), 7.18 (d, J=8.2 Hz, 2H, 5-H), 8.12 (d, J=8.9 Hz, 2H, 3-H) ppm:
13C NMR (126 MHz, CDCl3) & = 14.1 (CH3), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.3, 29.4,
29,51, 29.56, 29.60, 29.66, 29.68, 29.70, 31.90, 31.93 (CH2, OC(CHs)s), 37.8 (C-3), 54.4 (C-2),
65.6 (COOCH;), 68.3 (OCH2), 79.9 (OC(CHs)s), 114.3 (C-4'), 121.5 (C-2'), 121.8 (C-6), 130.3
(C-5), 132.2 (C-3), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5'), 164.8 (C-1'), 171.9
(C-1) ppm; FT-IR: ¥ = 522 (w), 650 (W), 692 (W), 722 (W), 763 (W), 846 (w), 1019 (m), 1068
(m), 1104 (w), 1164 (vs), 1201 (s), 1254 (vs), 1313 (w), 1366 (m), 1391 (w), 1422 (w), 1467
(W), 1511 (m), 1580 (w), 1606 (m), 1735 (s), 2853 (M), 2923 (s), 3369 (W) cmL: MS (ESI):
m/z = 755.55 [M + NH4]*; HRMS (ESI): m/z (C4sH71NOy) calcd.: 755.5569 [M + NH4]", found:
755.5558.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl
4-(decyloxy)benzoate [4-C10TyrCi2Boc]
According to GP6: 4-Decyloxy-benzoic acid 4-C10CO2H (606 mg, 2.18 mmol), dodecyl-(tert-
butoxycarbonyl)-L-tyrosinate TyrCi2Boc (956 mg, 2.13 mmol), EDCI (825 mg, 4.30 mmol),
DMAP (53.0 mg, 0.43 mmol), dry CH2Cl2 (100 mL); reaction time: 48 h.
0
5 4 3 )
. 0 i©/\‘)1LOC12H25 4-C,,TyrC,Boc
" 2 07 HNYO Ca3Hg7NO-
5 0 (710.01)
C10H210 7<

Colourless solid (79%, 1.20 g, 1.69 mmol); M.p. 68.7 °C (POM); *H NMR (500 MHz,
CDCls): 6 =0.84-0.92 (m, 6H, CH3), 1.27 (d, 30H, CH>), 1.44-1.52 (m, 11H, OCH2CH2CHz,
OC(CHa)3), 1.57-1.63 (m, 2H, COOCH2CH>), 1.79-1.85 (m, J=14.7 Hz, 6.7 Hz, 2H,
OCH2CHy), 3.05-3.17 (m, 2H, 3-H), 4.04 (t, J=6.6 Hz, 2H, OCHy), 4.05-4.15 (m, 2H,
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COOCH,), 4.58 (q, J = 6.7 Hz, 1H, 2-H), 5.01 (d, J = 8.1 Hz, 1H, NH), 6.96 (d, J = 8.9 Hz, 2H,
4'-H), 7.13 (d, J = 8.5 Hz, 2H, 6-H), 7.18 (d, J = 8.3 Hz, 2H, 5-H), 8.12 (d, J = 8.9 Hz, 2H,
3-H) ppm; BC NMR (126 MHz, CDCls) § = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1,
29.2,29.3, 29.4, 29.51, 29.55, 29.61, 29.65, 29.66, 31.90, 31.92 (CH2, OC(CHs3)s3), 37.8 (C-3),
54.4 (C-2), 65.6 (COOCHy), 68.3 (OCH?>), 79.9 (OC(CHs3)3), 114.3 (C-4"), 121.5 (C-2"), 121.8
(C-6), 130.3 (C-5), 132.2 (C-3"), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5"), 164.8
(C-1),171.9 (C-1) ppm; FT-IR: ¥ = 412 (w), 429 (w), 455 (w), 526 (m), 577 (w), 630 (w), 652
(m), 692 (m), 724 (m), 763 (m), 788 (m), 820 (w), 846 (m), 863 (w), 881 (w), 899 (w), 943 (w),
987 (m), 1018 (s), 1040 (m), 1064 (s), 1107 (w), 1165 (vs), 1200 (vs), 1264 (vs), 1366 (m),
1390 (w), 1422 (w), 1470 (m), 1510 (vs), 1579 (w), 1605 (m), 1700 (s), 1726 (s), 1742 (s), 2851
(m), 2919 (s), 3371 (w) cm™; MS (ESI): m/z=727.53 [M + NH4]*; HRMS (ESI): m/z
(Ca3Hs7NO7) calcd.: 727.5256 [M + NH4]*, found: 727.5252.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl
4-(dodecyloxy)benzoate [4-C12TyrCi2Boc]
According to GP6: 4-Dodecyloxy-benzoic acid 4-C12CO2H (678 mg, 2.21 mmol), dodecyl-
(tert- butoxycarbonyl)-L-tyrosinate TyrCi2Boc (973 mg, 2.16 mmol), EDCI (844 mg, 4.40
mmol), DMAP (53.0 mg, 0.43 mmol), dry CH2Cl> (100 mL); reaction time: 48 h.
5 3 Q
, © WOCQH% 4-C4,TyrC,,Boc
" 2 07 HNYO CasH7/NO-
5 0 (738.06)
C12H250 7<
Colourless solid (77%, 1.22 g, 1.66 mmol); M.p. 52.0 °C (POM); H NMR (500 MHz,
CDCls): 6 =0.84-0.93 (m, 6H, CHz3), 1.26 (d, J=9.3 Hz, 34H, CH), 1.44-1.52 (m, 11H,
OCH2CH2CH2, OC(CHa)3), 1.57-1.63 (m, 2H, COOCH.CH), 1.79-1.85 (m, 2H, OCH2CH>),
3.05-3.17 (m, 2H, 3-H), 4.04 (t, J = 6.6 Hz, 2H, OCH>), 4.05-4.15 (m, 2H, COOCHy>), 4.58 (q,
J=6.6 Hz, 1H, 2-H), 5.02 (d, J = 8.2 Hz, 1H, NH), 6.96 (d, J = 8.8 Hz, 2H, 4-H), 7.13 (d,
J=85Hz, 2H, 6-H), 7.18 (d, J=8.3 Hz, 2H, 5-H), 8.12 (d, J=8.8 Hz, 2H, 3'-H) ppm;
13C NMR (126 MHz, CDCl3s) § = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.4,
29.51, 29.57, 29.60, 29.62, 29.65, 29.67, 31.93 (CH2, OC(CHs3)s3), 37.8 (C-3), 54.5 (C-2), 65.6
(COOCH), 68.3 (OCHz2), 79.9 (OC(CHg3)3), 114.3 (C-4"), 1215 (C-2'), 121.8 (C-6), 130.3
(C-5), 132.2 (C-3"), 133.5(C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5'), 164.8 (C-1"), 171.9
(C-1) ppm; FT-IR: ¥ =518 (w), 631 (w), 651 (w), 692 (w), 722 (w), 763 (m), 845 (m), 1008
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(m), 1018 (m), 1065 (s), 1103 (w), 1162 (vs), 1200 (s), 1252 (vs), 1365 (m), 1391 (w), 1422
(W), 1467 (m), 1510 (m), 1580 (w), 1605 (m), 1716 (s), 1734 (s), 2853 (m), 2922 (s), 3382 (W)
cmt; MS (ESI): m/z = 755.56 [M + NH4]*; HRMS (ESI): m/z (C4sH7:NOy) calcd.: 755.5569
[M + NH4]*, found: 755.5568.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl
4-(tetradecyloxy)benzoate [4-C14TyrCi2Boc]
According to GP6: 4-Tetradecyloxy-benzoic acid 4-C14CO2H (768 mg, 2.23 mmol), dodecyl-
(tert-butoxycarbonyl)-L-tyrosinate  TyrCi2Boc (1003 mg, 2.23 mmol), EDCI (859 mg,
4.48 mmol), DMAP (58.0 mg, 0.50 mmol), dry CH2Cl> (100 mL); reaction time: 48 h.
5 3 Q
.0 WOCQH% 4-C,,TyrC ,,Boc
" 2 ! 07 HNYO C47H75NO;
5 0 (766.12)
C14H290 7<
Colourless solid (76%, 1.30 g, 1.70 mmol); M.p. 59.9 °C (POM); H NMR (500 MHz,
CDCls): 6 =0.84-0.93 (m, 6H, CHs), 1.26 (d,, J=7.4 Hz, 38H, CH>), 1.44-1.52 (m, 11H,
OCH2CH2CH2, OC(CHBa)3), 1.57-1.63 (m, 2H, COOCH,CH), 1.79-1.85 (m, 2H, OCH2CH>),
3.05-3.17 (m, 2H, 3-H), 4.04 (t, J = 6.5 Hz, 2H, OCH>), 4.05-4.14 (m, 2H, COOCHy>), 4.58 (q,
J=6.5Hz, 1H, 2-H), 5.01 (d, J =8.2 Hz, 1H, NH), 6.96 (d, J =8.8 Hz, 2H, 4'-H), 7.13 (d,
J=85Hz, 2H, 6-H), 7.18 (d, J=8.2 Hz, 2H, 5-H), 8.12 (d, J=8.9 Hz, 2H, 3'-H) ppm;
13C NMR (126 MHz, CDCls) § = 14.1 (CHas), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.4,
29.51, 29.57, 29.60, 29.62, 29.65, 29.66, 29.68, 29.70, 31.93 (CH2, OC(CHg)3), 37.8 (C-3), 54.4
(C-2), 65.6 (COOCHy), 68.3 (OCH>), 79.9 (OC(CHs)3), 114.3 (C-4"), 121.5 (C-2"), 121.8 (C-6),
130.3 (C-5), 132.2 (C-3"), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5"), 164.9 (C-1",
171.9 (C-1) ppm; FT-IR: ¥ = 428 (w), 526 (w), 631 (w), 651 (w), 692 (w), 722 (w), 762 (m),
845 (m), 1009 (m), 1018 (m), 1068 (s), 1104 (w), 1162 (vs), 1199 (s), 1252 (vs), 1366 (M),
1391 (w), 1421 (w), 1467 (m), 1510 (s), 1580 (w), 1606 (m), 1693 (m), 1733 (s), 2852 (m),
2921 (s), 3372 (w) cm™*; MS (ESI): m/z = 783.59 [M + NH4]"; HRMS (ESI): m/z (C47H7sNOy)
calcd.: 783.5882 [M + NHa]", found: 783.5880.

31



(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl
4-(decyloxy)benzoate [4-C10TyrCisBoc]
According to GP6: 4-Decyloxy-benzoic acid 4-C10CO2H (558 mg, 2.00 mmol), tetradecyl-
(tert-butoxycarbonyl)-L-tyrosinate TyrCisBoc (958 mg, 2.01 mmol), EDCI (774 mg, 4.04
mmol), DMAP (54.0 mg, 0.44 mmol), dry CH2Cl> (100 mL); reaction time: 48 h.
5 3 Q
, © WOCMHZQ 4-C4oTyrC44Boc
" 2 07 HNYO CasH7/NO;
5 0 (738.06)
C1oH210 7<
Colourless solid (81%, 1.21 g, 1.63 mmol); M.p. 65.7 °C (POM); H NMR (500 MHz,
CDCls): 6 =0.84-0.92(m, 6H, CHz), 1.26 (d, J =16.2 Hz, 34H, CH>), 1.44-1.52 (m, 11H,
OCH2CH2CH2, OC(CH3)3), 1.57-1.63 (m, 2H, COOCH,CH), 11.79-1.85 (m, 2H, OCH.CH>),
3.04-3.17 (m, 2H, 3-H), 4.04 (t, J = 6.5 Hz, 2H, OCH>), 4.05-4.14 (m, 2H, COOCHy>), 4.58 (q,
J=7.1Hz, 1H, 2-H), 5.01 (d, J=8.2 Hz, 1H, NH), 6.96 (d, J=8.9 Hz, 2H, 4'-H), 7.13 (d,
J=8.6 Hz, 2H, 6-H), 7.18 (d, J=8.6 Hz, 2H, 5-H), 8.12 (d, J=8.8 Hz, 2H, 3'-H) ppm;
13C NMR (126 MHz, CDCls) & = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.3, 29.4,
29.51, 29.55, 29.57, 29.62, 29.67, 29.70, 31.90, 31.93 (CH2, OC(CHz3)3), 37.8 (C-3), 54.5 (C-2),
65.6 (COOCHy), 68.3 (C-5-OCHy), 79.9 (OC(CH3)3), 114.3 (C-4"), 121.5 (C-2"), 121.8 (C-6),
130.3 (C-5), 132.2 (C-3"), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5"), 164.8 (C-1",
171.9 (C-1) ppm; FT-IR: ¥ =523 (w), 568 (w), 632 (w), 651 (w), 692 (w), 722 (w), 763 (m),
784 (w), 847 (w), 879 (w), 1019 (m), 1072 (m), 1106 (w), 1166 (vs), 1200 (s), 1255 (vs), 1366
(w), 1392 (w), 1422 (w), 1469 (m), 1512 (s), 1580 (w), 1607 (m), 1691 (s), 1727 (s), 2851 (s),
2919 (vs), 3377 (w) cm™t; MS (ESI): m/z = 755.56 [M + NH4]*, 1493.11 [2M + NH4]?*; HRMS
(ESI): m/z (C4sH71NO7) calcd.: 755.5569 [M + NH.]*, found: 755.5565.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl
4-(dodecyloxy)benzoate [4-C12TyrCisBoc]

According to GP6: 4-Dodecyloxy-benzoic acid 4-C12CO2H (620 mg, 2.02 mmol), tetradecyl-
(tert-butoxycarbonyl)-L-tyrosinate TyrCisBoc (965 mg, 2.02 mmol), EDCI (740 mg, 3.86
mmol), DMAP (69.0 mg, 0.56 mmol), dry CH2Cl> (100 mL); reaction time: 48 h.
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Colourless solid (77%, 1.19 g, 1.56 mmol); M.p. 64.3 °C (POM); H NMR (500 MHz,
CDCls): 6 =0.84-0.91 (m, 6H, CHs), 1.32 (d, J = 10.1 Hz, 38H, CHy), 1.44-1.52 (m, 11H,
OCH2CH2CHz, OC(CHza)3), 1.55-1.63 (m, 2H, COOCH2CH,), 1.79-1.84 (m, 2H, OCH2CH,),
3.04-3.17 (m, 2H, 3-H), 4.04 (t, J = 6.6 Hz, 2H, OCH)>), 4.05-4.15 (m, 2H, COOCHy), 4.58 (q,
J=7.1Hz, 1H, 2-H), 5.02 (d, J=8.2 Hz, 1H, NH), 6.96 (d, J = 8.9 Hz, 2H, 4-H), 7.13 (d,
J=85Hz, 2H, 6-H), 7.18 (d, J=8.3 Hz, 2H, 5-H), 8.12 (d, J=8.8 Hz, 2H, 3-H) ppm;
13C NMR (126 MHz, CDCls) § = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1, 29.2, 29.36,
29.37,29.51,29.57, 29.60, 29.62, 29.64, 29.67, 29.70, 31.93 (CH,, OC(CH3)3), 37.8 (C-3), 54.5
(C-2), 65.6 (COOCH?>), 68.3 (OCH>), 79.9 (OC(CHa)3), 114.3 (C-4"), 121.5 (C-2'), 121.8 (C-6),
130.3 (C-5), 132.2 (C-3'), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5'), 164.8 (C-1)),
171.9 (C-1) ppm; FT-IR: ¥ = 420 (w), 431 (W), 464 (W), 511 (w), 529 (w), 567 (w), 631 (W),
650 (w), 691 (w), 722 (w), 762 (m), 783 (w), 846 (m), 879 (w), 1019 (m), 1070 (s), 1105 (w),
1163 (vs), 1199 (s), 1253 (vs), 1366 (m), 1392 (w), 1421 (w), 1468 (m), 1510 (s), 1580 (w),
1606 (m), 1692 (m), 1726 (s), 2851 (m), 2919 (s), 3375 (w) cmt; MS (ESI): m/z = 783.59
[M + NH.]*, 788.54 [M + Na]*, 1550.13 [2M + H + NH4]?*; HRMS (ESI): m/z (C47H7sNOv)
calcd.: 783.5882 [M + NHa]*, found: 783.5882.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl
4-(tetradecyloxy)benzoate [4-C14TyrCisBoc]
According to GP6: 4-Tetradecyloxy-benzoic acid 4-C14CO2H (676.0 mg, 2.02 mmol),
tetradecyl-tert-butoxycarbonyl)-L-tyrosinate TyrCisBoc (962 mg, 2.01 mmol), EDCI (741 mg,
3.87 mmol), DMAP (56.0 mg, 0.46 mmol), dry CH2Cl> (100 mL); reaction time: 48 h.
0]
5 4 3 )
. 0 i@/%OCMHZQ 4-C,,TyrC,,Boc
" 2 07 HNYO CagH7gNO-
5 0 (794.17)
C14H290 7<
Colourless solid (75%, 1.20 g, 1.51 mmol); M.p. 78.6 °C (POM); H NMR (500 MHz,
CDCl3): 6 =0.85-0.90 (m, 6H, CHa), 1.26 (d, J =8.2 Hz, 42H, CH), 1.40-1.51 (m, 11H,
OCH2CH,CH2, OC(CHBa)3), 1.55-1.65 (m, 2H, COOCH>CHy), 1.79-1.85 (m, J = 6.7 Hz, 2H,
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OCH3CH2), 3.05-3.17 (m, 2H, 3-H), 4.04 (t, J=6.5Hz, 2H, OCH,), 4.07-4.13 (m, 2H,
COOCH?), 4.58 (q, J = 5.8 Hz, 1H, 2-H), 5.01 (d, J = 7.9 Hz, 1H, NH), 6.96 (d, J = 8.8 Hz, 2H,
4-H), 7.13 (d, J = 8.5 Hz, 2H, 6-H), 7.18 (d, J = 8.4 Hz, 2H, 5-H), 8.12 (d, J = 9.0 Hz, 2H,
3-H) ppm; 13C NMR (126 MHz, CDCl3) 5 = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.1,
29.2, 29.4, 29.51, 29.57, 29.60, 29.62, 29.67, 29.70, 31.93 (CH2, OC(CHs)3), 37.8 (C-3), 54.5
(C-2), 65.6 (COOCHy), 68.3 (OCH?>), 79.9 (OC(CH3)3), 114.3 (C-4), 121.5 (C-2'), 121.8 (C-6),
130.3 (C-5), 132.2 (C-3"), 133.5 (C-4), 150.1 (C-7), 155.1 (HNC=0), 163.5 (C-5), 164.8 (C-1)),
171.9 (C-1) ppm; FT-IR: ¥ = 430 (W), 528 (W), 631 (W) 648 (W), 692 (W), 732 (), 763 (m), 846
(m), 879 (w), 908 (m), 1009 (m), 1019 (m), 1068 (s), 1104 (w), 1163 (vs), 1200 (s), 1253 (vs),
1366 (W), 1392 (w), 1422 (w), 1467 (m), 1511 (s), 1580 (w), 1606 (m), 1723 (m), 2852 (m),
2921 (s), 3374 (W) cmL: MS (ESI): m/z = 811.62 [M + NH4]*, 816.57 [M + Na]*; HRMS (ESI):
m/z (CagH79NOy) calcd.: 811.6195 [M + NH4]", found: 811.6193, calcd.: 816.5749 [M + Na]",
found: 816.5747.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,4-
bis(decyloxy)-benzoate [3,4-C10TyrCioBoc]
According to GP6: 3,4-Bis(decyloxy)benzoic acid 3,4-C10CO2H (988 mg, 2.27 mmol), decyl-
(tert-butoxycarbonyl)-L-tyrosinate  TyrCioBoc (957 mg, 2.27 mmol), EDCI (886 mg,
4.62 mmol), DMAP (70.0 mg, 0.57 mmol), dry CH2Cl. (100 mL); reaction time: 24 h; column
gradient 15:1 — 11:1; Rf=0.36 (PE/EtOAC = 10: 1).

o)

5 3
5 0] WOQOH% 3,4-C,,TyrC,,Boc
C1oH210 4 A2 . 07 HNYO Cs1Hg3sNOg
5
7

. 0 (838.22)
: <

Colourless solid (86%, 1.64 g, 1.96 mmol, purity >95%); M.p. 66.8 °C (POM); *H NMR
(700 MHz, CDCls): 6 = 0.86-0.89 (m, 9H, CHa), 1.23-1.39 (m, 38H, CH), 1.41-1.51 (m, 13H,
OCH2CH2CH2, OC(CHj3)3), 1.61 (dt, J = 14.3 Hz, 6.9 Hz, 2H, COOCH,CHy), 1.82-1.88 (m,
4H, OCH2CH>), 3.07-3.15 (m, 2H, 3-H), 4.04-4.13 (m, 6H, OCH>), 4.58 (g, J = 6.6 Hz, 1H,
2-H),5.01 (d, J =8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.13 (d, J = 8.1 Hz, 2H, 6-H),
7.18 (d, J = 8.1 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.79 (dd, J = 8.5 Hz, 2.0 Hz, 1H,
7'-H) ppm; 13C NMR (176 MHz, CDCls): § = 14.11, 14.13 (CHs), 22.64, 22.69, 22.70, 25.86,
25.98, 26.02, 28.3, 28.5, 29.06, 29.18, 29.23, 29.32, 29.36, 29.39, 29.42, 29.51, 29.56, 29.58,
29.59, 29.62, 29.64, 31.89, 31.93 (CH2, OC(CHa)3), 37.8 (C-3), 54.4 (C-2), 65.6 (COOCH>),

C1oH210
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69.1 (C-5-OCHpy), 69.3 (C-4'-OCHy>), 79.9 (OC(CHa)z3), 111.9 (C-6"), 114.6 (C-3'), 121.6 (C-2),
121.8 (C-6), 124.3 (C-7"), 130.3 (C-5), 133.6 (C-4), 148.7 (C-4"), 150.2 (C-7), 153.8 (C-5),
155.1 (HNC=0), 165.0 (C-1), 171.9 (C-1) ppm; FT-IR: ¥ = 3378 (w), 2923 (s), 2853 (m), 1718
(s), 1599 (m), 1509 (s), 1467 (m), 1428 (m), 1391 (m), 1366 (m), 1347 (m), 1270 (vs), 1194
(vs), 1132 (s), 1103 (w), 1064 (m), 1018 (m), 959 (w), 911 (w), 870 (w), 817 (w), 779 (w), 756
(m), 731 (m), 647 (w), 517 (w) cm™; MS (ESI): m/z = 855.65 [M + NH,]*: HRMS (ESI): m/z
(Cs1Hs3NQs) calcd.: 855.6457 [M + NH4]*, found: 855.6458.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,4-bis(dode-
cyloxy)benzoate [3,4-C12TyrCioBoc]

According to GP6: 3,4-Bis(dodecyloxy)benzoic acid 3,4-C12CO2H (1.08 g, 2.20 mmol), decyl-
(tert-butoxycarbonyl)-L-tyrosinate  TyrCioBoc (927 mg, 2.20 mmol), EDCI (851 mg,
4.44 mmol), DMAP (75.0 mg, 0.61 mmol), dry CH2Cl> (100 mL); reaction time: 24 h; column
gradient 15:1 — 11:1; Rf=0.36 (PE/EtOAC =10 : 1).

0
5 4 3 )
N o) iQ/Y‘]'LOCHOHm 3,4-c12TYTC10BOC
' ' 7
C12H250ji>2)1.k0 HN \fo CssHoNOg
.
. 0 (894.33)
7
CioH2s0" 7% 7<

Colourless solid (83%, 1.64 g, 1.83 mmol, purity >95%); M.p. 56.2 °C (POM); H NMR
(700 MHz, CDCls): 6 =0.86-0.89 (m, 9H, CHas), 1.24-1.38 (m, 46H, CH2), 1.44 (s, 9H,
OC(CH3)3), 1.46-1.51 (m, 4H, OCH:CH.CHz), 1.61 (dt, J=13.5Hz, 6.8Hz, 2H,
COOCH:CH), 1.82-1.88 (m, 4H, OCH.CH.), 3.07-3.15 (m, 2H, 3-H), 4.05-4.13 (m, 6H,
OCHy), 4.58 (g, J = 6.4 Hz, 1H, 2-H), 5.01 (d, J=8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H,
6'-H), 7.13 (d, J=8.1 Hz, 2H, 6-H), 7.18 (d, J=8.1 Hz, 2H, 5-H), 7.65 (d, J =2.0 Hz, 1H,
3-H), 7.80 (dd, J=8.5 Hz, 2.0 Hz, 1H, 7'-H) ppm; 3¥C NMR (176 MHz, CDCls): § = 14.12,
14.13 (CHs), 22.69, 22.71, 25.86, 25.98, 26.03, 28.3, 28.5, 29.06, 29.19, 29.23, 29.32, 29.38,
29.40, 29.43, 29.51, 29.56, 29.63, 29.64, 29.68, 29.71, 29.72, 31.90, 31.94 (CH2, OC(CHs)a3),
37.8 (C-3), 544 (C-2), 65.6 (COOCH2), 69.1 (C-5-OCH;), 69.4 (C-4'-OCHz), 79.9
(OC(CHs)3), 111.9 (C-6", 114.6 (C-3"), 121.6 (C-2"), 121.8 (C-6), 124.3 (C-7"), 130.3 (C-5),
133.6 (C-4), 148.7 (C-4"), 150.2 (C-7), 153.8 (C-5'), 155.1 (HNC=0), 165.0 (C-1'), 171.9
(C-1) ppm; FT-IR: ¥ = 3349 (w), 2954 (m), 2919 (vs), 2850 (s), 1728 (s), 1687 (vs), 1598 (m),
1519 (s), 1467 (m), 1429 (s), 1391 (m), 1367 (m), 1345 (w), 1290 (s), 1274 (vs), 1248 (s), 1199
(vs), 1167 (vs), 1141 (s), 1087 (m), 1058 (m), 1019 (m), 967 (w), 941 (w), 876 (w), 817 (w),
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787 (W), 755 (m), 722 (w), 654 (W), 546 (W) cm™t; MS (ESI): m/z = 911.71 [M + NH4]*; HRMS
(ESI): m/z (CssHe1NOs) calcd.: 911.7083 [M + NH4]*, found: 911.7059.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,4-bis(tetrade-
cyloxy)benzoate [3,4-C14TyrCioBoc]
According to GP6: 3,4-Bis(tetradecyloxy)benzoic acid 3,4-C14CO2H (1.21 g, 2.22 mmol),
decyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCioBoc (936 mg, 2.22 mmol), EDCI (867 mg,
4.52 mmol), DMAP (67.0 mg, 0.55 mmol), dry CH2Cl> (100 mL); reaction time: 24 h; column
gradient 15:1 — 11:1; Rf=0.36 (PE/EtOAC = 10 : 1).

0

5 3
42
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Colourless solid (83%, 1.75¢, 1.84 mmol, purity >95%); M.p. 75.8 °C (POM); 'H NMR
(700 MHz, CDCls): 6 =0.86-0.89 (m, 9H, CHas), 1.23-1.39 (m, 54H, CH2), 1.44 (s, 9H,
OC(CHs)s), 1.46-1.51 (m, 4H, OCH:CH:CHz), 1.61 (dt, J=13.5Hz, 6.8Hz, 2H,
COOCH:CH), 1.82-1.88 (m, 4H, OCH.CH.), 3.07-3.15 (m, 2H, 3-H), 4.05-4.12 (m, 6H,
OCH,), 4.58 (q, J = 6.5 Hz, 1H, 2-H), 5.01 (d, J = 8.3 Hz, 1H, NH), 6.92 (d, J = 8.4 Hz, 1H,
6'-H), 7.13 (d, J=8.1 Hz, 2H, 6-H), 7.18 (d, J=8.1 Hz, 2H, 5-H), 7.65 (d, J =2.1 Hz, 1H,
3'-H), 7.80 (dd, J=8.4 Hz, 2.1 Hz, 1H, 7'-H) ppm; **C NMR (176 MHz, CDCls): § = 14.10,
14.12, 14.13 (CHs), 22.69, 22.71, 25.86, 25.99, 26.03, 28.3, 28.5, 29.06, 29.19, 29.23, 29.31,
29.32, 29.39, 29.40, 29.43, 29.51, 29.56, 29.61, 29.63, 29.63, 29.65, 29.68, 29.71, 29.72, 29.73,
31.90, 31.94 (CH2, OC(CHBa)z3), 37.8 (C-3), 54.4 (C-2), 65.6 (COOCHy>), 69.1 (C-5'-OCHy>), 69.4
(C-4'-OCHy), 79.9 (OC(CHsa)3), 111.9 (C-6"), 114.6 (C-3"), 121.6 (C-2"), 121.8 (C-6), 124.3
(C-7"), 130.3 (C-5), 133.6 (C-4), 148.7 (C-4"), 150.2 (C-7), 153.8 (C-5"), 155.1 (HNC=0), 165.0
(C-1Y), 171.9 (C-1) ppm; FT-IR: ¥ = 3347 (w), 2955 (m), 2917 (vs), 2850 (vs), 1729 (s), 1687
(vs), 1598 (m), 1518 (s), 1468 (m), 1429 (m), 1390 (m), 1367 (m), 1344 (w), 1289 (s), 1275
(vs), 1248 (s), 1199 (vs), 1167 (vs), 1139 (s), 1087 (m), 1054 (m), 1018 (m), 986 (w), 954 (w),
927 (w), 874 (w), 819 (w), 790 (w), 755 (m), 722 (w), 654 (w), 545 (w) cm™*; MS (ESI):
m/z = 967.77 [M + NH4]"; HRMS (ESI): m/z (Cs9HggNOs) calcd.: 967.7709 [M + NH4]*, found:
967.7690.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4-bis(de-
cyloxy)benzoate [3,4-C10TyrCi2Boc]
According to GP6: 3,4-Bis(decyloxy)benzoic acid 3,4-C10CO2H (939 mg, 2.16 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (971 mg, 2.16 mmol), EDCI (849 mg,
4.43 mmol), DMAP (73.0 mg, 0.60 mmol), dry CH2Cl> (100 mL); reaction time: 48 h; column
gradient15:1 — 11:1; Rf= 0.38 (PE/EtOAC = 10 : 1).

o)

5 3
42
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Colourless solid (86%, 1.60 g, 1.85 mmol, purity >95%); M.p. 68.8 °C (POM); H NMR
(500 MHz, CDCl3): 6 =0.86-0.90 (m, 9H, CHas), 1.22-1.39 (m, 42H, CH2), 1.44 (s, 9H,
OC(CHzs)3), 1.45-1.52 (m, 4H, OCH2CH2CHz), 1.56-1.63 (m, 2H, COOCH:CH>), 1.85 (dt,
J=15.3Hz, 88Hz, 6.7Hz, 4H, OCH:CH), 3.07-3.16 (m, 2H, 3-H), 4.05-4.12 (m, 6H,
OCHy), 4.58 (g, J =6.4 Hz, 1H, 2-H), 5.01 (d, J =8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H,
6'-H), 7.13 (d, J=8.2 Hz, 2H, 6-H), 7.19 (d, J = 8.2 Hz, 2H, 5-H), 7.65 (d, J =2.0 Hz, 1H,
3-H), 7.80 (dd, J=8.5Hz, 2.1 Hz, 1H, 7-H) ppm; ®C NMR (126 MHz, CDCls): & = 14.1
(CHs), 22.7, 25.86, 25.97, 26.01, 28.3, 28.5, 29.05, 29.18, 29.23, 29.36, 29.39, 29.42, 29.48,
29.51, 29.58, 29.61, 29.64, 29.66, 31.9 (CH2, OC(CHzs)3), 37.8 (C-3), 54.4 (C-2), 65.6
(COOCH®y), 69.1 (C-5'-OCH2), 69.3 (C-4'-OCH), 79.9 (OC(CHa)s), 111.9 (C-6"), 114.6 (C-3"),
121.5 (C-2), 121.8 (C-6), 124.3 (C-7"), 130.3 (C-5), 133.6 (C-4), 148.6 (C-4"), 150.1 (C-7),
153.8 (C-5'), 155.1 (HNC=0), 165.0 (C-1"), 171.9 (C-1) ppm; FT-IR: ¥ = 3359 (w), 2919 (vs),
2851 (s), 1725 (s), 1689 (s), 1598 (m), 1512 (s), 1467 (m), 1430 (m), 1391 (m), 1366 (m), 1289
(s), 1273 (vs), 1249 (s), 1199 (vs), 1141 (vs), 1086 (m), 1060 (m), 1019 (m), 990 (m), 955 (M),
921 (w), 875 (m), 815 (w), 780 (w), 756 (s), 723 (M), 654 (w), 597 (w), 544 (w), 517 (w), 434
(w) cm™; MS (ESI): m/z=883.67 [M + NH4]*, 888.63 [M + Na]*; HRMS (ESI): m/z
(Cs3Hg7NQs) calcd.: 888.6324 [M + Na]*, found: 888.6321.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4-bis(dode-
cyloxy)benzoate [3,4-C12TyrCi2Boc]

According to GP6: 3,4-Bis(dodecyloxy)benzoic acid 3,4-C12CO2H (1.05g, 2.13 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (958 mg, 2.13 mmol), EDCI (829 mg,
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4.32 mmol), DMAP (69.0 mg, 0.57 mmol), dry CH2Cl, (100 mL); reaction time: 48 h; column
gradient15:1 — 11:1; Rf= 0.38 (PE/EtOAC = 10 : 1).

(@]
5 4 3 )
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Colourless solid (82%, 1.62 g, 1.75 mmol, purity >95%); M.p. 58.1 °C (POM); 'H NMR
(500 MHz, CDCl3): 6 =0.86-0.90 (m, 9H, CHz3), 1.25-1.39 (m, 50H, CH2), 1.44 (s, 9H,
OC(CHs)3), 1.45-1.52 (m, 4H, OCH.CH2CH), 1.58-1.63 (m, 2H, COOCH2CH>), 1.85 (dt,
J=15.4Hz, 8.6 Hz, 6.7 Hz, 4H, OCH,CHy), 3.07-3.16 (m, 2H, 3-H), 4.05-4.12 (m, 6H,
OCHy), 4.58 (g, J =6.4 Hz, 1H, 2-H), 5.01 (d, J = 8.3 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H,
6'-H), 7.13 (d, J =8.5 Hz, 2H, 6-H), 7.19 (d, J=8.5 Hz, 2H, 5-H), 7.65 (d, J =2.0 Hz, 1H,
3-H), 7.80 (dd, J=8.5Hz, 2.0 Hz, 1H, 7"-H) ppm; 3C NMR (126 MHz, CDCl3): & = 14.1
(CHs), 22.7, 25.86, 25.98, 26.02, 28.3, 28.5, 29.05, 29.18, 29.24, 29.36, 29.38, 29.40, 29.43,
29.51, 29.61, 29.62, 29.64, 29.67, 29.71, 31.92, 31.94 (CH,, OC(CHz3)3), 37.8 (C-3), 54.4 (C-2),
65.6 (COOCHy>), 69.1 (C-5'-OCHy>), 69.3 (C-4-OCHy), 79.9 (OC(CHz3)3), 111.9 (C-6"), 114.6
(C-3), 121.5 (C-2'), 121.8 (C-6), 124.3 (C-7), 130.3 (C-5), 133.6 (C-4), 148.6 (C-4"), 150.1
(C-7),153.8 (C-5), 155.1 (HNC=0), 165.0 (C-1"), 171.9 (C-1) ppm; FT-IR: ¥ = 3352 (w), 2920
(s), 2851 (s), 1733 (m), 1707 (m), 1687 (m), 1597 (w), 1511 (m), 1467 (m), 1430 (m), 1391
(w), 1366 (w), 1347 (w), 1271 (s), 1250 (m), 1196 (vs), 1166 (s), 1141 (m), 1087 (w), 1055
(m), 1018 (m), 967 (w), 908 (s), 873 (w), 812 (w), 756 (m), 729 (vs), 648 (m), 539 (w), 518
(w), 464 (w), 432 (W) cm™; MS (ESI): m/z=939.74 [M + NH4]"; HRMS (ESI): m/z
(Cs7H9sNOQg) calcd.: 944.6950 [M + Na]*, found: 944.6956.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4-bis(tetra-
decyloxy)benzoate [3,4-C14TyrCi2Boc]

According to GP6: 3,4-Bis(tetradecyloxy)benzoic acid 3,4-C14CO2H (1.18 g, 2.16 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (969 mg, 2.16 mmol), EDCI (845 mg,
4.41 mmol), DMAP (76.0 mg, 0.62 mmol), dry CH2Cl> (100 mL); reaction time: 48 h; column
gradient15:1 — 11:1; Rf=0.38 (PE/EtOAC =10: 1).

38



0
> 4 R 2
N o) WOC12H25 3,4-C14TYTC12BOC
' ! 7
C14H290 4 2 0 HN \fO CG1H103N08
5 ., 0 (978.49)
C1aH2e0O" 7% 7<

Colourless solid (83%, 1.75¢, 1.79 mmol, purity >95%); M.p. 65.7 °C (POM); 'H NMR
(500 MHz, CDCls): 8 =0.86-0.89 (m, 9H, CHs), 1.25-1.39 (m, 58H, CH,), 1.44 (s, 9H,
OC(CHs3)3), 1.45-1.51 (m, 4H, OCH2CH.CH), 1.58-1.63 (m, 2H, COOCH:CH>), 1.85 (dt,
J=15.3 Hz, 85Hz, 6.8Hz, 4H, OCH2CH>), 3.07-3.16 (m, 2H, 3-H), 4.05-4.12 (m, 6H,
OCHy), 4.58 (q, J = 6.4 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H,
6'-H), 7.13 (d, J = 8.3 Hz, 2H, 6-H), 7.19 (d, J = 8.3 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H,
3-H), 7.80 (dd, J=8.5Hz, 2.0 Hz, 1H, 7"-H) ppm; *C NMR (126 MHz, CDCls): § = 14.1
(CHs), 22.7, 25.86, 25.98, 26.03, 28.3, 28.5, 29.05, 29.18, 29.24, 29.36, 29.39, 29.40, 29.43,
29.47, 29.51, 29.61, 29.63, 29.65, 29.67, 29.68, 29.73, 31.92, 31.94 (CH,, OC(CHs3)3), 37.8
(C-3), 54.4 (C-2), 65.6 (COOCHy), 69.1 (C-5-OCHy>), 69.3 (C-4'-OCH2), 79.9 (OC(CH3)3),
111.9 (C-6"), 114.6 (C-3), 121.5 (C-2", 121.8 (C-6), 124.3 (C-7"), 130.3 (C-5), 133.6 (C-4),
148.6 (C-4"), 150.1 (C-7), 153.8 (C-5"), 155.1 (HNC=0), 165.0 (C-1"), 171.9 (C-1) ppm; FT-
IR: ¥ = 3357 (W), 2917 (vs), 2849 (vs), 1734 (s), 1707 (m), 1687 (vs), 1596 (W), 1516 (s), 1467
(m), 1430 (m), 1389 (w), 1365 (w), 1275 (s), 1249 (s), 1211 (s), 1197 (vs), 1166 (s), 1141 (),
1088 (m), 1053 (m), 1016 (m), 974 (w), 953 (w), 919 (w), 872 (w), 854 (w), 811 (w), 754 (w),
737 (w), 722 (m), 649 (w), 615 (w), 539 (w), 432 (w) cmt; MS (ESI): m/z=995.80
[M + NH.]*; HRMS (ESI): m/z (Ce1H103NOs) calcd.: 995.8022 [M + NHg4]*, found: 995.8024.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4-bis(de-
cyloxy)benzoate [3,4-C10TyrCisBoc]
According to GP6: 3,4-Bis(decyloxy)benzoic acid 3,4-C10CO2H (873 mg, 2.01 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate  TyrCusBoc (960 mg, 2.01 mmol), EDCI
(780 mg, 4.07 mmol), DMAP (77.0 mg, 0.63 mmol), dry CH.Cl, (100 mL); reaction time: 48 h;
column gradient 15: 1 — 11: 1; R¢ = 0.40 (PE/EtOACc =10 : 1).

o)

5 3
4 2
3 @] woc14H29 3,4-C4oTyrC 4,Boc
CoH210 & : 2 JJF 07 HNYO CssHg(NOg
5
7

' . 0] (894.33)
C1oH210" 7 j<
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Colourless solid (84%, 1.50 g, 1.68 mmol, purity >95%); M.p. 60.1 °C (POM); 'H NMR
(500 MHz, CDCls): § = 0.86-0.90 (m, 9H, CHs), 1.22-1.39 (m, 46H, CH,), 1.43 (s, 9H,
OC(CHa)3), 1.45-1.50 (m, 4H, OCH,CH,CH;), 1.58-1.62 (m, 2H, COOCH,CH,), 1.85 (dt,
J=15.2 Hz, 7.6 Hz, 4H, OCH2CH>), 3.06-3.16 (m, 2H, 3-H), 4.05-4.14 (m, 6H, OCH>), 4.58
(g, J = 6.5 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.13 (d,
J=8.3Hz, 2H, 6-H), 7.19 (d, J = 8.3 Hz, 2H, 5-H), 7.65 (d, J = 2.1 Hz, 1H, 3'-H), 7.80 (dd,
J=8.5Hz, 2.0 Hz, 1H, 7*-H) ppm; *C NMR (126 MHz, CDCls): 5 = 14.1 (CHs), 22.7, 25.88,
25.99, 26.03, 28.3, 28.5, 29.07, 29.19, 29.25, 29.38, 29.41, 29.43, 29.46, 29.53, 29.60, 29.63,
29.65, 29.68, 29.71, 29.72, 31.9 (CH,, OC(CHs3)s), 37.8 (C-3), 54.5 (C-2), 65.7 (COOCH,),
69.1 (C-5'-OCHy), 69.4 (C-4'-OCHy), 79.9 (OC(CHs)3), 111.9 (C-6"), 114.6 (C-3"), 121.6 (C-2),
121.8 (C-6), 124.3 (C-7"), 130.3 (C-5), 133.6 (C-4), 148.7 (C-4"), 150.2 (C-7), 153.8 (C-5'),
155.1 (HNC=0), 165.0 (C-1'), 171.9 (C-1) ppm; FT-IR: ¥ = 3354 (w), 2919 (vs), 2850 (s), 1727
(s), 1686 (s), 1598 (m), 1517 (s), 1467 (m), 1429 (s), 1391 (m), 1366 (M), 1346 (w), 1290 (s),
1272 (vs), 1249 (s), 1198 (vs), 1166 (vs), 1143 (s), 1086 (m), 1065 (m), 1019 (m), 988 (m), 955
(m), 922 (w), 877 (m), 817 (W), 785 (W), 755 (S), 723 (M), 653 (W), 592 (W), 546 (W), 517 (W),
465 (w), 432 (w) cm; MS (ESI): m/z = 911.70 [M + NH4]*, 916.66 [M + Na]*;

HRMS (ESI): m/z (CssH91NOs) calcd.: 911.7083 [M + NH4]*, found: 911.7080.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4-bis(do-
decyloxy)benzoate [3,4-C12TyrCisBoc]

According to GP6: 3,4-Bis(dodecyloxy)benzoic acid 3,4-C12CO2H (992 mg, 2.02 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate  TyrCusBoc (966 mg, 2.02 mmol), EDCI
(789 mg, 4.12 mmol), DMAP (85.0 mg, 0.70 mmol), dry CH2Cl, (100 mL); reaction time: 48 h;
column gradient 15: 1 — 11 : 1; Rf = 0.40 (PE/EtOACc =10 : 1).

(@]
5 4 3 )

3 (0] woc14H29 3,4-C,4,TyrC 4,Boc

' ' 7
C12H250 4 2 0 HN YO C59H99N08

5
. 0] (950.44)

Ci2Has0™ 7 ! j<

Colourless solid (81%, 1.55¢, 1.63 mmol, purity >95%); M.p. 55.3 °C (POM); *H NMR
(500 MHz, CDCl3): 6 =0.86-0.90 (m, 9H, CHz3), 1.21-1.39 (m, 54H, CH>), 1.44 (s, 9H,
OC(CHzs)3), 1.45-1.50 (m, 4H, OCH2CH2CH), 1.58-1.63 (m, 2H, COOCH2CH>), 1.82-1.89
(m, 4H, OCH2CH?), 3.06-3.16 (m, 2H, 3-H), 4.05-4.12 (m, 6H, OCH>), 4.58 (q, J = 6.4 Hz,
1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.13 (d, J = 8.3 Hz, 2H,
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6-H), 7.19 (d, J = 8.3 Hz, 2H, 5-H), 7.65 (d, J = 2.1 Hz, 1H, 3-H), 7.80 (dd, J = 8.5 Hz, 2.0 Hz,
1H, 7'-H) ppm; 1*C NMR (126 MHz, CDCls): § = 14.1 (CH3), 22.7, 25.86, 25.98, 26.02, 28.3,
28.5, 29.05, 29.18, 29.24, 29.38, 29.40, 29.43, 29.51, 29.62, 29.64, 29.67, 29.69, 29.71, 31.9
(CH2, OC(CHa)3), 37.8 (C-3), 54.4 (C-2), 65.6 (COOCHS>), 69.1 (C-5-OCHy), 69.3 (C-4'-
OCHy), 79.9 (OC(CHa)s), 111.9 (C-6"), 114.6 (C-3), 121.6 (C-2"), 121.8 (C-6), 124.3 (C-7"),
130.3 (C-5), 133.6 (C-4), 148.7 (C-4"), 150.1 (C-7), 153.8 (C-5'), 155.1 (HNC=0), 165.0 (C-1)),
171.9 (C-1) ppm; FT-IR: ¥ = 3352 (w), 2918 (vs), 2850 (s), 1728 (s), 1706 (m), 1687 (s), 1597
(m), 1516 (s), 1467 (m), 1429 (m), 1390 (m), 1366 (M), 1349 (m), 1289 (s), 1273 (vs), 1249
(s), 1197 (vs), 1141 (s), 1087 (m), 1056 (m), 1018 (m), 966 (m), 939 (m), 908 (m), 875 (m),
813 (w), 784 (w), 755 (m), 726 (s), 684 (w), 650 (w), 615 (w), 542 (w), 518 (w), 468 (w), 431
(w) cm™; MS (ESI): m/z=967.77 [M + NH4]*; HRMS (ESI): m/z (CsoHgesNOs) calcd.:
967.7709 [M + NHg4]*, found: 967.7709.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4-bis-
(tetradecyloxy)benzoate [3,4-C14TyrCu1sBoc]
According to GP6: 3,4-Bis(tetradecyloxy)benzoic acid 3,4-C14CO2H (1.10 g, 2.01 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCiusBoc (960 mg, 2.01 mmol), EDCI
(780 mg, 4.07 mmol), DMAP (69.0 mg, 0.57 mmol), dry CH2Cl, (100 mL); reaction time: 48 h;
column gradient 15: 1 — 11: 1; R¢ = 0.40 (PE/EtOACc =10 : 1).
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5 3
5 (0] WOCMHZQ 3,4-C,4,TyrC,4Boc
C14H290:4i(>2)1#07 HN\[éO Ce3H107NOg
5
7
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Colourless solid (79%, 1.59 g, 1.58 mmol, purity >95%); M.p. 73.2 °C (POM); H NMR
(700 MHz, CDCls): 6 =0.87-0.89 (m, 9H, CHa), 1.20-1.39 (m, 62H, CH2), 1.44 (s, 9H,
OC(CHzs)3), 1.46-1.51 (m, 4H, OCH2CH2CH), 1.59-1.63 (m, 2H, COOCH2CH>), 1.82-1.88
(m, 4H, OCH2CH), 3.07-3.15 (m, 2H, 3-H), 4.05-4.13 (m, 6H, OCH>), 4.58 (q, J = 6.1 Hz,
1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.13 (d, J = 8.3 Hz, 2H,
6-H), 7.18 (d, J = 8.3 Hz, 2H, 5-H), 7.65 (d, J = 2.1 Hz, 1H, 3'-H), 7.79 (dd, J = 8.5 Hz, 2.0 Hz,
1H, 7-H) ppm; *C NMR (176 MHz, CDCls): & = 14.1 (CHs), 22.7, 25.87, 25.99, 26.03, 28.3,
28.5, 29.06, 29.19, 29.24, 29.38, 29.39, 29.41, 29.44, 29.51, 29.62, 29.63, 29.65, 29.67, 29.69,
29.70,29.71,29.72, 31.9 (CH2, OC(CHs3)3), 37.8 (C-3), 54.4 (C-2), 65.6 (COOCH>), 69.1 (C-5'-
OCHy), 69.4 (C-4'-OCHy), 79.9 (OC(CHs)s), 111.9 (C-6"), 114.6 (C-3'), 121.6 (C-2'), 121.8

C14H290
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(C-6), 124.3 (C-7), 130.3 (C-5), 133.6 (C-4), 148.7 (C-4"), 150.2 (C-7), 153.8 (C-5"), 155.1
(HNC=0), 165.0 (C-1"), 171.9 (C-1) ppm; FT-IR: ¥ = 3345 (w), 2954 (m), 2917 (vs), 2850 (vs),
1727 (s), 1687 (vs), 1598 (m), 1518 (s), 1467 (m), 1429 (m), 1390 (m), 1366 (m), 1346 (w),
1290 (s), 1273 (vs), 1248 (s), 1198 (vs), 1166 (vs), 1140 (s), 1087 (m), 1055 (m), 1018 (m),
985 (M), 953 (w), 927 (w), 875 (w), 818 (w), 786 (w), 755 (m), 721 (m), 654 (w), 545 (w), 519
(w), 431 (w) cm™; MS (ESI): m/z = 1023.83 [M + NH4]*, 1028.78 [M + Na]*; HRMS (ESI):
m/z (Ce3H107NQs) calcd.: 1023.8335 [M + NH4]*, found: 1023.8332.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,5-
bis(decyloxy)-benzoate [3,5-C10TyrCioBoc]
According to GP6: 3,5-Bis(decyloxy)benzoic acid 3,5-C10CO2H (1.00 g, 2.30 mmol), decyl-
(tert-butoxycarbonyl)-L-tyrosinate  TyrCioBoc (964 mg, 2.29 mmol), EDCI (886 mg,
4.62 mmol), DMAP (80.0 mg, 0.66 mmol), dry CH2Cl> (100 mL); reaction time: 48 h; column
gradient20: 1 — 11:1; R¢=0.51 (PE/EtOAC =10 : 1).
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5 3
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' ' ’ HN\‘I&O C51H83NO8

07< (838.22)
OCoH21

Colourless wax (85%, 1.63 g, 1.95 mmol, purity >95%); M.p. 41.4 °C (POM); H NMR
(500 MHz, CDCls): 6 = 0.86-0.89 (m, 9H, CH3), 1.22-1.37 (m, 38H, CH), 1.41-1.49 (m, 13H,
OCH2CH2CH2, OC(CHs3)3), 1.58-1.63 (m, 2H, COOCH2CH>), 1.79 (dt, J = 13.6 Hz, 6.6 Hz,
4H, OCH2CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.06-4.14 (m, 2H,
COOCHy), 4.58 (g, J =6.5 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5'-H), 7.13 (d, J =8.3 Hz, 2H, 6-H), 7.19 (d, J=8.3 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; BC NMR (126 MHz, CDCls): § = 14.1 (CH3), 22.7, 25.9, 26.0, 28.3, 28.5, 29.18,
29.22, 29.31, 29.33, 29.37, 29.50, 29.54, 29.56, 29.58, 31.89, 31.90 (CH2, OC(CHs3)3), 37.8
(C-3), 54.4 (C-2), 65.7 (COOCHy), 68.4 (C-4'-OCH), 79.9 (OC(CHz3)3), 107.1 (C-5, 108.2
(C-3Y), 121.7 (C-6), 130.4 (C-5), 131.2 (C-2"), 133.8 (C-4), 150.0 (C-7), 155.1 (HNC=0), 160.3
(C-4,165.0 (C-1"), 171.9 (C-1) ppm; FT-IR: ¥ = 3438 (w), 3380 (W), 2924 (vs), 2854 (s), 1740
(s), 1718 (s), 1595 (m), 1508 (m), 1448 (m), 1391 (m), 1350 (m), 1327 (m), 1299 (m), 1250
(m), 1212 (s), 1197 (vs), 1166 (vs), 1057 (m), 1019 (m), 951 (w), 931 (w), 860 (w), 778 (w),
758 (W), 722 (w), 676 (W), 542 (w), 510 (w) cm™*; MS (ESI): m/z = 860.60 [M + Na]*; HRMS
(ESI): m/z (Cs1Hg3sNQs) calcd.: 860.6011 [M + Na]*, found: 860.5999.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,5-bis(dode-
cyloxy)benzoate [3,5-C12TyrCioBoc]
According to GP6: 3,5-Bis(dodecyloxy)benzoic acid 3,5-C12CO2H (1.09 g, 2.23 mmol), decyl-
(tert-butoxycarbonyl)-L-tyrosinate  TyrCioBoc (935 mg, 2.22 mmol), EDCI (900 mg,
4.70 mmol), DMAP (81.0 mg, 0.66 mmol), dry CH2Cl> (100 mL); reaction time: 48 h; column
gradient20: 1 — 11:1; Rf= 0.51 (PE/EtOAC = 10 : 1).

o)
1-0C1oHa1 3,5-C4,TyrC,,Boc
0 Cs5Hg1NOg

o 7< (894.33)
OC12Hos

Colourless wax (86%, 1.71g, 1.91 mmol, purity >95%); M.p. 38.7 °C (POM); H NMR
(500 MHz, CDCls): & = 0.86-0.89 (m, 9H, CHa), 1.22-1.38 (m, 46H, CH), 1.43-1.49 (m, 13H,
OCH2CH2CH2, OC(CHs3)3), 1.57-1.62 (m, 2H, COOCH2CH>), 1.78 (dt, J=13.9 Hz, 6.7 Hz,
4H, OCH2CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.06-4.14 (m, 2H,
COOCHS,), 4.58 (q, J = 6.6 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5'-H), 7.13 (d, J = 8.5 Hz, 2H, 6-H), 7.19 (d, J = 8.5 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; *C NMR (126 MHz, CDCls): § = 14.12, 14.13 (CHa), 22.68, 22.70, 25.9, 26.0,
28.3, 28.5, 29.19, 29.22, 29.31, 29.36, 29.38, 29.50, 29.55, 29.58, 29.61, 29.64, 29.67, 31.89,
31.92 (CH2, OC(CHa)3), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCH,), 68.4 (C-4'-OCHy), 79.9
(OC(CHs3)3), 107.1 (C-5", 108.2 (C-3"), 121.7 (C-6), 130.4 (C-5), 131.2 (C-2'), 133.8 (C-4),
150.0 (C-7), 155.2 (HNC=0), 160.3 (C-4"), 165.0 (C-1, 171.9 (C-1) ppm; FT-IR: ¥ = 3372
(w), 2922 (s), 2853 (m), 1739 (m), 1717 (s), 1594 (m), 1507 (m), 1447 (m), 1390 (m), 1349
(m), 1326 (m), 1298 (m), 1249 (m), 1196 (vs), 1163 (vs), 1101 (w), 1056 (s), 1019 (m), 948
(w), 859 (w), 777 (w), 757 (m), 722 (w), 676 (w), 500 (w) cm™; MS (ESI): m/z = 916.60
[M + Na]*; HRMS (ESI): m/z (CssH91NOg) calcd.: 916.6637 [M + Na]*, found: 916.6627.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,5-bis(tetrade-
cyloxy)benzoate [3,5-C14TyrCioBoc]

According to GP6: 3,5-Bis(tetradecyloxy)benzoic acid 3,5-C14CO2H (1.22 g, 2.23 mmol),
decyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCioBoc (932 mg, 2.21 mmol), EDCI (870 mg,
4.54 mmol), DMAP (87.0 mg, 0.71 mmol), dry CH2Cl> (100 mL); reaction time: 48 h; column
gradient20: 1 — 11:1; Rf= 0.51 (PE/EtOAC = 10 : 1).
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Colourless wax (83%, 1.74 g, 1.83 mmol, purity >95%); M.p. 61.3 °C (POM); 'H NMR
(500 MHz, CDCls): & = 0.85-0.91 (m, 9H, CHa), 1.23-1.37 (m, 54H, CHz), 1.40-1.49 (m, 13H,
OCH2CH2CH2, OC(CHj3)3), 1.58-1.62 (m, 2H, COOCH2CH?>), 1.80 (dt, J =13.9 Hz, 6.5 Hz,
4H, OCH2CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.06-4.14 (m, 2H,
COOCHy), 4.58 (q, J = 6.4 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5-H), 7.13 (d, J=8.5 Hz, 2H, 6-H), 7.19 (d, J =8.5 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; BC NMR (126 MHz, CDCls): § = 14.12, 14.13 (CHa), 22.68, 22.70, 25.9, 26.0,
28.3, 28.5, 29.19, 29.22, 29.31, 29.37, 29.39, 29.50, 29.55, 29.59, 29.61, 29.67, 29.68, 29.70,
31.89, 31.93 (CH2, OC(CHBa)z3), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCHy), 68.4 (C-4'-OCHy>), 79.9
(OC(CHs)3), 107.1 (C-5", 108.2 (C-3, 121.7 (C-6), 130.4 (C-5), 131.2 (C-2"), 133.8 (C-4),
150.0 (C-7), 155.1 (HNC=0), 160.3 (C-4"), 165.0 (C-1", 171.9 (C-1) ppm; FT-IR: ¥ = 3439
(w), 2922 (s), 2852 (s), 1740 (m), 1717 (s), 1594 (m), 1507 (m), 1447 (m), 1390 (m), 1350 (m),
1326 (m), 1298 (m), 1249 (m), 1196 (s), 1163 (vs), 1102 (w), 1056 (s), 1019 (m), 933 (w), 859
(W), 778 (w), 757 (m), 722 (w), 676 (w), 512 (w) cm™*; MS (ESI): m/z = 967.80 [M + NH4]";
HRMS (ESI): m/z (CsgHeoNOs) calcd.: 967.7709 [M + NH4]*, found: 967.7708.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,5-bis(de-
cyloxy)benzoate [3,5-C10TyrCi2Boc]
According to GP6: 3,5-Bis(decyloxy)benzoic acid 3,5-C10CO2H (926 mg, 2.13 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (958 mg, 2.13 mmol), EDCI (824 mg,
4.30 mmol), DMAP (73.0 mg, 0.60 mmol), dry CH2Cl> (100 mL); reaction time: 72 h; column
gradient 16 : 1 — 12 : 1; Rf = 0.54 (PE/EtOACc = 10 : 1).

o)
1-0C1oHos 3,5-C4oTyrC,,Boc
O Cs3Hg7NOg

. o 7< (866.28)
OC1oH24

Colourless wax (78%, 1.44 g, 1.66 mmol, purity >95%); M.p. 33.3°C (POM); 'H NMR
(500 MHz, CDCl3): 6 = 0.86-0.89 (m, 9H, CH3), 1.22-1.37 (m, 42H, CH>), 1.38-1.49 (m, 13H,
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OCH2CH2CH2, OC(CHs3)3), 1.61 (q, J=6.9 Hz, 2H, COOCH2CH>), 1.78 (dt, J =13.7 Hz,
6.6 Hz, 4H, OCH2CH>), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.08-4.13 (m,
2H, COOCHy), 4.58 (q, J = 6.7 Hz, 1H, 2-H), 5.01 (d, J = 8.3 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz,
1H, 5-H), 7.13 (d, J = 8.6 Hz, 2H, 6-H), 7.19 (d, J = 8.6 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; BC NMR (126 MHz, CDCls): § = 14.1 (CH3), 22.7, 25.9, 26.0, 28.3, 28.5, 29.18,
29.23, 29.33, 29.36, 29.38, 29.51, 29.56, 29.58, 29.60, 29.64, 29.66, 31.90, 31.92 (CHa,
OC(CHzs)3), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCH?>), 68.4 (C-4'-OCH), 79.9 (OC(CHa)3), 107.1
(C-5"), 108.2 (C-3", 121.7 (C-6), 130.4 (C-5), 131.2 (C-2"), 133.8 (C-4), 150.0 (C-7), 155.1
(HNC=0), 160.3 (C-4"), 165.0 (C-1", 171.9 (C-1) ppm; FT-IR: ¥ = 3366 (w), 2922 (s), 2853
(m), 1739 (s), 1717 (s), 1594 (m), 1507 (m), 1447 (m), 1390 (w), 1349 (m), 1326 (m), 1298
(m), 1250 (m), 1196 (vs), 1163 (vs), 1101 (w), 1056 (s), 1019 (m), 950 (w), 859 (w), 778 (w),
757 (m), 723 (w), 676 (w), 508 (w) cm™*; MS (ESI): m/z = 888.363 [M + Na]*; HRMS (ESI):
m/z (Cs3sHg7NOg) calcd.: 888.6324 [M + Na]*, found: 888.6326.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,5-bis(dode-
cyloxy)benzoate [3,5-C12TyrCi2Boc]
According to GP6: 3,5-Bis(dodecyloxy)benzoic acid 3,5-C12CO2H (1.05g, 2.14 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (956 mg, 2.13 mmol), EDCI (830 mg,
4.33 mmol), DMAP (75.0 mg, 0.61 mmol), dry CH2Cl> (100 mL); reaction time: 72 h; column
gradient 16 : 1 — 12: 1; Ry = 0.54 (PE/EtOACc = 10 : 1).

O

1 OC12H25 3,5'C12Ter1zBOC
o Cs7Hg5sNOg

. o 7< (922.39)
OCy2Hps

Colourless wax (86%, 1.69 g, 1.83 mmol, purity >95%); M.p. 34.5°C (POM); 'H NMR
(500 MHz, CDCl3): § = 0.86-0.89 (m, 9H, CHz), 1.25-1.37 (m, 50H, CH5), 1.38-1.49 (m, 13H,
OCH2CH,CH2, OC(CHs)s), 1.58-1.62 (m, 2H, COOCH2CHy), 1.79 (dt, J = 13.8 Hz, 6.6 Hz,
4H, OCHCH>), 3.06-3.16 (m, 2H, 3-H), 3.9 (t, J = 6.5 Hz, 4H, OCHy), 4.08-4.12 (m, 2H,
COOCH,), 4.58 (d, J = 7.0 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5-H), 7.13 (d, J = 8.6 Hz, 2H, 6-H), 7.19 (d, J = 8.6 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; 13C NMR (126 MHz, CDCls): § = 14.1 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.18,
29.23, 29.36, 29.38, 29.50, 29.58, 29.60, 29.64, 29.67, 31.9 (CH2, OC(CHs)s), 37.8 (C-3), 54.4
(C-2), 65.7 (COOCHy), 68.4 (C-4-OCHy), 79.9 (OC(CHs)s), 107.1 (C-5'), 108.2 (C-3"), 121.7
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(C-6), 130.4 (C-5), 131.1 (C-2), 133.8 (C-4), 150.0 (C-7), 155.1 (HNC=0), 160.3 (C-4"), 165.0
(C-1"), 171.9 (C-1) ppm:; FT-IR: ¥ = 3434 (w), 2922 (s), 2853 (s), 1739 (M), 1717 (s), 1594 (m),
1507 (m), 1447 (m), 1390 (w), 1349 (m), 1326 (m), 1298 (m), 1249 (m), 1196 (vs), 1163 (vs),
1101 (w), 1056 (s), 1019 (m), 948 (w), 860 (w), 778 (w), 757 (m), 722 (w), 676 (w), 509
(w)cm™t; MS (ESI): m/z=944.69 [M + Na]*; HRMS (ESI): m/z (Cs7HosNQOs) calcd.:
944.6950 [M + Na]*, found: 944.6950.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,5-bis(tetra-
decyloxy)benzoate [3,5-C14TyrCi2Boc]

According to GP6: 3,5-Bis(tetradecyloxy)benzoic acid 3,5-C14CO2H (1.17 g, 2.14 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (963 mg, 2.14 mmol), EDCI (840 mg,
4.38 mmol), DMAP (73.0 mg, 0.60 mmol), dry CH2Cl> (100 mL); reaction time: 72 h; column
gradient 16 : 1 — 12: 1; Ry = 0.54 (PE/EtOACc = 10 : 1).

0]
5,3,
6 170CqoHys  3:5-Cq4TyrCqpBoc
! HN\[&O Ce1H103NOg
o 7< (978.49)
OC14H29

Colourless wax (87%, 1.83 g, 1.87 mmol, purity >95%); M.p. 52.7 °C (POM); H NMR
(500 MHz, CDCls): & = 0.86-0.89 (m, 9H, CHg), 1.21-1.37 (m, 58H, CHz), 1.40-1.47 (m, 13H,
OCH2CH2CH2, OC(CHs3)3), 1.58-1.63 (m, 2H, COOCH2CH>), 1.79 (dt, J = 13.8 Hz, 6.6 Hz,
4H, OCH2CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.08-4.13 (m, 2H,
COOCHS,), 4.58 (q, J = 6.4 Hz, 1H, 2-H), 5.01 (d, J = 8.3 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5'-H), 7.13 (d, J =8.5 Hz, 2H, 6-H), 7.19 (d, J=8.5 Hz, 2H, 5-H), 7.29 (d, J =2.3 Hz, 2H,
3-H) ppm; 3C NMR (126 MHz, CDCls): § = 14.2 (CHs), 22.72, 25.9, 26.0, 28.3, 28.5, 29.21,
29.25, 29.37, 29.39, 29.40, 29.52, 29.60, 29.63, 29.66, 29.68, 29.70, 29.72, 32.0 (CHy,
OC(CHz3)3), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCH?>), 68.4 (C-4'-OCHy>), 80.0 (OC(CHz)3), 107.1
(C-5"), 108.2 (C-3", 121.7 (C-6), 130.4 (C-5), 131.2 (C-2"), 133.8 (C-4), 150.0 (C-7), 155.1
(HNC=0), 160.3 (C-4), 165.0 (C-1", 171.9 (C-1) ppm; FT-IR: ¥ = 3441 (w), 2921 (vs), 2852
(s), 1740 (m), 1717 (s), 1595 (m), 1507 (m), 1447 (m), 1390 (w), 1350 (m), 1326 (m), 1298
(m), 1249 (m), 1196 (vs), 1164 (vs), 1101 (m), 1056 (s), 1019 (m), 949 (w), 859 (w), 779 (w),
757 (m), 722 (w), 676 (w), 507 (w) cm™L; MS (ESI): m/z = 1000.76 [M + Na]*; HRMS (ESI):
m/z (Ce1H103NOs) calcd.: 1000.7576 [M + Na]*, found: 1000.7568.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,5-bis(de-
cyloxy)benzoate [3,5-C10TyrCisBoc]
According to GP6: 3,5-Bis(decyloxy)benzoic acid 3,5-C10CO2H (866 mg, 1.99 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCiusBoc (949 mg, 1.99 mmol), EDCI
(795 mg, 4.15 mmol), DMAP (68.0 mg, 0.56 mmol), dry CH2Cl, (100 mL); reaction time: 48 h;
column gradient 15:1 — 12: 1; Rf = 0.51 (PE/EtOACc =10 : 1).

o)

1 OC14H29 3,5'C10Ter14BOC
o Cs5Hg1NOg

5 Oj< (894.33)
OC1oH24

Colourless wax (90%, 1.60 g, 1.79 mmol, purity >95%); M.p. 30.4 °C (POM); 'H NMR
(500 MHz, CDCls): & = 0.86-0.89 (m, 9H, CHs), 1.21-1.37 (M, 46H, CHy), 1.38-1.49 (m, 13H,
OCH2CH2CH,, OC(CHs)3), 1.58-1.62 (m, 2H, COOCH2CH), 1.79 (dt, J = 13.9 Hz, 6.5 Hz,
4H, OCH,CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCHy), 4.08-4.12 (m, 2H,
COOCH,), 4.58 (g, J = 6.6 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5-H), 7.13 (d, J = 8.6 Hz, 2H, 6-H), 7.18 (d, J = 8.6 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; C NMR (101 MHz, CDCls): § = 14.1 (CHs), 22.7, 25.9, 26.0, 26.9, 28.3, 28.5,
29.20, 29.25, 29.34, 29.39, 29.53, 29.58, 29.60, 29.62, 29.68, 29.71, 31.92, 31.95 (CHy,
OC(CHs)s), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCH5), 68.4 (C-4'-OCH>), 80.0 (OC(CHs)s), 107.1
(C-5Y, 108.2 (C-3"), 121.7 (C-6), 130.4 (C-5), 131.2 (C-2'), 133.8 (C-4), 150.0 (C-7), 155.1
(HNC=0), 160.3 (C-4), 165.0 (C-1'), 171.9 (C-1) ppm; FT-IR: ¥ = 3436 (w), 2922 (s), 2853
(m), 1739 (m), 1717 (s), 1594 (m), 1507 (m), 1447 (m), 1390 (w), 1349 (m), 1326 (m), 1298
(m), 1250 (m), 1196 (vs), 1163 (vs), 1101 (w), 1056 (s), 1019 (m), 860 (w), 778 (w), 757 (m),
722 (w), 676 (w), 505 (w) cm™; MS (ESI): m/z=916.66 [M + Na]*; HRMS (ESI): m/z
(CssHo1NOg) calcd.: 916.6637 [M + Na]*, found: 916.6614.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,5-bis(do-
decyloxy)benzoate [3,5-C12TyrCisBoc]

According to GP6: 3,5-Bis(dodecyloxy)benzoic acid 3,5-C12CO2H (991 mg, 2.02 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate  TyrCusBoc (956 mg, 2.00 mmol), EDCI
(810 mg, 4.23 mmol), DMAP (84.0 mg, 0.69 mmol), dry CH2Cl> (100 mL); reaction time: 48 h;
column gradient 16 : 1 — 12 : 1; Rf = 0.54 (PE/EtOACc =10 : 1).
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o)

5 3
42
6 1 OC14H29 3,5'C12Ter14BOC
- HN \fo Cs9HggNOg
07< (950.44)
OC1oHos

Colourless wax (89%, 1.69 g, 1.78 mmol, purity >95%); M.p. 34.6 °C (POM); 'H NMR
(500 MHz, CDCls): & = 0.86-0.89 (m, 9H, CHa), 1.21-1.37 (m, 54H, CHz), 1.43-1.49 (m, 13H,
OCH2CH2CH2, OC(CHj3)3), 1.57-1.62 (m, 2H, COOCH2CH>), 1.78 (dt, J = 13.9 Hz, 6.5 Hz,
4H, OCH2CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.07-4.12 (m, 2H,
COOCHy), 4.58 (q, J = 6.5 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5-H), 7.13 (d, J=8.5 Hz, 2H, 6-H), 7.19 (d, J =8.5 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; BC NMR (126 MHz, CDCls): § = 14.1 (CH3), 22.7, 25.9, 26.0, 28.3, 28.5, 29.21,
29.25, 29.38, 29.40, 29.53, 29.60, 29.62, 29.66, 29.68, 31.9 (CH2, OC(CHBa)a3), 37.8 (C-3), 54.4
(C-2), 65.7 (COOCHy), 68.4 (C-4'-OCHpy), 80.0 (OC(CHs)3), 107.1 (C-5", 108.2 (C-3"), 121.7
(C-6), 130.4 (C-5), 131.2 (C-2"), 133.8 (C-4), 150.0 (C-7), 155.4 (HNC=0), 160.3 (C-4"), 165.0
(C-1Y, 171.9 (C-1) ppm; FT-IR: ¥ = 3438 (w), 2922 (s), 2852 (s), 1739 (m), 1717 (m), 1594
(m), 1507 (m), 1447 (m), 1390 (w), 1350 (m), 1326 (m), 1298 (m), 1249 (m), 1196 (vs), 1163
(vs), 1101 (w), 1056 (s), 1019 (m), 947 (w), 859 (w), 757 (m), 721 (w), 676 (w), 516 (w) cm™;
MS (ESI): m/z=97273 [M + Na]; HRMS (ESI: m/z (CsgHgoNOs) calcd.:
972.7263 [M + Na]*, found: 972.7262.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,5-bis-
(tetradecyloxy)benzoate [3,5-C14TyrCu1sBoc]
According to GP6: 3,5-Bis(tetradecyloxy)benzoic acid 3,5-C14CO2H (1.10 g, 2.02 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate  TyrCusBoc (961 mg, 2.01 mmol), EDCI
(840 mg, 4.38 mmol), DMAP (79.0 mg, 0.65 mmol), dry CH.Cl> (100 mL); reaction time: 48 h;
column gradient 17 : 1 — 13 : 1; Rf = 0.56 (PE/EtOACc = 10 : 1).

o)

1°0Cq4Hyg ~ 3,9-Cq4TyrC44Boc
o Ce3H107NOg

. o 7< (1006.55)
OC14Hzg

Colourless wax (83%, 1.69 g, 1.68 mmol, purity >95%); M.p. 35.0 °C (POM); 'H NMR
(500 MHz, CDCls3): 6 = 0.86-0.89 (m, 9H, CH3), 1.22-1.37 (m, 62H, CH>), 1.39-1.49 (m, 13H,
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OCH2CH2CH,, OC(CHs)3), 1.57-1.62 (m, 2H, COOCH2CHy), 1.79 (dt, J = 13.9 Hz, 6.6 Hz,
4H, OCH,CHy), 3.06-3.16 (m, 2H, 3-H), 3.99 (t, J = 6.5 Hz, 4H, OCHy), 4.07-4.12 (m, 2H,
COOCH;), 4.58 (g, J = 6.7 Hz, 1H, 2-H), 5.01 (d, J = 8.3 Hz, 1H, NH), 6.70 (t, J = 2.3 Hz, 1H,
5-H), 7.13 (d, J = 8.6 Hz, 2H, 6-H), 7.19 (d, J = 8.6 Hz, 2H, 5-H), 7.29 (d, J = 2.3 Hz, 2H,
3-H) ppm; 13C NMR (126 MHz, CDCls): § = 14.2 (CHs), 22.7, 25.9, 26.0, 28.3, 28.5, 29.21,
29.25, 29.38, 29.40, 29.52, 29.60, 29.63, 29.68, 29.70, 29.72, 32.0 (CH2, OC(CHz3)3), 37.8
(C-3), 54.4 (C-2), 65.7 (COOCHS>), 68.4 (C-4-OCHy), 80.0 (OC(CHs)3), 107.1 (C-5'), 108.2
(C-3), 121.7 (C-6), 130.4 (C-5), 131.2 (C-2"), 133.8 (C-4), 150.0 (C-7), 155.1 (HNC=0), 160.3
(C-4", 165.0 (C-1'), 171.9 (C-1) ppm; FT-IR: ¥ = 3435 (w), 2921 (vs), 2852 (s), 1740 (m), 1717
(m), 1594 (m), 1507 (m), 1447 (m), 1390 (w), 1350 (m), 1326 (m), 1298 (m), 1249 (m), 1196
(vs), 1164 (vs), 1101 (w), 1056 (s), 1019 (m), 933 (w), 859 (W), 778 (W), 757 (m), 722 (W), 676
(w), 509 (w) cm™*; MS (ESI): m/z = 1028.79 [M + Na]*; HRMS (ESI): m/z (CesH107NOs) calcd.:
1028.7889 [M + Na]*, found: 1028.7870.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,4,5-tris(de-
cyloxy)benzoate [3,4,5-C10TyrCioBoc]
According to GP6: 3,4,5-Tris(decyloxy)benzoic acid 3,4,5-C10CO2H (1.41 g, 2.39 mmol),
decyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCioBoc (854 mg, 2.03 mmol), EDCI (808 mg,
4.22 mmol), DMAP (76.0 mg, 0.62 mmol), dry CH2Cl. (150 mL); reaction time: 72 h; column
gradient 40 : 1 — 25: 1; R = 0.45 (PE/EtOACc = 10 : 1).

0
1°0CqoHy;  3:4,5-C4oTyrCoBoc
0 Ce1H103NOg

0 j< (994.49)
OC1oH21

Colourless solid (87%, 1.74 g, 1.75 mmol, purity >95%); M.p. 45.4 °C (POM); H NMR
(500 MHz, CDCls): 6 =0.85-0.90 (m, 12H, CHzs), 1.23-1.38 (m, 50H, CH2), 1.43 (s, 9H,
OC(CHs)s), 1.45-1.51 (m, 6H, OCH:CH:CHz), 1.61 (dt, J=13.7Hz, 7.0Hz, 2H,
COOCHCH), 1.76 (dt, J=14.8 Hz, 6.6 Hz, 2H, C-5'-OCH,CH.), 1.83 (dt, J=13.8 Hz,
6.6 Hz, 4H, C-4-OCH,CHy), 3.06-3.16 (m, 2H, 3-H), 4.02-4.13 (m, 8H, OCHy), 4.58 (q,
J=6.3Hz, 1H, 2-H), 5.02 (d, J=8.2 Hz, 1H, NH), 7.12 (d, J = 8.5 Hz, 2H, 6-H), 7.19 (d,
J=8.5Hz, 2H, 5-H), 7.39 (s, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCls): § = 14.1 (CHa),
22.69, 22.70, 22.72, 25.9, 26.08, 26.10, 28.3, 28.5, 29.22, 29.27, 29.32, 29.37, 29.41, 29.50,
29.55, 29.58, 29.60, 29.65, 29.69, 29.75, 30.4, 31.90, 31.93, 31.96 (CH2, OC(CHz3)3), 37.8
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(C-3), 54.4 (C-2), 65.6 (COOCHy), 69.3 (C-4'-OCHy), 73.6 (C-5'-OCH2), 79.9 (OC(CH3)3),
108.5 (C-37), 121.8 (C-6), 123.9 (C-2"), 130.4 (C-5), 133.7 (C-4), 143.0 (C-5"), 150.1 (C-7),
153.0 (C-4"), 155.1 (HNC=0), 164.9 (C-1, 171.8 (C-1) ppm; FT-IR: ¥ = 3440 (w), 2923 (s),
2854 (m), 1733 (m), 1586 (w), 1499 (m), 1466 (m), 1430 (m), 1391 (m), 1366 (m), 1335 (m),
1188 (vs), 1166 (vs), 1114 (s), 1060 (m), 1019 (m), 954 (w), 908 (s), 862 (w), 731 (vs), 648
(w), 524 (w), 427 (w) cm™; MS (ESI): m/z=1016.80 [M + Na]*; HRMS (ESI): m/z
(Ce1H103NOg) calcd.: 1016.7525 [M + Na]*, found: 1016.7516.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,4,5-tris(dode-
cyloxy)benzoate [3,4,5-C12TyrCioBoc]

According to GP6: 3,4,5-Tris(dodecyloxy)benzoic acid 3,4,5-C12CO2H (1.58 g, 2.34 mmol),
decyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCioBoc (860 mg, 2.04 mmol), EDCI (806 mg,
4.20 mmol), DMAP (79.0 mg, 0.65 mmol), dry CH2Cl> (150 mL); reaction time: 72 h; column
gradient 40 : 1 — 20: 1; Rf = 0.45 (PE/EtOAC =10 : 1).

0]
5,3,
6 1 OC10H21 3,4,5'C12Ter1oBoc
! HN\[&O Ce7H115NOg
Oj< (1078.66)
OCq2Hzs

Colourless solid (56%, 1.24 g, 1.15 mmol, purity >95%); M.p. 47.7 °C (POM); H NMR
(500 MHz, CDCl3): 6 =0.86-0.90 (m, 12H, CHas), 1.23-1.38 (m, 62H, CH>), 1.44 (s, 9H,
OC(CHs)3), 1.45-151 (m, 6H, OCH:CH»CHz), 1.61 (dt, J=13.7Hz, 6.8Hz, 2H,
COOCH:CH>), 1.76 (dt, J=14.3 Hz, 6.7 Hz, 2H, C-5-OCH.CH), 1.83 (dt, J=13.4 Hz,
6.6 Hz, 4H, C-4-OCH,CHy), 3.07-3.17 (m, 2H, 3-H), 4.03-4.13 (m, 8H, OCHy), 4.58 (q,
J=6.4 Hz, 1H, 2-H), 5.02 (d, J=8.2 Hz, 1H, NH), 7.13 (d, J=8.5 Hz, 2H, 6-H), 7.19 (d,
J=8.5Hz, 2H, 5-H), 7.39 (s, 2H, 3'-H) ppm; *C NMR (126 MHz, CDCls): & = 14.12, 14.13
(CHa), 22.69, 22.71, 25.9, 26.08, 26.10, 28.3, 28.5, 29.22, 29.32, 29.39, 29.42, 29.46, 29.50,
29.55, 29.59, 29.66, 29.68, 29.72, 29.75, 29.78, 30.4, 31.90, 31.94, 31.96 (CH2, OC(CHa)a3),
37.8 (C-3), 544 (C-2), 65.6 (COOCH2), 69.2 (C-4-OCH;), 73.6 (C-5-OCHz), 79.9
(OC(CH3)3), 108.5 (C-3"), 121.8 (C-6), 123.9 (C-2", 130.4 (C-5), 133.7 (C-4), 143.0 (C-5),
150.1 (C-7), 153.0 (C-4), 155.1 (HNC=0), 164.9 (C-1'), 171.8 (C-1) ppm; FT-IR: ¥ = 3438
(w), 2922 (vs), 2853 (s), 1732 (s), 1586 (w), 1499 (m), 1466 (m), 1430 (m), 1391 (m), 1366
(m), 1335 (m), 1188 (vs), 1166 (vs), 1115 (s), 1059 (m), 1019 (m), 952 (w), 908 (s), 862 (w),
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778 (w), 754 (m), 732 (vs), 648 (w), 522 (w), 428 (w), 416 (w) cmt; MS (ESI): m/z = 1100.85
[M + Na]"; HRMS (ESI): m/z (Cs7H115NOQy) calcd.: 1100.8464 [M + Na]*, found: 1100.8451.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(decyloxy)-3-oxopropyl)phenyl 3,4,5-tris(tetra-
decyloxy)benzoate [3,4,5-C14TyrCioBoc]
According to GP6: 3,4,5-Tris(tetradecyloxy)benzoic acid 3,4,5-C14CO2H (1.54 g, 2.03 mmol),
decyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCioBoc (852 mg, 2.02 mmol), EDCI (806 mg,
4.20 mmol), DMAP (60.0 mg, 0.49 mmol), dry CH2Cl> (150 mL); reaction time: 72 h; column
gradient 15:1 — 11:1; Rf= 0.48 (PE/EtOAC = 10: 1).

0]
1°0CygHpy  3:4:5-C44TyrC4oBoc
0 Cr73H127NOg

Oj< (1162.82)
OCq4H29

Colourless solid (89%, 2.09 g, 1.80 mmol, purity >95%); M.p. 59.5 °C (POM); H NMR
(500 MHz, CDCl3): 6 =0.86-0.90 (m, 12H, CHas), 1.23-1.38 (m, 74H, CH>), 1.44 (s, 9H,
OC(CH3)3), 1.45-1.51 (m, 6H, OCH:CH»CHz), 1.61 (dt, J=13.9Hz, 6.9Hz, 2H,
COOCHCH>), 1.76 (dt, J=14.3 Hz, 6.6 Hz, 2H, C-5-OCH.CH), 1.83 (dt, J=13.5 Hz,
6.6 Hz, 4H, C-4'-OCH.CH), 3.07-3.17 (m, 2H, 3-H), 4.02-4.12 (m, 8H, OCH>), 4.58 (q,
J=6.2 Hz, 1H, 2-H), 5.02 (d, J = 8.2 Hz, 1H, NH), 7.13 (d, J = 8.6 Hz, 2H, 6-H), 7.19 (d,
J=8.6 Hz, 2H, 5-H), 7.39 (s, 2H, 3'-H) ppm; *C NMR (126 MHz, CDCls): & = 14.12, 14.14
(CHa), 22.69, 22.72, 25.9, 26.09, 26.11, 28.3, 28.5, 29.23, 29.32, 29.39, 29.42, 29.51, 29.56,
29.60, 29.66, 29.69, 29.73, 29.77, 30.4, 31.90, 31.95 (CH,, OC(CHs3)3), 37.8 (C-3), 54.4 (C-2),
65.6 (COOCHy), 69.3 (C-4'-OCHy>), 73.6 (C-5-OCHy), 79.9 (OC(CHz3)3), 108.5 (C-3"), 121.8
(C-6), 123.9 (C-2", 130.4 (C-5), 133.7 (C-4), 143.0 (C-5"), 150.1 (C-7), 153.0 (C-4"), 155.1
(HNC=0), 164.9 (C-1"), 171.9 (C-1) ppm; FT-IR: ¥ = 3438 (w), 2921 (vs), 2852 (s), 1734 (s),
1718 (s), 1586 (m), 1499 (m), 1466 (m), 1430 (m), 1390 (m), 1366 (m), 1334 (s), 1188 (vs),
1166 (vs), 1116 (vs), 1059 (m), 1019 (m), 952 (w), 862 (w), 778 (w), 754 (m), 721 (m), 668
(w), 520 (w) cm™; MS (ESI): m/z =1179.98 [M + NH4]*, 1184.94 [M + Na]*; HRMS (ESI):
m/z (C73H127NOg) calcd.: 1179.9849 [M + NH4]*, found: 1179.9852 calcd.: 1184.9403
[M + Na]*, found: 1184.9399.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4,5-tris(de-
cyloxy)benzoate [3,4,5-C10TyrCi2Boc]
According to GP6: 3,4,5-Tris(decyloxy)benzoic acid 3,4,5-C10CO2H (1.240 g, 2.10 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (916 mg, 2.04 mmol), EDCI (800 mg,
4.17 mmol), DMAP (79.0 mg, 0.65 mmol), dry CH2Cl> (150 mL); reaction time: 72 h; column
gradient 30 : 1 — 25:1; Rf= 0.43 (PE/EtOAC = 10 : 1).

0
1°0Cyq Hys  3:4,5-C4oTyrC,Boc
0 Ce3H107NOg

Oj< (1022.55)
OC1oH21

Colourless solid (59%, 1.23 g, 1.21 mmol, purity >95%); M.p. 49.2 °C (POM); 'H NMR
(500 MHz, CDCl3): § = 0.86-0.90 (m, 12H, CHs), 1.21-1.38 (m, 54H, CHy), 1.44 (s, 9H,
OC(CHs)s), 1.46-151 (m, 6H, OCH.CH,CH,), 1.61 (dt, J=13.4Hz, 6.8Hz, 2H,
COOCH,CHy), 1.73-1.86 (m, 6H, OCH,CHy), 3.07-3.17 (m, 2H, 3-H), 4.03-4.13 (m, 8H,
OCHy), 4.58 (g, J = 6.2 Hz, 1H, 2-H), 5.02 (d, J = 8.2 Hz, 1H, NH), 7.13 (d, J = 8.6 Hz, 2H,
6-H), 7.19 (d, J=8.6Hz, 2H, 5-H), 7.39 (s, 2H, 3-H)ppm; 3CNMR (126 MHz,
CDClz): 6 =14.1 (CH3), 22.7, 25.9, 26.1, 26.1, 28.3, 28.5, 29.23, 29.32, 29.37, 29.41, 29.51,
29.58, 29.60, 29.65, 29.67, 29.69, 29.75, 30.4, 31.93, 31.96 (CH2, OC(CHz3)3), 37.8 (C-3), 54.4
(C-2), 65.6 (COOCH,), 69.2 (C-4'-OCHy), 73.6 (C-5-OCHz), 79.9 (OC(CHs)s), 108.5 (C-3),
121.8 (C-6), 123.9 (C-2), 130.4 (C-5), 133.7 (C-4), 143.0 (C-5"), 150.1 (C-7), 153.0 (C-4),
155.1 (HNC=0), 164.9 (C-1'), 171.9 (C-1) ppm; FT-IR: ¥ = 3438 (W), 2922 (vs), 2853 (s), 1734
(s), 1718 (s), 1586 (m), 1499 (m), 1466 (m), 1430 (m), 1390 (m), 1365 (m), 1334 (s), 1187 (vs),
1115 (vs), 1059 (m), 1018 (m), 953 (W), 862 (W), 777 (W), 754 (m), 722 (w), 670 (W), 526 (W),
413 (w) cm™; MS (ESI): m/z = 1044.78 [M + Na]*; HRMS (ESI): m/z (CesH107NQg) calcd.:
1044.7838 [M + Na]*, found: 1044.7837.
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(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4,5-tris(do-
decyloxy)benzoate [3,4,5-C12TyrCi2Boc]

According to GP6: 3,4,5-Tris(dodecyloxy)benzoic acid 3,4,5-C12CO2H (1.38 g, 2.04 mmol),
dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (901 mg, 2.00 mmol), EDCI (794 mg,
4.14 mmol), DMAP (60.0 mg, 0.49 mmol), dry CH2Cl> (150 mL); reaction time: 72 h; column
gradient 35: 1 — 25:1; Rf= 0.46 (PE/EtOAC = 10 : 1).
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0]

5 3
| 6 AN 0C  Hys  34,5-ChpTyrCypBoc
' NP HN\[&O Co9H119NOg
Oj< (1106.71)
OC12H2s

Colourless solid (68%, 1.50 g, 1.36 mmol, purity >95%); M.p. 54.9 °C (POM); 'H NMR
(500 MHz, CDCl3): 6 =0.86-0.90 (m, 12H, CHas), 1.22-1.39 (m, 66H, CH2), 1.44 (s, 9H,
OC(CHs)s), 1.46-1.52 (m, 6H, OCH:CH:CHz), 1.61 (dt, J=13.5Hz, 6.7 Hz, 2H,
COOCHCH>), 1.76 (dt, J=13.9 Hz, 6.7 Hz, 2H, C-5-OCH,CH), 1.83 (dt, J=12.8 Hz,
6.9 Hz, 4H, C-4'-OCH.CHy), 3.07-3.17 (m, 2H, 3-H), 4.03-4.12 (m, 8H, OCH>), 4.58 (q,
J=6.6 Hz, 1H, 2-H), 5.02 (d, J =8.2 Hz, 1H, NH), 7.13 (d, J=8.5Hz, 2H, 6-H), 7.19 (d,
J=8.5Hz, 2H, 5-H), 7.39 (s, 2H, 3'-H) ppm; °C NMR (126 MHz, CDCls): § = 14.1 (CHj),
22.7, 25.9, 26.09, 26.11, 28.3, 28.5, 29.23, 29.32, 29.37, 29.39, 29.42, 29.51, 29.60, 29.66,
29.68, 29.72, 29.76, 29.78, 30.4, 31.93, 31.95, 31.97 (CH,, OC(CH?3)3), 37.8 (C-3), 54.4 (C-2),
65.6 (COOCHy>), 69.2 (C-4'-OCHy>), 73.6 (C-5-OCHy), 79.9 (OC(CHz3)3), 108.5 (C-3"), 121.8
(C-6), 123.9 (C-2", 130.4 (C-5), 133.7 (C-4), 143.0 (C-5"), 150.1 (C-7), 153.0 (C-4"), 155.1
(HNC=0), 164.9 (C-1'), 171.8 (C-1) ppm; FT-IR: ¥ = 3437 (w), 2921 (vs), 2852 (s), 1734 (s),
1586 (w), 1499 (m), 1466 (m), 1430 (m), 1390 (m), 1366 (m), 1334 (s), 1188 (vs), 1166 (Vvs),
1115 (s), 1059 (m), 1019 (m), 952 (w), 909 (w), 862 (w), 777 (w), 754 (m), 733 (m), 647 (w),
518 (w), 418 (w) cm™*; MS (ESI): m/z = 1123.92 [M + NH4]*, 1128.88 [M + Na]*; HRMS
(ESI): m/z (CesH119NOQg) calcd.: 1128.8777 [M + Na]*, found: 1128.8777.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4,5-tris-
(tetradecyloxy)benzoate [3,4,5-C14TyrCi2Boc]
According to GP6: 3,4,5-Tris(tetradecyloxy)benzoic acid 3,4,5-C14CO2H (1.547 g,
2.04 mmol), dodecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCi2Boc (902 mg, 2.01 mmol),
EDCI (800 mg, 4.17 mmol), DMAP (64.0 mg, 0.52 mmol), dry CHCl, (150 mL); reaction
time: 72 h; column gradient 35:1 — 20 : 1; Rf= 0.50 (PE/EtOAc =10:1).

0

5 3
4 2
6 1 OC12H25 3,4,5'C14Ter12BOC
! HN \fo C75H131NOg

Oj< (1190.87)
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Colourless solid (84%, 2.00 g, 1.68 mmol, purity >95%); M.p. 55.8 °C (POM); 'H NMR
(500 MHz, CDCls): & = 0.86-0.89 (m, 12H, CHa), 1.22-1.38 (m, 78H, CHy), 1.44 (s, 9H,
OC(CHa)3), 1.46-152 (m, 6H, OCH.CH.CH,), 1.61 (dt, J=13.8Hz, 6.8Hz, 2H,
COOCH2CHy), 1.76 (dt, J=14.1Hz, 6.7 Hz, 2H, C-5-OCH2CH2), 1.83 (dt, J=13.7 Hz,
6.6 Hz, 4H, C-4'-OCH,CH>), 3.07-3.17 (m, 2H, 3-H), 4.02-4.13 (m, 8H, OCH>), 4.58 (q,
J=6.5Hz, 1H, 2-H), 5.02 (d, J = 8.3 Hz, 1H, NH), 7.13 (d, J = 8.5 Hz, 2H, 6-H), 7.19 (d,
J=85Hz, 2H, 5-H), 7.39 (s, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCls): § = 14.1 (CHs),
22.7, 25.9, 26.09, 26.11, 28.3, 28.5, 29.24, 29.33, 29.37, 29.40, 29.42, 29.51, 29.61, 29.66,
29.70, 29.73, 29.77, 30.4, 31.93, 31.96 (CH,, OC(CHs)3), 37.8 (C-3), 54.4 (C-2), 65.7
(COOCH3), 69.3 (C-4'-OCHy), 73.6 (C-5'-OCHy), 79.9 (OC(CHs)3), 108.5 (C-3'), 121.8 (C-6),
123.9 (C-2'), 130.4 (C-5), 133.7 (C-4), 143.0 (C-5'), 150.1 (C-7), 153.0 (C-4'), 155.1 (HNC=0),
164.9 (C-1'), 171.9 (C-1) ppm; FT-IR: ¥ = 3381 (w), 2921 (vs), 2852 (vs), 1734 (s), 1586 (W),
1499 (m), 1466 (m), 1430 (m), 1390 (m), 1366 (M), 1335 (s), 1189 (vs), 1166 (vs), 1116 (s),
1059 (m), 1019 (M), 952 (w), 908 (W), 862 (W), 777 (W), 754 (W), 732 (s), 648 (W), 518 (W),
425 (w) cmt; MS (ESI): m/z = 1208.02 [M + NHa]*, 1212.97 [M + Na]*; HRMS (ESI): m/z
(C75H131NOQg) calcd.: 1212.9716 [M + Na]*, found: 1212.9711.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4,5-tris-
(decyloxy)benzoate [3,4,5-C10TyrCuBoc]
According to GP6: 3,4,5-Tris(decyloxy)benzoic acid 3,4,5-C10CO2H (1.24 g, 2.11 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCiusBoc (960 mg, 2.01 mmol), EDCI
(827 mg, 4.31 mmol), DMAP (48.0 mg, 0.39 mmol), dry CH2Cl (150 mL); reaction time: 72 h;
column gradient 20 : 1 — 15: 1; Rf = 0.48 (PE/EtOACc =10 : 1).

0
1°0Cq4Hyg  3:4:5-C4oTyrC4Boc
0 CesH111NOg

Oj< (1050.60)
OC1oH21

Colourless solid (81%, 1.71 g, 1.63 mmol, purity >95%); M.p. 56.7 °C (POM); *H NMR
(700 MHz, CDCl3): 6 =0.87-0.90 (m, 12H, CHa3), 1.23-1.38 (m, 58H, CH), 1.44 (s, 9H,
OC(CHs)3), 1.46-1.51 (m, 6H, OCH:CH.CHz), 1.61 (dt, J=13.2Hz, 6.8Hz, 2H,
COOCH:CHy), 1.76 (dt, J=13.2 Hz, 6.9 Hz, 2H, C-5-OCH.CH), 1.83 (dt, J=14.5 Hz,
6.8 Hz, 4H, C-4'-OCH>CH>), 3.07-3.16 (m, 2H, 3-H), 4.03-4.07 (m, 6H, OCHy), 4.08-4.12 (m,
2H, COOCHy), 4.58 (q, J = 6.4 Hz, 1H, 2-H), 5.01 (d, J = 8.2 Hz, 1H, NH), 7.13 (d, J = 8.1 Hz,
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2H, 6-H), 7.19 (d, J=8.1Hz, 2H, 5-H), 7.39 (s, 2H, 3-H) ppm; ¥C NMR (176 MHz,
CDClz): 6 =14.12, 14.13 (CHg), 22.70, 22.72, 25.9, 26.07, 26.10, 28.3, 28.5, 29.23, 29.32,
29.37, 29.38, 29.41, 29.51, 29.56, 29.58, 29.60, 29.65, 29.67, 29.69, 29.71, 29.75, 30.4, 31.93,
31.94, 31.96 (CH2, OC(CHBa)3), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCHy>), 69.3 (C-4'-OCHy), 73.6
(C-5-OCHy), 79.9 (OC(CHzs)3), 108.5 (C-3'), 121.8 (C-6), 123.9 (C-2'), 130.4 (C-5), 133.7
(C-4), 143.0 (C-5", 150.1 (C-7), 153.0 (C-4"), 155.1 (HNC=0), 164.9 (C-1"), 171.9 (C-1) ppm;
FT-IR: ¥ = 3360 (w), 2922 (vs), 2853 (s), 1734 (s), 1718 (s), 1586 (m), 1499 (m), 1466 (m),
1430 (m), 1390 (m), 1366 (m), 1334 (s), 1188 (vs), 1115 (vs), 1059 (m), 1018 (m), 953 (w),
934 (w), 909 (w), 862 (w), 777 (w), 754 (m), 733 (m), 647 (w), 516 (W) cmt; MS (ESI):
m/z = 1067.86 [M + NH4]*, 1072.82 [M + Na]*; HRMS (ESI): m/z (CesH111NQy) calcd.:
1072.8151 [M + Na]*, found: 1072.8151.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4,5-tris-
(dodecyloxy)benzoate [3,4,5-C12TyrCisBoc]
According to GP6: 3,4,5-Tris(dodecyloxy)benzoic acid 3,4,5-C12CO2H (1.35 g, 2.00 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate TyrCiusBoc (962 mg, 2.01 mmol), EDCI
(793 mg, 4.14 mmol), DMAP (68.0 mg, 0.56 mmol), dry CH2Cl (150 mL); reaction time: 72 h;
column gradient 25: 1 — 20 : 1; Rf = 0.49 (PE/EtOACc =10 : 1).

0]

5 3
® v : 1 OC14H29 3!4;5'c12Ter14BOC
‘ HN\[éO C71H123NOg
Oj< (1134.76)
OCy3Hy5

Colourless solid (71%, 1.60 g, 1.41 mmol, purity >95%); M.p. 50.7 °C (POM); H NMR
(700 MHz, CDCl3): 6 =0.87-0.89 (m, 12H, CHas), 1.22-1.38 (m, 70H, CHy), 1.44 (s, 9H,
OC(CHs)3), 1.46-1.51 (m, 6H, OCH:CH.CHz), 1.61 (dt, J=14.1Hz, 6.9Hz, 2H,
COOCH2CHy), 1.76 (dt, J=14.1Hz, 6.7 Hz, 2H, C-5-OCH2CH), 1.83 (dt, J=13.5 Hz,
6.7 Hz, 4H, C-4'-OCH>CH>), 3.07-3.16 (m, 2H, 3-H), 4.03-4.07 (m, 6H, OCHy), 4.08-4.13 (m,
2H, COOCHy), 4.58 (q, J = 6.3 Hz, 1H, 2-H), 5.02 (d, J = 8.2 Hz, 1H, NH), 7.13 (d, J = 8.4 Hz,
2H, 6-H), 7.19 (d, J=8.4Hz, 2H, 5-H), 7.39 (s, 2H, 3-H) ppm; *C NMR (176 MHz,
CDCl3): 6 = 14.1 (CHs), 22.7, 25.9, 26.09, 26.11, 28.3, 28.5, 29.24, 29.33, 29.38, 29.39, 29.42,
29.52, 29.60, 29.61, 29.66, 29.68, 29.68, 29.70, 29.72, 29.72, 29.75, 29.77, 29.78, 30.37, 31.95,
31.97 (CH2, OC(CHBa)a3), 37.8 (C-3), 54.4 (C-2), 65.7 (COOCHy), 69.3 (C-4'-OCHy>), 73.6 (C-5'-
OCHy), 79.9 (OC(CHs3)3), 108.5 (C-3"), 121.8 (C-6), 123.9 (C-2), 130.4 (C-5), 133.7 (C-4),
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143.0 (C-5"), 150.1 (C-7), 153.0 (C-4'), 155.1 (HNC=0), 164.9 (C-1'), 171.9 (C-1) ppm; FT-
IR: ¥ = 3368 (w), 2921 (vs), 2852 (s), 1734 (s), 1718 (s), 1586 (w), 1499 (m), 1466 (m), 1430
(m), 1390 (m), 1365 (m), 1334 (s), 1188 (vs), 1166 (vs), 1115 (vs), 1059 (m), 1019 (m), 952
(w), 862 (w), 778 (w), 754 (m), 721 (w), 669 (w), 523 (w) cm™*; MS (ESI): m/z = 1151.95
[M + NH4]*, 1156.91[M + Na]*; HRMS (ESI): m/z (C71H123NOg) calcd.: 1156.9090 [M + Na],
found: 1156.9093.

(S)-4-(2-((tert-Butoxycarbonyl)amino)-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4,5-tris-
(tetradecyloxy)benzoate [3,4,5-C14TyrCisBoc]
According to GP6: 3,4,5-Tris(tetradecyloxy)benzoic acid 3,4,5-C14CO2H (1.52 g, 2.00 mmol),
tetradecyl-(tert-butoxycarbonyl)-L-tyrosinate  TyrCuBoc (962 mg, 2.01 mmol), EDCI
(796 mg, 4.15 mmol), DMAP (71.0 mg, 0.58 mmol), dry CH2Cl; (150 mL); reaction time: 72 h;
column gradient 25: 1 — 20 : 1; Rf = 0.50 (PE/EtOAc = 10: 1).

0]
1°0CyqHpg  3:4,5-C44TyrC44Boc
0 C77H135NOg

Oj< (1218.93)
OCq4H29

Colourless solid (78%, 1.91 g, 1.57 mmol, purity >95%); M.p. 53.3 °C (POM); H NMR
(700 MHz, CDCl3): 6 =0.87-0.89 (m, 12H, CHas), 1.23-1.38 (m, 82H, CH>), 1.44 (s, 9H,
OC(CHs)3), 1.46-1.51 (m, 6H, OCH:CH»CHz), 1.61 (dt, J=14.0Hz, 6.8Hz, 2H,
COOCH:CH>), 1.76 (dt, J=13.5Hz, 6.8 Hz, 2H, C-5-OCH.CH), 1.83 (dt, J=13.7 Hz,
6.7 Hz, 4H, C-4'-OCH>CH>), 3.07-3.16 (m, 2H, 3-H), 4.03-4.07 (m, 6H, OCHy), 4.08-4.12 (m,
2H, COOCHy), 4.58 (q, J = 6.3 Hz, 1H, 2-H), 5.01 (d, J = 8.1 Hz, 1H, NH), 7.13 (d, J = 8.2 Hz,
2H, 6-H), 7.19 (d, J=82Hz, 2H, 5-H), 7.39 (s, 2H, 3-H)ppm; °C NMR
(176 MHz, CDCls): 6 = 14.1 (CHs), 22.7, 25.9, 26.09, 26.11, 28.3, 28.5, 29.24, 29.33, 29.38,
29.40, 29.41, 29.43, 29.46, 29.48, 29.52, 29.57, 29.60, 29.61, 29.67, 29.68, 29.70, 29.72, 29.73,
29.76, 29.78, 29.79, 30.4, 31.95, 31.97 (CH2, OC(CHa)3s), 37.8 (C-3), 54.5 (C-2), 65.7
(COOCHy), 69.3 (C-4'-OCHpy), 73.6 (C-5'-OCH?>), 79.9 (OC(CHBa)3), 108.5 (C-3"), 121.8 (C-6),
123.9 (C-2", 130.4 (C-5), 133.7 (C-4), 143.0 (C-5"), 150.1 (C-7), 153.0 (C-4), 155.1 (HNC=0),
164.9 (C-19, 171.9 (C-1) ppm; FT-IR: ¥ = 2924 (m), 2854 (m), 1729 (w), 1587 (w), 1499 (w),
1467 (w), 1431 (w), 1367 (w), 1335 (w), 1190 (m), 1166 (m), 1116 (w), 1061 (w), 1019 (w),
905 (vs), 728 (vs), 649 (m), 501 (w) cm™*; MS (ESI): m/z = 1236.05 [M + NH4]*, 1241.00
[M + Na]*; HRMS (ESI): m/z (C77H13sNOQg) calcd.: 1241.0029 [M + Na]*, found: 1241.0027.
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General Procedure GP7: Boc deprotectiont?*

The respective protected amino acid ester Ar(Cm)TyrCnBoc (0.80 mmol) was dissolved in dry
CHCI> (50 mL) under a nitrogen atmosphere and cooled to 0 °C while stirring. Afterwards,
trifluoroacetic acid (1.3 mL, 16.4 mmol) was added slowly and the mixture was stirred for
2472 h at room temperature. After complete conversion, the ion exchange resin Amberlyst®
A21 (free base) was added until a neutral pH value was obtained, and the mixture was stirred
for additional 20 min. Subsequently, the ion exchange resin was filtered off and the solvent was
removed under reduced pressure. The crude products were used without further purification.

Differences from this procedure can be found at the respective compound.

(S)-4-(2-Amino-3-(decyloxy)-3-oxopropyl)phenyl benzoate [BzTyrCioNHz]
According to GP7: Boc protected amine BzTyrCioBoc (860 mg, 1.64 mmol), TFA (1.9 mL,
24.7 mmol), dry CH2Cl> (40 mL); reaction time: 24 h.

3a 3bo
s HH

4 X2
o ¢ 1-0CqoH24 BzTyrCoNH,

3 7
4'@0 NH; CoeH35NO4
. (425.57)

Light-yellow oil (99%, 688 mg, 1.62 mmol, purity >95%); H NMR (500 MHz, CDCls):
8=0.87 (t, J=6.9 Hz, 3H, CH3), 1.22-1.33 (m, 14H, CH), 1.59-1.65 (m, 2H, OCH.CH>),
2.90 (dd, J = 13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd,
J=7.8Hz, 5.4 Hz, 1H, 2-H), 4.11 (t, J=6.7 Hz, 2H, OCH>), 7.16 (d, J = 8.5 Hz, 2H, 6-H),
7.27 (d, J=8.5Hz, 2H, 5-H), 7.51 (t, J = 7.8 Hz, 2H, 4'-H), 7.62-7.65 (m, 1H, 5'-H), 8.20 (dd,
J=7.8Hz, 1.4 Hz, 2H, 3-H) ppm; *C NMR (126 MHz, CDCls): & = 14.1 (CH3), 22.7, 25.9,
28.6, 29.25, 29.31, 29.51, 29.55, 31.9 (CH>), 40.6 (C-3), 55.9 (C-2), 65.2 (OCH>), 121.8 (C-6),
128.6 (C-4"), 129.6 (C-2), 130.2 (C-3"), 130.3 (C-5), 133.6 (C-5"), 135.0 (C-4), 149.8 (C-7),
165.1 (C-1"), 175.0 (C-1) ppm; FT-IR: ¥ = 3382 (w), 2924 (m), 2854 (m), 1732 (vs), 1601 (w),
1507 (m), 1452 (m), 1377 (w), 1314 (w), 1262 (vs), 1196 (vs), 1109 (m), 1080 (s), 1061 (vs),
1023 (s), 1002 (m), 937 (w), 876 (m), 799 (m), 705 (vs), 685 (m), 673 (m), 618 (w), 581 (w),
519 (w), 449 (w) cm™; MS (ESI): m/z = 426.26 [M + H]*, 448.24 [M + Na]*, 464.22 [M + K]*;
HRMS (ESI): m/z (C26H3sNOs) caled.: 426.2639 [M + H]*, found: 426.2642.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl benzoate [BzTyrCi2NH2]
According to GP7: Boc protected amine BzTyrCi2Boc (820 mg, 1.48 mmol), TFA (1.7 mL,
22.1 mmol), dry CH2Cl, (40 mL); reaction time: 24 h.
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3a 3b
H H o)

4 2
o °© 1-0C1Hos BzTyrC,NH,

3, 7
4'@0 NH, C2gH39NOy
. (453.62)

Yellow oil (99%, 665 mg, 1.47 mmol, purity >95%); 'H NMR (500 MHz, CDCls): § = 0.87 (t,
J=6.9Hz, 3H, CHs), 1.21-1.33 (m, 18H, CH), 1.59-1.65 (m, 2H, OCH2CH>), 2.90 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.4 Hz, 1H, 2-H), 4.11 (t, J=6.8 Hz, 2H, OCH), 7.16 (d, J=8.5Hz, 2H, 6-H), 7.27 (d,
J=8.5Hz, 2H, 5-H), 7.51 (t, J = 7.8 Hz, 2H, 4'-H), 7.62-7.65 (m, 1H, 5'-H), 8.10-8.23 (m, 2H,
3-H) ppm; 3C NMR (126 MHz, CDCls): § = 14.1 (CHa), 22.7, 25.9, 28.6, 29.25, 29.35, 29.52,
29.60, 29.64, 29.66, 31.9 (CH>), 40.6 (C-3), 55.9 (C-2), 65.3 (OCH>), 121.8 (C-6), 128.6 (C-4"),
129.6 (C-2", 130.2 (C-3"), 130.3 (C-5), 133.6 (C-5"), 135.0 (C-4), 149.8 (C-7), 165.1 (C-19,
175.0 (C-1) ppm; FT-IR: ¥ = 3389 (w), 2923 (s), 2853 (m), 1732 (vs), 1601 (w), 1507 (m),
1466 (w), 1452 (m), 1377 (w), 1314 (w), 1262 (vs), 1197 (vs), 1109 (w), 1080 (s), 1061 (vs),
1023 (s), 1002 (m), 878 (m), 849 (m), 799 (m), 705 (vs), 685 (w), 673 (m), 617 (w), 580 (w),
520 (w), 451 (w) cmt. MS (ESI): m/z = 454.30 [M + H]*, 476.28 [M + Na]*, 492.25 [M + K]*.
HRMS (ESI): m/z (C2sH39NO4) calcd.: 454.2952 [M + H]*, found: 454.2950.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl benzoate [BzTyrCisNHz2]
According to GP7: Boc protected amine BzTyrCisBoc (811 mg, 1.39 mmol), TFA (1.6 mL,
20.8 mmol), dry CH2Cl, (40 mL); reaction time: 24 h.

3a 3b

5H}HO

4 2
0] 6 1 OC14H29 BZTyrc14NH2

3 7
4'@0 NH; C3oHa3NO,
. (481.68)

Yellow oil (quant., 668 mg, 1.39 mmol, purity >95%); *H NMR (500 MHz, CDCls): § = 0.88
(t, J=6.9 Hz, 3H, CH3), 1.21-1.33 (m, 22H, CH2), 1.59-1.65 (m, 2H, OCH.CH), 2.90 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.4 Hz, 1H, 2-H), 4.11 (t, J=6.8 Hz, 2H, OCH), 7.16 (d, J=8.5Hz, 2H, 6-H), 7.27 (d,
J=8.5Hz, 2H, 5-H), 7.51 (t, J =7.8 Hz, 2H, 4'-H), 7.63 (t, J = 7.8 Hz, 1H, 5'-H), 8.20 (dd,
J=7.8Hz, 1.4 Hz, 2H, 3-H) ppm; *C NMR (126 MHz, CDCls): & = 14.1 (CHs), 22.7, 25.9,
28.6, 29.26, 29.36, 29.52, 29.61, 29.66, 29.69, 31.9 (CH>), 40.6 (C-3), 55.9 (C-2), 65.3 (OCH>),
121.8 (C-6), 128.6 (C-4"), 129.6 (C-2"), 130.2 (C-3"), 130.3 (C-5), 133.6 (C-5'), 135.0 (C-4),
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149.8 (C-7), 165.1 (C-1"), 175.0 (C-1) ppm; FT-IR: ¥ = 3381 (w), 2922 (s), 2852 (m), 1733
(vs), 1601 (w), 1507 (m), 1466 (w), 1452 (m), 1377 (w), 1314 (w), 1263 (vs), 1197 (vs), 1103
(w), 1080 (s), 1061 (vs), 1024 (s), 936 (w), 878 (m), 848 (m), 799 (m), 705 (vs), 685 (w), 673
(W), 617 (w), 580 (w), 519 (w), 443 (w), 417 (w) cm™*; MS (ESI): m/z = 482.33 [M + H]",
504.31 [M + Na]*, 520.28 [M + K]"; HRMS (ESI): m/z (C30H43NOs) calcd.: 482.3265
[M + H]", found: 482.3271.

(S)-4-(2-Amino-3-(decyloxy)-3-oxopropyl)phenyl 4-(decyloxy)benzoate
[4-C10TyrCioNH:]

According to GP7: Boc protected amine 4-Ci0TyrCioBoc (810 mg, 1.19 mmol), TFA (1.4 mL,
18.17 mmol), dry CH2Cl> (40 mL); reaction time: 48 h.

3a 3b
s HH O

4 X2
o & 1-0CoHy 4-C1oTyrC1oNH;

s 7
e A2, NH, CasHssNO5
5 (581.84)
C1oH210

Light-yellow solid (75%, 520 mg, 0.89 mmol); M.p. 62.2 °C (POM); *H NMR (500 MHz,
CDCl3): 6 =0.82-0.92 (m, 6H, CHs), 1.18-1.42 (m, 28H, CH)), 1.42-1.52 (m, 2H,
OCH2CH2CHy), 1.61 (g, J = 6.9 Hz, 2H, COOCH2CHy), 1.79-1.85 (m, 2H, OCH2CHy), 2.89
(dd, J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.10 (dd, J=13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd,
J=53Hz, 7.8Hz, 1H, 2-H), 4.04 (t, J=6.5Hz, 2H, OCHy), 4.11 (t, J=6.7 Hz, 2H,
COOCH,), 6.96 (d, J = 8.9 Hz, 2H, 4'-H), 7.14 (d, J = 8.4 Hz, 2H, 6-H), 7.25 (d, J = 8.1 Hz,
5-H), 8.12 (d, J = 8.9 Hz, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCls) & = 14.1 (CHs), 22.7,
25.9, 26.0, 28.6, 29.1, 29.25, 29.32, 29.37, 29.52, 29.56, 31.90 (CH>), 40.6 (C-3), 55.9 (C-2),
65.3 (COOCHy), 68.3 (OCH>), 114.3 (C-4'), 121.5 (C-2Y, 121.9 (C-6), 130.3 (C-5), 132.3
(C-3), 134.8 (C-4), 150.0 (C-7), 163.5 (C-5"), 164.9 (C-1"), 175.0 (C-1) ppm; FT-IR: v =433
(w), 484 (w), 516 (w), 567 (w), 647 (w), 691 (w), 721 (w), 762 (m), 793 (m), 846 (m), 886 (M),
1007 (m), 1016 (m), 1074 (m), 1107 (m), 1127 (m), 1167 (vs), 1197 (s), 1258 (vs), 1315 (m),
1379 (w), 1420 (w), 1469 (m), 1510 (m), 1606 (s), 1724 (vs), 2850 (s), 2918 (s), 2954 (m),
3379 (w) cm™; MS (ESI): m/z =582.42 [M + H]*; HRMS (ESI): m/z (C3sHssNOs) calcd.:
582.4153 [M + H]", found: 582.4158.

59



(S)-4-(2-Amino-3-(decyloxy)-3-oxopropyl)phenyl 4-(dodecyloxy)benzoate
[4-C12TyrCioNH2]

According to GP7: Boc protected amine 4-C12TyrCioBoc (800 mg, 1.13 mmol), TFA (1.3 mL,
16.87 mmol), dry CH2Cl> (40 mL); reaction time: 48 h.

3a 3b

s HH O

4 2
(0] 6 1 OC10H21 4-C12Tyrc10NH2

3 7
4 2 ~o NH, C3gHs59NOg
5 (609.89)
C12H250

Colourless solid (99%, 681 mg, 1.12 mmol); M.p. 65.3 °C (POM); *H NMR (500 MHz,
CDCl3): 6 =0.84-0.91(m, 6H, CHz), 1.20-1.42 (m, 30H, CH)), 1.43-1.49 (m, 2H,
OCH2CH2CHy), 1.62 (g, J = 7.0 Hz, 2H, COOCH2CHy), 1.79-1.85 (m, 2H, OCH2CHz), 2.88
(dd, J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.10 (dd, J=13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd,
J=5.4Hz, 7.8Hz, 1H, 2-H), 4.04 (t, J=6.6 Hz, 2H, OCH,), 4.11 (t, J=6.8 Hz, 2H,
COOCHy), 6.96 (d, J =8.9 Hz, 2H, 4'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.25 (d, J =8.4 Hz,
5-H), 8.12 (d, J = 8.9 Hz, 2H, 3'-H) ppm; **C NMR (126 MHz, CDCl3) § = 14.1 (CHs), 22.68,
22.70, 25.91, 25.99, 28.58, 29.10, 29.25, 29.32, 29.36, 29.52, 29.56, 29.60, 29.64, 29.66, 31.90,
31.93 (CH2), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCHy), 68.3 (OCH?>), 114.3 (C-4"), 121.5 (C-2",
121.9 (C-6), 130.3 (C-5), 132.3 (C-3"), 134.8 (C-4), 150.0 (C-7), 163.5 (C-5"), 164.9 (C-19,
175.0 (C-1) ppm; FT-IR: ¥ =432 (w), 516 (m), 572 (w), 646 (m), 691 (m), 721 (w), 761 (m),
792 (m), 846 (m), 886 (m), 949 (w), 1007 (s), 1017 (s), 1074 (vs), 1107 (m), 1126 (w), 1166
(vs), 1197 (s), 1258 (vs), 1315 (m), 1378 (w), 1420 (w), 1469 (m), 1510 (m), 1606 (s), 1725
(vs), 2850 (s), 2918 (vs), 2955 (m), 3306 (w), 3379 (w) cm™*; MS (ESI): m/z = 610.45 [M + H]";
HRMS (ESI): m/z (C3sHs9NOs) calcd.: 610.4466 [M + H]*, found: 610.4462.

(S)-4-(2-Amino-3-(decyloxy)-3-oxopropyl)phenyl 4-(tetradecyloxy)benzoate
[4-C14TyrCioNH2]

According to GP7: Boc protected amine 4-C14TyrCioBoc (803 mg, 1.09 mmol), TFA (1.2 mL,
15.58 mmol), dry CH2Cl, (40 mL); reaction time: 48 h.

3a 3bo
s HH

4 2
(0] 6 1 OC10H21 4'C14Ter10NH2

3 7
4 2 ~o NH, C40He3NOs5
5 (637.95)
C14H290
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Colourless solid (quant. (693 mg, 1.09 mmol); M.p. 67.1 °C (POM); *H NMR (500 MHz,
CDCl3): 8 =0.84-0.91(m, 6H, CHs), 1.20-1.40 (m, 34H, CH)), 1.41-1.48 (m, 2H,
OCH2CH2CHy), 1.62 (g, J = 7.0 Hz, 2H, COOCH.CHz), 1.79-1.85 (m, 2H, OCH2CHz), 2.89
(dd, J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.10 (dd, J=13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd,
J=5.4Hz, 7.9Hz, 1H, 2-H), 4.04 (t, J=6.6 Hz, 2H, OCH,), 4.11 (t, J=6.7 Hz, 2H,
COOCH?), 6.96 (d, J = 9.0 Hz, 2H, 4'-H), 7.14 (d, J = 8.4 Hz, 2H, 6-H), 7.25 (d, J = 8.3 Hz,
5-H), 8.12 (d, J = 8.8 Hz, 2H, 3'-H) ppm; *C NMR (126 MHz, CDCl3) § = 14.1 (CHs), 22.68,
22.70, 25.91, 25.99, 28.58, 29.10, 29.26, 29.32, 29.37, 29.52, 29.56, 29.60, 29.66, 29.68, 29.70,
31.90, 31.93 (CH?>), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH), 68.3 (OCHz), 114.3 (C-4), 121.5
(C-2Y), 121.9 (C-6), 130.3 (C-5), 132.3 (C-3), 134.8 (C-4), 150.0 (C-7), 163.5 (C-5"), 164.9
(C-1'), 175.0 (C-1) ppm; FT-IR: v = 443 (w), 518 (w), 567 (w), 653 (w), 691 (w), 720 (m), 761
(m), 798 (w), 844 (m), 891 (w), 940 (w), 1018 (m), 1040 (w), 1078 (m), 1107 (w), 1173 (s),
1195 (s), 1218 (m), 1254 (s), 1288 /s), 1380 (w), 1420 (w), 1470 (m), 1510 (m), 1584 (w), 1608
(m), 1726 (s), 2849 (s), 2873 (M), 2916 (vs), 2955 (m) cm™*; MS (ESI): m/z = 638.48 [M + H]*;
HRMS (ESI): m/z (C4oHes3NOs) calcd.: 638.4779 [M + H]*, found: 638.4781.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 4-(decyloxy)benzoate
[4-C10TyrCi2NHz]

According to GP7: Boc protected amine 4-C10TyrCi2Boc (800 mg, 1.13 mmol), TFA (1.3 mL,
16.9 mmol), dry CH2Cl> (40 mL); reaction time: 48 h.

3 3b
s HH O
4 X2
o ¢ 1-0C5Ho5 4-C1oTyrC12NH;

S 7
e A2 NH, CagHgoNO5
5 (609.89)
C1oH210

Colourless solid (93%, 637 mg, 1.04 mmol); M.p. 69.1 °C (POM); *H NMR (500 MHz,
CDCl3): 5=0.82-0.93 (m, 6H, CHs), 1.19-1.41 (m, 30H, CH), 1.41-151 (m, 2H,
OCH2CH2CH3), 1.62 (g, J = 7.0 Hz, 2H, COOCH,CHy), 1.79-1.85 (m, 2H, OCH,CHy), 2.89
(dd, J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd,
J=53Hz, 7.8Hz, 1H, 2-H), 404 (t, J=6.5Hz, 2H, OCH,), 4.11 (t, J=6.7 Hz, 2H,
COOCH?>), 6.96 (d, J = 8.8 Hz, 2H, 4'-H), 7.14 (d, J = 8.4 Hz, 2H, 6-H), 7.25 (d, J = 8.6 Hz,
5-H), 8.12 (d, J = 8.8 Hz, 2H, 3'-H) ppm: 3C NMR (126 MHz, CDCl3) § = 14.1 (CHs), 22.7,
25.9, 26.0, 28.6, 29.1, 29.26, 29.32, 29.36, 29.52, 29.56, 29.61, 29.65, 29.66, 31.90, 31.92
(CH3), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH;), 68.3 (OCHy), 114.3 (C-4'), 121.5 (C-2'), 121.9
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(C-6), 130.3 (C-5), 132.3 (C-3"), 134.8 (C-4), 150.0 (C-7), 163.5 (C-5"), 164.9 (C-1"), 175.0 (C-
1) ppm; FT-IR: ¥ =433 (w), 484 (w), 516 (w), 568 (w), 646 (m), 691 (m), 721 (m), 761 (m),
792 (m), 812 (m), 846 (m), 886 (m), 1007 (m), 1017 (m), 1073 (s), 1107 (m), 1126 (m), 1167
(vs), 1196 (vs), 1257 (vs), 1315 (m), 1378 (w), 1420 (w), 1469 (m), 1510 (m), 1606 (s), 1725
(vs), 2850 (s), 2918 (vs), 2955 (m), 3379 (w) cm™*; MS (ESI): m/z = 610.45 [M + H]*; HRMS
(ESI): m/z (C3sHseNOs) calcd.: 610.4466 [M + H]*, found: 610.4465.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 4-(dodecyloxy)benzoate
[4-C12TyrCi2NH:]

According to GP7: Boc protected amine 4-C12TyrCi2Boc (806 mg, 1.10 mmol), TFA (1.3 mL,
16.9 mmol), dry CH2Cl (40 mL); reaction time: 48 h.

3a 3b
s HH O

4 X2
o & 1-0C5Hos5 4-C1,TyrC 12NH;

Y 7
e A2, NH, CaoHesNOs
5 (637.95)
C12H250

Colourless solid (95%, 660 mg, 1.04 mmol); M.p. 67.2 °C (POM); *H NMR (500 MHz,
CDCl3): 6=0.83-0.91 (m, 6H, CHs), 1.18-1.41 (m, 34H, CH)), 1.42-1.52 (m, 2H,
OCH2CH2CHy), 1.61 (g, J = 6.8 Hz, 2H, COOCH2CHy), 1.79-1.84 (m, 2H, OCH2CHy), 2.89
(dd, J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J=13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd,
J=5.4Hz, 7.8Hz, 1H, 2-H), 4.04 (t, J=6.6 Hz, 2H, OCHy), 4.11 (t, J=6.7 Hz, 2H,
COOCHS,), 6.96 (d, J = 8.9 Hz, 2H, 4'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.25 (d, J = 8.7 Hz, 5-
H), 8.12 (d, J = 8.8 Hz, 2H, 3'-H) ppm; ¥C NMR (126 MHz, CDCls) & = 14.1 (CH3), 22.7,
25.9, 26.0, 28.6, 29.1, 29.26, 29.36, 29.52, 29.56, 29.60, 29.61, 29.65, 29.67, 31.92 (CHy), 40.6
(C-3),55.9 (C-2), 65.2 (COOCH), 68.3 (OCH?>), 114.3 (C-4"), 121.5 (C-2'), 121.9 (C-6), 130.3
(C-5), 132.3 (C-3"), 134.8 (C-4), 150.0 (C-7), 163.5 (C-5"), 164.9 (C-1"), 175.0 (C-1) ppm; FT-
IR: ¥ =433 (w), 517 (w), 572 (w), 647 (m), 691 (m), 721 (m), 762 (m), 793 (m), 846 (m), 886
(m), 956 (w), 1007 (m), 1018 (m), 1073 (s), 1108 (m), 1126 (m), 1167 (vs), 1197 (vs), 1258
(vs), 1315 (m), 1378 (w), 1420 (w), 1469 (m), 1511 (m), 1606 (s), 1725 (vs), 2850 (s), 2917
(vs), 2955 (m), 3380 (w) cm™; MS (ESI): m/z=638.48 [M + H]*; HRMS (ESI): m/z
(C40He3NOs) caled.: 638.4779 [M + H]*, found: 638.4780.
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(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 4-(tetradecyloxy)benzoate
[4-C14TyrCi2NH2]

According to GP7: Boc protected amine 4-C14TyrCi2Boc (800 mg, 1.04 mmol), TFA (1.3 mL,
16.9 mmol), dry CH2Cl (40 mL); reaction time: 48 h.

3a 3b

s HH O

4 2
(0] 6 1 OC12H25 4-C14Tyrc12NH2

3 7
4 2 ~o NH, C42He7NOs5
5 (666.00)
C14H290

Light-yellow solid (97%, 673 mg, 1.01 mmol); M.p. 70.1 °C (POM); *H NMR (500 MHz,
CDCl3): 6 =0.84-0.91 (m, 6H, CHs), 1.19-1.41 (m, 38H, CH)), 1.41-151 (m, 2H,
OCH.CH2CHy), 1.61 (t, J = 6.9 Hz, 2H, COOCH.CHy), 1.79-1.84 (m, 2H, OCH.CH), 2.89
(dd, J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.10 (dd, J=13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd,
J=53Hz, 7.8Hz, 1H, 2-H), 4.04 (t, J=6.6 Hz, 2H, OCH,), 4.11 (t, J=6.8 Hz, 2H,
COOCHy), 6.96 (d, J =8.9 Hz, 2H, 4'-H), 7.14 (d, J = 8.4 Hz, 2H, 6-H), 7.25 (d, J = 8.6 Hz,
5-H), 8.12 (d, J = 8.9 Hz, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCl3) § = 14.1 (CH3), 22.7,
25.9, 26.0, 28.6, 29.1, 29.26, 29.37, 29.52, 29.57, 29.60, 29.61, 29.65, 29.66, 29.68, 29.70,
31.93 (CH2), 40.5 (C-3), 55.9 (C-2), 65.3 (COOCHy), 68.3 (OCH?>), 114.3 (C-4"), 121.5 (C-2",
121.9 (C-6), 130.3 (C-5), 132.3 (C-3"), 134.7 (C-4), 150.0 (C-7), 163.5 (C-5"), 164.9 (C-19,
175.0 (C-1) ppm; FT-IR: ¥ =432 (w), 517 (m), 572 (w), 646 (m), 691 (m), 721 (m), 761 (m),
792 (m), 804 (m), 847 (m), 885 (m), 1008 (m), 1016 (m), 1074 (s), 1107 (m), 1125 (w), 1168
(vs), 1197 (s), 1257 (vs), 1315 (m), 1378 (w), 1420 (w), 1469 (m), 1511 (m), 1606 (s), 1726
(vs), 2849 (vs), 2917 (vs), 2955 (m), 3380 (w) cmt; MS (ESI): m/z = 666.51 [M + H]*; HRMS
(ESI): m/z (C42He7NOs) calcd.: 666.5092 [M + H]*, found: 666.5096.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 4-(decyloxy)benzoate
[4-C10TyrCisNH2]

According to GP7: Boc protected amine 4-C10TyrCisBoc (805 mg, 1.10 mmol), TFA (1.3 mL,
16.4 mmol), dry CH2Cl> (35 mL); reaction time: 48 h.

3a 3bo
s HH

4 2
(0] 6 1 OC14H29 4'C10Ter14NH2

3 7
4 2 ~o NH, C40He3NOs5
5 (637.95)
C1oH210
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Light-yellow solid (98%, 680 mg, 1.07 mmol); M.p. 69.2 °C (POM); *H NMR (500 MHz,
CDCl3): 8=0.85-0.92 (m, 6H, CHs), 1.23-1.40 (m, 34H, CH), 1.42-1.52 (m, 2H,
OCH.CH2CHy), 1.61 (g, J = 6.8 Hz, 2H, COOCH.CHy), 1.79-1.85 (m, 2H, OCH2CHz), 2.89
(dd, J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J=13.7 Hz, 5.4 Hz, 1H, 3b-H), 3.73 (dd,
J=54Hz, 7.8Hz, 1H, 2-H), 4.04 (t, J=6.5Hz, 2H, OCHy), 4.11 (t, J=6.8 Hz, 2H,
COOCH?), 6.96 (d, J = 9.0 Hz, 2H, 4'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.25 (d, J = 8.7 Hz,
2H, 5-H), 8.12 (d, J=8.9 Hz, 2H, 3-H) ppm; *C NMR (126 MHz, CDCls) § = 14.1 (CHs),
22.7,25.9, 26.0, 28.6, 29.1, 29.26, 29.32, 29.37, 29.52, 29.56, 29.61, 29.66, 29.70, 31.90, 31.93
(CH2), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCHz), 68.3 (OCH>), 114.3 (C-4"), 121.5 (C-2'), 121.9
(C-6), 130.3 (C-5), 132.3 (C-3"), 134.8 (C-4), 150.0 (C-7), 163.5 (C-5", 164.9 (C-1"), 175.0
(C-1) ppm; FT-IR: ¥ = 432 (w), 484 (w), 517 (m), 571 (w), 632 (W), 647 (m), 691 (m), 721 (m),
762 (s), 792 (m), 846 (s), 886 (m), 949 (w), 1008 (m), 1017 (m), 1073 (s), 1107 (m), 1126 (m),
1167 (vs), 1196 (vs), 1257 (vs), 1315 (m), 1378 (w), 1420 (w), 1469 (m), 1510 (m), 1606 (s),
1725 (vs), 1922 (w), 2850 (s), 2917 (vs), 2955 (m) 3378 (w) cmt; MS (ESI): m/z = 638.48
[M + H]"; HRMS (ESI): m/z (C4oHs3NOs) calcd.: 638.4779 [M + H]*, found: 638.4761.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 4-(dodecyloxy)benzoate
[4-C12TyrCisNH2]

According to GP7: Boc protected amine 4-C12TyrCisBoc (766 mg, 1.00 mmol), TFA (1.2 mL,
15.6 mmol), dry CH2Cl> (40 mL); reaction time: 48 h.

3a 3b
s HH O
4 X2
0] 6 1 OC14H29 4'C12Tyrc14NH2

S 7
4 2 0 NH2 C42H67NO5
5 (666.00)
C12H250

Colourless solid (87%, 582 mg, 0.87 mmol); M.p. 72.8 °C (POM); *H NMR (500 MHz,
CDCl3): 5=0.84-0.93 (m, 6H, CHs), 1.19-1.41 (m, 38H, CH), 1.42-152 (m, 2H,
OCH2CH2CH3), 1.62 (g, J = 7.0 Hz, 2H, COOCH,CHy), 1.79-1.85 (m, 2H, OCH,CHy), 2.89
(dd, J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.74 (dd,
J=53Hz, 7.9Hz, 1H, 2-H), 404 (t, J=6.6 Hz, 2H, OCH,), 4.11 (t, J=6.8 Hz, 2H,
COOCH;), 6.96 (d, J = 9.0 Hz, 2H, 4'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.25 (d, 5-H), 8.12 (d,
J = 8.8 Hz, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCl3) § = 14.1 (CHs), 22.7, 25.9, 26.0, 28.6,
29.1, 29.26, 29.36, 29.37, 29.53, 29.57, 29.60, 29.62, 29.64, 29.67, 29.70, 31.93 (CH>), 40.5
(C-3), 55.8 (C-2), 65.3 (COOCH,), 68.3 (OCH;), 114.3 (C-4'), 121.5 (C-2'), 121.9 (C-6), 130.3
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(C-5), 132.3 (C-3"), 134.7 (C-4), 150.0 (C-7), 163.5 (C-5'), 164.9 (C-1), 175.0 (C-1) ppm; FT-
IR: ¥ = 433 (W), 518 (W), 571 (W), 647 (w), 691 (m), 721 (m), 762 (), 793 (M), 846 (M), 886
(m), 955 (w), 1007 (m), 1017 (m), 1074 (s), 1107 (m), 1126 (w), 1168 (vs), 1197 (vs), 1258
(vs), 1315 (m), 1378 (w), 1420 (w), 1469 (m), 1511 (m), 1606 (s), 1726 (vs), 2849 (vs), 2917
(vs), 2955 (m), 3379 (W) cml: MS (ESI): m/z=666.51 [M + H]*; HRMS (ESI): m/z
(Ca2Hs7NOs) calcd.: 666.5092 [M + H]*, found: 666.5098.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 4-(tetradecyloxy)benzoate
[4-C14TyrCusNH2]

According to GP7: Boc protected amine 4-Ci14TyrCisBoc (794 mg, 1.00 mmol), TFA (1.2 mL,
15.6 mmol), dry CH2Cl (40 mL); reaction time: 48 h.

3a 3b
s HH O

4 2
0] 6 1 OC14H29 4'C14Tyrc14NH2

Y 7
4 2 0 NH; C44H71NO5
5 (694.05)
C14H290

Colourless solid (93%, 642 mg, 0.93 mmol); M.p. 66.6 °C (POM); *H NMR (500 MHz,
CDCl3): 6=0.83-0.92 (m, 6H, CHs), 1.18-1.42 (m, 42H, CH,), 1.42-1.51 (m, 2H,
OCH2CH.CHy), 1.61 (g, J =6.9 Hz, 2H, COOCH.CH), 1.82 (q, 2H, OCH.CH), 2.91 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.4 Hz, 1H, 3b-H), 3.74 (dd, J = 5.3 Hz,
7.9 Hz, 1H, 2-H), 4.04 (t, J = 6.6 Hz, 2H, OCH?>), 4.11 (t, J = 6.7 Hz, 2H, COOCH_), 6.96 (d,
J=89Hz, 2H, 4-H), 7.14 (d, J=85Hz, 2H, 6-H), 7.25 (d, J=8.2 Hz, 5-H), 8.12 (d,
J=8.9 Hz, 2H, 3'-H) ppm; *C NMR (126 MHz, CDCls) & = 14.1 (CHs), 22.7, 25.9, 26.0, 28.6,
29.1, 29.26, 29.37, 29.53, 29.57, 29.60, 29.62, 29.67, 29.68, 29.70, 31.93 (CHy), 40.4 (C-3),
55.8 (C-2), 65.3 (COOCHy), 68.3 (OCHy), 114.3 (C-4"), 121.5 (C-2", 121.9 (C-6), 130.3 (C-5),
132.3 (C-3), 134.7 (C-4), 150.0 (C-7), 163.5 (C-5", 164.9 (C-1"), 174.9 (C-1) ppm; FT-IR:
¥ =419 (w), 446 (w), 519 (w), 546 (w), 567 (w), 631 (w), 653 (m), 691 (m), 719 (m), 760 (s),
798 (m), 843 (s), 893 (m), 940 (w), 969 (m), 1018 (m), 1040 (m), 1083 (s), 1106 (m), 1174 (vs),
1216 (s), 1253 (vs), 1288 (vs), 1396 (w), 1420 (w), 1469 (s), 1510 (s), 1583 (w), 1607 (m),
1713 (s), 1725 (s), 2848 (vs), 2914 (vs), 2954 (w) cm; MS (ESI): m/z = 694.54 [M + H]*;
HRMS (ESI): m/z (C4sH7:NOs) calcd.: 694.5405 [M + H]", found: 694.5409.
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(S)-4-(2-Amino-(decyloxy)-3-oxopropyl)phenyl 3,4-bis(decyloxy)benzoate
[3,4-C10TyrCioNH]

According to GP7: Boc protected amine 3,4-Ci0TyrCioBoc (937 mg, 1.12 mmol), TFA
(1.3 mL, 16.9 mmol), dry CH2Cl> (50 mL); reaction time: 48 h.

3a 3b
4 X 2
(0] 6 1 OC10H21 3,4'C10Ter10NH2

CmHmOjfj)#O? NH, CagH7sNOs

C10H2105' S (738.11)

Colourless solid (99%, 816 mg, 1.11 mmol, purity >95%); M.p. 52.7 °C (POM); *H NMR
(500 MHz, CDCl3): § = 0.86-0.90 (m, 9H, CHs), 1.23-1.40 (m, 38H, CHy), 1.45-1.50 (m, 4H,
OCH2CH2CH3), 1.60-1.65 (m, 2H, COOCHCHj), 1.82-1.89 (m, 4H, OCH2CHy), 2.89 (dd,
J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH>), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.0 Hz,
2H, 6-H), 7.25 (d, J = 8.0 Hz, 2H, 5-H), 7.65 (d, J = 2.1 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.1 Hz, 1H, 7'-H) ppm; 3C NMR (126 MHz, CDCls): § = 14.1 (CHs), 22.68, 22.70, 25.91,
25.98, 26.02, 28.59, 29.06, 29.18, 29.25, 29.31, 29.36, 29.39, 29.42, 29.52, 29.56, 29.58, 29.62,
29.63, 31.90, 31.92 (CH,), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH;), 69.1 (C-5'-OCHy), 69.4
(C-4'-OCHy), 111.9 (C-6'), 114.6 (C-3'), 121.6 (C-2'), 121.9 (C-6), 124.3 (C-7'), 130.3 (C-5),
134.8 (C-4), 148.7 (C-4"), 150.0 (C-7), 153.8 (C-5), 165.0 (C-1'), 175.0 (C-1) ppm; FT-IR:
¥ = 3389 (W), 2955 (m), 2917 (vs), 2872 (m), 2849 (vs), 1722 (vs), 1597 (m), 1512 (s), 1467
(M), 1429 (s), 1394 (W), 1344 (W), 1294 (s), 1274 (vs), 1210 (vs), 1199 (vs), 1167 (s), 1143 (s),
1091 (s), 1068 (m), 1046 (m), 1019 (m), 987 (m), 954 (m), 921 (w), 879 (m), 822 (M), 793 (M),
756 (s), 723 (m), 653 (w), 615 (w), 546 (w), 515 (w), 502 (w), 467 (w) cm; MS (ESI):
m/z = 738.57 [M + H]*, 760.55 [M + Na]*: HRMS (ESI): m/z (CsH7sNOs) calcd.: 738.5667
[M + H]*, found: 738.5673.

(S)-4-(2-Amino-(decyloxy)-3-oxopropyl)phenyl 3,4-bis(dodecyloxy)benzoate
[3,4-C12TyrCioNH]

According to GP7: Boc protected amine 3,4-C12TyrCioBoc (897 mg, 1.00 mmol), TFA
(1.2 mL, 15.6 mmol), dry CH2Cl, (40 mL); reaction time: 48 h.
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3 3
5 H \H O
4 X2
o ° 1°0CygHy;  3:4-C12TyrCoNH;

012H25ojuf'>2)1,k07 NH, CsoHgsNOg

C12H2505' : - (794.22)

Colourless solid (quant., 796 mg, 1.00 mmol, purity >95%); M.p. 59.6 °C (POM); 'H NMR
(500 MHz, CDCls): & = 0.86-0.90 (m, 9H, CHs), 1.23-1.40 (m, 46H, CH>), 1.45-1.50 (m, 4H,
OCH.CH2CHz), 1.60-1.64 (m, 2H, COOCH.CHy), 1.81-1.89 (m, 4H, OCH2CH>), 2.89 (dd,
J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH>), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.4 Hz,
2H, 6-H), 7.25 (d, J = 8.4 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.0 Hz, 1H, 7-H) ppm; *C NMR (126 MHz, CDCls): 6 = 14.1 (CHs), 22.68, 22.70, 25.91,
25.98, 26.02, 28.58, 29.06, 29.18, 29.25, 29.31, 29.38, 29.40, 29.42, 29.52, 29.56, 29.62, 29.64,
29.67, 29.71, 31.90, 31.94 (CHy>), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH), 69.1 (C-5-OCH>),
69.4 (C-4'-OCHy), 111.9 (C-6"), 114.6 (C-3"), 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7", 130.3
(C-5), 134.8 (C-4), 148.7 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1"), 175.0 (C-1) ppm; FT-
IR: ¥ = 3382 (w), 2955 (m), 2916 (vs), 2849 (vs), 1722 (s), 1597 (m), 1514 (m), 1468 (m), 1430
(m), 1393 (w), 1346 (w), 1293 (s), 1276 (vs), 1251 (m), 1211 (vs), 1169 (m), 1141 (m), 1089
(m), 1070 (w), 1042 (w), 1018 (w), 998 (w), 966 (w), 940 (w), 906 (w), 874 (w), 823 (w), 794
(W), 756 (m), 722 (w), 654 (w), 516 (w), 422 (W) cm™*; MS (ESI): m/z = 794.63 [M + H]",
816.61 [M + Na]"; HRMS (ESI): m/z (CsoHs3sNOsg) calcd.: 794.6293 [M + H]*, found:
794.6293.

(S)-4-(2-Amino-(decyloxy)-3-oxopropyl)phenyl 3,4-bis(tetradecyloxy)benzoate
[3,4-C14TyrCioNH2]

According to GP7: Boc protected amine 3,4-Ci14TyrCioBoc (883 mg, 0.93 mmol), TFA
(1.1 mL, 14.3 mmol), dry CH2Cl. (40 mL); reaction time: 48 h.

3a 3b

, O 6 N1 0CqHyy  34-CaaTyrCoNH,
Ci4Hpg0 4 A2 » 07 NH; Cs54Hg1NOg
CMHZQOEB@fk (850.32)
Colourless solid (quant., 787 mg, 0.93 mmol, purity >95%); M.p. 55.4 °C (POM); *H NMR
(500 MHz, CDCls): 6 = 0.86-0.89 (m, 9H, CHa), 1.22-1.39 (m, 54H, CHy), 1.45-1.50 (m, 4H,
OCH2CH2CHz), 1.60-1.65 (m, 2H, COOCH.CHz), 1.81-1.89 (m, 4H, OCH2CH>), 2.89 (dd,
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J =13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH,), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.1 Hz,
2H, 6-H), 7.25 (d, J =8.1 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.0 Hz, 1H, 7'-H) ppm; *C NMR (126 MHz, CDCls): § = 14.12, 14.13 (CHs), 22.68, 22.71,
25.91, 25.99, 26.03, 28.59, 29.06, 29.19, 29.25, 29.32, 29.38, 29.40, 29.43, 29.52, 29.56, 29.63,
29.64, 29.68, 29.72, 31.90, 31.94 (CHy), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH>), 69.1 (C-5'"-
OCHy), 69.4 (C-4-OCHy), 111.9 (C-6"), 114.6 (C-3", 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7"),
130.3 (C-5), 134.8 (C-4), 148.7 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1"), 175.0 (C-1) ppm;
FT-IR: ¥ = 2921 (s), 2852 (s), 1730 (s), 1599 (w), 1510 (m), 1467 (m), 1429 (m), 1378 (w),
1345 (w), 1270 (s), 1194 (vs), 1167 (s), 1132 (s), 1071 (m), 1018 (m), 908 (s), 872 (w), 819
(w), 756 (m), 730 (vs), 648 (w), 517 (w), 420 (w) cm™; MS (ESI): m/z = 850.69 [M + H]",
872.67 [M + Na]*; HRMS (ESI): m/z (CssHe1NOs) calcd.: 850.6919 [M + H]*, found:
850.6912.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4-bis(decyloxy)benzoate
[3,4-C10TyrCi12NH2]

According to GP7: Boc protected amine 3,4-Ci0TyrCi2Boc (900 mg, 1.04 mmol), TFA
(1.6 mL, 20.8 mmol), dry CH2Cl, (65mL); reaction time: 48h; column gradient
80:1—30:1; Rf=0.38 (CH2Cl./MeOH =40 : 1).

3a 3b
5 H \H Q

, O 6 N OCyoHps  3,4-CqoTyrCoNH,

CioH210 4 2 . 07 NH, C4sH79NOg

CmHmOQ@fk (766.16)
Colourless solid (96%, 760 mg, 0.99 mmol, purity >95%); M.p. 50.0 °C (POM); *H NMR
(500 MHz, CDCls): 6 = 0.86-0.90 (m, 9H, CHa), 1.21-1.40 (m, 42H, CHy), 1.45-1.52 (m, 4H,
OCH2CH2CH2), 1.62 (dt, J=13.5Hz, 6.8 Hz, 2H, COOCH.CHy), 1.82-1.89 (m, 4H,
OCH,CHy), 2.89 (dd, J = 13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H),
3.73 (dd, J =7.9 Hz, 5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCHy), 6.92 (d, J=8.5Hz, 1H,
6'-H), 7.14 (d, J =8.4 Hz, 2H, 6-H), 7.25 (d, J = 8.4 Hz, 2H, 5-H), 7.65 (d, J =2.0 Hz, 1H,
3-H), 7.80 (dd, J=8.5Hz, 2.0 Hz, 1H, 7-H) ppm; ®C NMR (126 MHz, CDCls): & = 14.1
(CHa), 22.7, 25.92, 25.98, 26.02, 28.59, 29.07, 29.19, 29.26, 29.36, 29.40, 29.42, 29.52, 29.59,
29.61, 29.64, 29.65, 29.67, 31.9 (CH>), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCHy>), 69.1 (C-5-
OCHy), 69.4 (C-4'-OCHy), 111.9 (C-6"), 114.6 (C-3"), 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7"),
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130.3 (C-5), 134.8 (C-4), 148.7 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1"), 175.0 (C-1) ppm;
FT-IR: ¥ = 2921 (s), 2852 (), 1729 (s), 1598 (m), 1510 (m), 1467 (m), 1428 (m), 1393 (w),
1344 (w), 1271 (vs), 1193 (vs), 1167 (s), 1134 (s), 1086 (m), 1070 (m), 1018 (m), 989 (m), 953
(w), 908 (m), 877 (w), 819 (w), 756 (m), 730 (vs), 648 (W), 516 (w), 423 (w) cm™; MS (ESI):
m/z =766.60 [M + H]*; HRMS (ESI): m/z (C4gH79NOg) calcd.: 766.5980 [M + H]*, found:
766.5975.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4-bis(dodecyloxy)benzoate
[3,4-C12TyrCi2NH:]

According to GP7: Boc protected amine 3,4-Ci2TyrCi2Boc (909 mg, 0.99 mmol), TFA
(1.5 mL, 19.5 mmol), dry CH2Cl> (60 mL); reaction time: 48 h.

3a 3b
5 H \H 9

, O 6 N OCyoHys  3:4-C42TyrC4oNH,

C12H250 L2 07 NH, CsyHg7NOg

C12sto;©7).k (822.27)
Colourless solid (94%, 762 mg, 0.93 mmol, purity >95%); M.p. 63.8 °C (POM); H NMR
(500 MHz, CDCls): & = 0.86-0.90 (m, 9H, CHs), 1.20-1.39 (m, 50H, CH>), 1.45-1.52 (m, 4H,
OCH2CH.CHy), 1.59-1.65 (m, 2H, COOCH2CH), 1.82-1.89 (m, 4H, OCH2CH), 2.89 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH>), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.1 Hz,
2H, 6-H), 7.25 (d, J = 8.1 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.0 Hz, 1H, 7'-H) ppm; ®C NMR (126 MHz, CDCl3): 6 = 14.1 (CH3), 22.7, 25.92, 25.99,
26.03, 28.59, 29.06, 29.19, 29.26, 29.36, 29.38, 29.40, 29.43, 29.46, 29.52, 29.56, 29.61, 29.63,
29.65, 29.68, 29.71, 31.93, 31.94 (CHy), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCHy>), 69.1 (C-5'-
OCHy), 69.4 (C-4-OCHy), 111.9 (C-6"), 114.6 (C-3"), 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7"),
130.3 (C-5), 134.8 (C-4), 148.7 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1"), 175.0 (C-1) ppm;
FT-IR: ¥ = 2920 (s), 2850 (s), 1730 (m), 1598 (w), 1510 (m), 1467 (m), 1429 (m), 1394 (w),
1344 (w), 1271 (s), 1195 (vs), 1167 (m), 1141 (m), 1090 (m), 1018 (m), 965 (w), 907 (s), 878
(w), 822 (w), 756 (m), 730 (vs), 648 (w), 506 (w) cm™; MS (ESI): m/z = 822.66 [M + H]";
HRMS (ESI): m/z (Cs2H7sNOs) calcd.: 822.6606 [M + H]*, found: 822.6604.
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(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 3,4-bis(tetradecyloxy)benzoate
[3,4-C14TyrCi2NH]

According to GP7: Boc protected amine 3,4-C14TyrCi2Boc (1.24 g, 1.27 mmol), TFA (1.5 mL,
19.5 mmol), dry CH2Cl> (50 mL); reaction time: 48 h.

3a  3b
4 X 2
o ° 1°0CyoHys  3:4-CqaTyrCoNH,

C14H290j‘f'>2)1,ko7 NH, Cs6HgsNOg

C14HQQOSI S (878.38)

Colourless solid (99%, 1.10 g, 1.25 mmol, purity >95%); M.p. 77.5°C (POM); 'H NMR
(500 MHz, CDCls): § = 0.86-0.89 (m, 9H, CHz), 1.23-1.39 (m, 58H, CHs), 1.45-1.50 (m, 4H,
OCH2CHCHy), 1.60-1.65 (m, 2H, COOCH,CH>), 1.81-1.89 (m, 4H, OCH2CH), 2.89 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH>), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.4 Hz,
2H, 6-H), 7.25 (d, J = 8.4 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.0 Hz, 1H, 7'-H) ppm; 3C NMR (126 MHz, CDCls): & = 14.1 (CHs), 22.7, 25.91, 25.98,
26.03, 28.58, 29.06, 29.19, 29.26, 29.36, 29.39, 29.40, 29.43, 29.52, 29.61, 29.63, 29.65, 29.66,
29.68, 29.72, 31.92, 31.94 (CH>), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCHS>), 69.1 (C-5-OCHo),
69.3 (C-4'-OCHy), 111.9 (C-6), 114.6 (C-3'), 121.6 (C-2'), 121.9 (C-6), 124.3 (C-7'), 130.3
(C-5), 134.8 (C-4), 148.7 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1'), 175.0 (C-1) ppm: FT-
IR: ¥ = 3390 (W), 2918 (vs), 2850 (vs), 1729 (s), 1598 (m), 1510 (m), 1467 (m), 1429 (m), 1392
(W), 1345 (w), 1272 (vs), 1195 (vs), 1167 (s), 1135 (s), 1089 (m), 1071 (m), 1018 (m), 953 (W),
908 (), 874 (w), 821 (W), 756 (m), 732 (vs), 648 (W), 519 (w), 436 (W) cmL; MS (ESI):
m/z =878.72 [M + H]"; HRMS (ESI): m/z (CssHosNOeg) caled.: 878.7232 [M + H]*, found:
878.7237.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4-bis(decyloxy)benzoate
[3,4-C10TyrCisNH:]

According to GP7: Boc protected amine 3,4-Ci0TyrCi4Boc (1.01 g, 1.13 mmol), TFA (1.8 mL,
23.4 mmol), dry CH2Cl> (50 mL); reaction time: 72 h; column gradient 70:1 — 40: 1,
Rf=0.34 (CH2Cl/MeOH =40 : 1).
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3a  3b
4 X 2
o ¢ 1 0OCq4Hog 3,4-C4oTyrC 14NH,

C1oH210& R . 07 NH, Cs0Hg3NOg

C10H2105'I 6'j7' (794.22)
Colourless powder (95%, 856 mg, 1.08 mmol, purity >95%); M.p. 53.3 °C (POM); 'H NMR
(500 MHz, CDCls): & = 0.86-0.90 (m, 9H, CHs), 1.23-1.40 (m, 46H, CH>), 1.46-1.50 (m, 4H,
OCH2CH2CH2), 1.62 (dt, J=13.9 Hz, 6.9 Hz, 2H, COOCH2CHy), 1.82-1.89 (m, 4H,
OCH:CH?>), 2.89 (dd, J = 13.7 Hz, 7.9 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H),
3.73 (dd, J = 7.9 Hz, 5.4 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH>), 6.92 (d, J = 8.5 Hz, 1H,
6'-H), 7.14 (d, J =8.4 Hz, 2H, 6-H), 7.25 (d, J=8.4 Hz, 2H, 5-H), 7.65 (d, J =2.0 Hz, 1H,
3-H), 7.80 (dd, J=8.5Hz, 2.0 Hz, 1H, 7"-H) ppm; *C NMR (126 MHz, CDCls): § = 14.1
(CHa), 22.7, 25.91, 25.98, 26.02, 28.6, 29.05, 29.18, 29.26, 29.36, 29.39, 29.42, 29.52, 29.58,
29.61, 29.63, 29.67, 29.70, 31.9 (CH>), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH>), 69.1 (C-5-
OCHy), 69.3 (C-4-OCHy), 111.9 (C-6"), 114.6 (C-3", 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7",
130.3 (C-5), 134.8 (C-4), 148.6 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1"), 175.0 (C-1) ppm;
FT-IR: ¥ = 2955 (m), 2918 (vs), 2849 (vs), 1723 (s), 1597 (m), 1513 (m), 1468 (m), 1429 (m),
1394 (w), 1344 (W), 1296 (s), 1274 (vs), 1212 (vs), 1169 (m), 1145 (m), 1092 (m), 1068 (w),
1020 (m), 988 (W), 954 (w), 877 (w), 823 (w), 786 (W), 757 (m), 722 (w), 654 (w), 501 (w) cm™?;
MS (ESI): m/z =794.63 [M + H]"; HRMS (ESI): m/z (CsoHg3NOs) calcd.: 794.6293 [M + H]*,
found: 794.6291.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4-bis(dodecyloxy)benzoate
[3,4-C12TyrCisNH:]

According to GP7: Boc protected amine 3,4-C12TyrCi4Boc (1.01 g, 1.06 mmol), TFA (1.7 mL,
22.1 mmol), dry CH2Cl> (50 mL); reaction time: 72 h; column gradient 70: 1 — 40: 1,
Rf=0.34 (CH2Cl/MeOH =40 : 1).

3a 3b

e 6 LG OCi4Hyg  3:4-C12TyrC4NH,
CiaH250 L2 07 NH, Cs4Hg1NOg
CQHZSOEB@fk (850.32)
Light-yellow powder (93%, 837 mg, 0.98 mmol, purity >95%); M.p. 60.6 °C (POM); *H NMR
(500 MHz, CDCls): 6 = 0.86-0.90 (m, 9H, CHa), 1.22-1.39 (m, 54H, CH), 1.45-1.50 (m, 4H,
OCH2CH.CHy), 1.60-1.65 (m, 2H, COOCH2CH), 1.82-1.89 (m, 4H, OCH2CH), 2.89 (dd,
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J =13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.3 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCHy), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.4 Hz,
2H, 6-H), 7.25 (d, J = 8.4 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.0 Hz, 1H, 7-H) ppm; ¥*C NMR (126 MHz, CDCls): 6 = 14.1 (CHs), 22.7, 25.91, 25.98,
26.02, 28.59, 29.06, 29.18, 29.26, 29.38, 29.40, 29.43, 29.52, 29.61, 29.62, 29.64, 29.67, 29.71,
31.9 (CHy), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCH>), 69.1 (C-5-OCHy), 69.3 (C-4'-OCH>),
111.9 (C-6"), 114.6 (C-3"), 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7"), 130.3 (C-5), 134.8 (C-4),
148.7 (C-4"), 150.0 (C-7), 153.8 (C-5"), 165.0 (C-1"), 175.0 (C-1) ppm; FT-IR: ¥ = 3375 (w),
2955 (m), 2916 (vs), 2848 (vs), 1722 (s), 1597 (m), 1512 (m), 1467 (m), 1429 (m), 1395 (w),
1344 (w), 1295 (s), 1275 (vs), 1211 (vs), 1169 (m), 1145 (m), 1091 (m), 1070 (w), 1019 (W),
996 (w), 964 (w), 939 (w), 906 (w), 879 (w), 823 (w), 757 (m), 722 (m), 654 (w), 546 (w), 506
(w), 416 (w) cm™t; MS (ESI): m/z = 850.69 [M + H]*; HRMS (ESI): m/z (CssHs1NOg) calcd.:
850.6919 [M + H]*, found: 850.6919.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,4-bis(tetradecyloxy)benzoate
[3,4-C14TyrC1sNH2]

According to GP7: Boc protected amine 3,4-C14TyrCi4Boc (1.02 g, 1.02 mmol), TFA (1.6 mL,
20.8 mmol), dry CH2Cl> (50 mL); reaction time: 72 h; column gradient 70:1 — 40:1;
Rf=0.34 (CH2Cl/MeOH =40 : 1).

3a 3b
5 H \H Q

, O 6 T NNOC Hpy  34-CaaTYrCgNH,

CiaHa00d 2 07 NH, CsgHgoNOg

CMHZQOQ;;?).k (906.43)
Colourless solid (82%, 756 mg, 0.834 mmol, purity >95%); M.p. 70.9 °C (POM); H NMR
(500 MHz, CDCls): 6 = 0.86-0.89 (m, 9H, CHa), 1.25-1.38 (m, 62H, CH), 1.45-1.50 (m, 4H,
OCH2CH.CHy), 1.60-1.65 (m, 2H, COOCH2CH), 1.81-1.89 (m, 4H, OCH2CH), 2.89 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.4 Hz, 1H, 2-H), 4.05-4.12 (m, 6H, OCH>), 6.92 (d, J = 8.5 Hz, 1H, 6'-H), 7.14 (d, J = 8.4 Hz,
2H, 6-H), 7.25 (d, J = 8.4 Hz, 2H, 5-H), 7.65 (d, J = 2.0 Hz, 1H, 3'-H), 7.80 (dd, J = 8.5 Hz,
2.0 Hz, 1H, 7'-H) ppm; ®C NMR (126 MHz, CDCl3): 6 = 14.1 (CH3), 22.7, 25.91, 25.98,
26.03, 28.6, 29.06, 29.19, 29.26, 29.37, 29.38, 29.40, 29.43, 29.52, 29.61, 29.63, 29.65, 29.67,
29.69, 29.72, 31.9 (CH2), 40.6 (C-3), 55.9 (C-2), 65.2 (COOCHy), 69.1 (C-5'-OCHy>), 69.3
(C-4'-OCHy), 111.9 (C-6", 114.6 (C-3"), 121.6 (C-2"), 121.9 (C-6), 124.3 (C-7"), 130.3 (C-5),
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134.8 (C-4), 148.7 (C-4), 150.0 (C-7), 153.8 (C-5'), 165.0 (C-1'), 175.0 (C-1) ppm; FT-IR:
¥ =2955 (m), 2915 (vs), 2873 (m), 2848 (vs), 1722 (s), 1597 (w), 1513 (m), 1467 (m), 1430
(m), 1394 (w), 1345 (w), 1294 (m), 1276 (s), 1211 (s), 1169 (m), 1143 (m), 1090 (m), 1019
(w), 975 (w), 953 (w), 877 (w), 822 (w), 792 (m), 756 (W), 722 (w), 654 (w) cm™; MS (ESI):
m/z =906.75 [M + H]*; HRMS (ESI): m/z (CsgHggNOs) calcd.: 906.7545 [M + H]*, found:
906.7546.

(S)-4-(2-Amino-(decyloxy)-3-oxopropyl)phenyl 3,5-bis(decyloxy)benzoate
[3,5-C10TyrCioNH2]

According to GP7: Boc protected amine 3,5-Ci0TyrCioBoc (969 mg, 1.16 mmol), TFA
(1.4 mL, 18.2 mmol), dry CH2Cl (40 mL); reaction time: 48 h.

3a  3b
5 H \H O
4 X 2
, O 6 1°0CqoHyq  3,5-C4oTyrCoNH;
C10H21O 4' ! NH2 C46H75N06

(738.11)
OC1oH24

Yellow oil (98%, 838 mg, 1.14 mmol, purity >95%); HNMR (500 MHz, CDCls):
6 =0.86-0.89 (m, 9H, CH3), 1.21-1.38 (m, 38H, CH>), 1.43-1.49 (m, 4H, OCH2CH.CHy), 1.62
(dt, J=13.4 Hz, 6.8 Hz, 2H, COOCH.CH), 1.79 (dt, J = 14.1 Hz, 7.3 Hz, 4H, OCH2CH>),
2.89 (dd, J =13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd,
J=79Hz, 53Hz, 1H, 2-H), 3.99 (t, J=6.5Hz, 4H, OCHy), 4.11 (t, J=6.8 Hz, 2H,
COOCHy), 6.70 (t,J = 2.3 Hz, 1H, 5'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H,
5-H), 7.30 (d, J = 2.3 Hz, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCls): & = 14.1 (CH3), 22.7,
25.91, 26.03, 28.59, 29.19, 29.25, 29.31, 29.33, 29.38, 29.51, 29.56, 29.58, 31.9 (CH.), 40.6
(C-3),55.9 (C-2), 65.2 (COOCHy), 68.4 (OCH), 107.1 (C-5"), 108.2 (C-3"), 121.7 (C-6), 130.3
(C-5), 131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4"), 165.0 (C-1"), 175.0 (C-1) ppm; FT-
IR: ¥ = 3382 (w), 2922 (vs), 2853 (s), 1737 (s), 1594 (m), 1508 (m), 1447 (m), 1387 (w), 1350
(m), 1326 (m), 1299 (m), 1212 (vs), 1195 (vs), 1166 (vs), 1094 (w), 1057 (m), 1019 (m), 931
(w), 845 (w), 757 (m), 722 (w), 676 (w), 525 (w) cm™; MS (ESI): m/z = 738.57 [M + H]",
760.54 [M + Na]"; HRMS (ESI): m/z (CssH7sNQg) calcd.: 738.5667 [M + H]*, found:
738.5662.
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(S)-4-(2-Amino-(decyloxy)-3-oxopropyl)phenyl 3,5-bis(dodecyloxy)benzoate
[3,5-C12TyrCioNH]

According to GP7: Boc protected amine 3,5-C12TyrCioBoc (983 mg, 1.10 mmol), TFA
(1.3 mL, 16.9 mmol), dry CH2Cl> (40 mL); reaction time: 48 h.

3a  3b
s HH Q
4 X 2
o °¢ 1°0CygHpy  3:5-C12TyrC4oNH,
C12H250 4' ' ! NH2 CSOH83N06

(794.22)
OC+,H;s

Yellow oil (99%, 862 mg, 1.09 mmol, purity >95%); HNMR (500 MHz, CDCly):
5 =0.86-0.89 (m, 9H, CHs), 1.21-1.38 (m, 46H, CH>), 1.43-1.49 (m, 4H, OCH>CH2CH>),
1.60-1.65 (m, 2H, COOCH,CH>), 1.79 (dt, J =13.9 Hz, 6.7 Hz, 4H, OCH2CH>), 2.89 (dd,
J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.9 Hz,
5.3 Hz, 1H, 2-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.11 (t, J = 6.7 Hz, 2H, COOCHy), 6.70 (t,
J=23Hz, 1H, 5-H), 7.14 (d, J=8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H, 5-H), 7.30 (d,
J=2.3Hz, 2H, 3-H) ppm; °C NMR (126 MHz, CDCls): § = 14.12, 14.13 (CH3), 22.68, 22.70,
25.90, 26.02, 28.6, 29.19, 29.24, 29.31, 29.36, 29.38, 29.51, 29.55, 29.58, 29.61, 29.64, 29.67,
31.90, 31.93 (CH?>), 40.6 (C-3), 55.9 (C-2), 65.3 (COOCH>), 68.4 (OCHy), 107.1 (C-5", 108.2
(C-3), 121.7 (C-6), 130.3 (C-5), 131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4"), 165.0
(C-19, 175.0 (C-1) ppm; FT-IR: ¥ = 3380 (w), 2922 (vs), 2853 (s), 1737 (s), 1594 (m), 1508
(m), 1447 (m), 1386 (w), 1350 (m), 1326 (m), 1299 (m), 1212 (vs), 1195 (vs), 1166 (vs), 1093
(w), 1056 (m), 1019 (m), 948 (w), 845 (w), 757 (m), 722 (w), 676 (w), 516 (W), 421 (w) cm™;
MS (ESI): m/z = 794.63 [M + H]*, 816.61 [M + Na]*; HRMS (ESI): m/z (Cs0Hs3sNOs) calcd.:
794.6293 [M + H]", found: 794.6292.

(S)-4-(2-Amino-(decyloxy)-3-oxopropyl)phenyl 3,5-bis(tetradecyloxy)benzoate
[3,5-C14TyrCioNH]

According to GP7: Boc protected amine 3,5-Ci14TyrCioBoc (976 mg, 1.03 mmol), TFA
(1.2 mL, 15.6 mmol), dry CHCl, (40 mL); reaction time: 48 h.
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3a 3b
HH O

2
o ¢ 1°0CqoHyy  3,5-C44TyrC4oNH,
' Y NH, Cs4Hg1NOg
(850.32)

C14H290 4'

OC14Hz9

Yellow oil (99%, 866 mg, 1.02mmol, purity >95%); HNMR (500 MHz, CDCls):
8 =0.86-0.89 (m, 9H, CHs), 1.22-1.37 (m, 54H, CH>), 1.43-1.49 (m, 4H, OCH>CH2CHy),
1.60-1.65 (m, 2H, COOCH.CH), 1.79 (dt, J=14.4 Hz, 6.7 Hz, 4H, OCH2CH>), 2.89 (dd,
J =13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.3 Hz, 1H, 2-H), 3.99 (t, J = 6.5 Hz, 4H, OCH), 4.11 (t, J = 6.8 Hz, 2H, COOCHy), 6.70 (t,
J=23Hz, 1H, 5-H), 7.14 (d, J=8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H, 5-H), 7.30 (d,
J=2.3 Hz, 2H, 3-H) ppm; °C NMR (126 MHz, CDCls): § = 14.12, 14.13 (CH3), 22.68, 22.70,
25.91, 26.03, 28.6, 29.19, 29.25, 29.31, 29.37, 29.39, 29.52, 29.55, 29.59, 29.61, 29.67, 29.69,
29.70, 31.90, 31.94 (CH>), 40.6 (C-3), 55.9 (C-2), 65.3 (COOCH), 68.4 (OCH>), 107.1 (C-5",
108.2 (C-3"), 121.7 (C-6), 130.3 (C-5), 131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4",
165.0 (C-1'), 175.0 (C-1) ppm; FT-IR: ¥ = 2921 (vs), 2852 (s), 1736 (s), 1594 (m), 1508 (m),
1447 (m), 1386 (w), 1350 (m), 1325 (m), 1299 (m), 1212 (s), 1195 (vs), 1165 (vs), 1093 (w),
1055 (m), 1019 (m), 931 (w), 845 (m), 757 (m), 722 (m), 676 (w), 515 (w) cmL; MS (ESI):
m/z = 850.69 [M + H]"; HRMS (ESI): m/z (Cs4He1NOe) calcd.: 850.6919 [M + H]*, found:
850.6914.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 3,5-bis(decyloxy)benzoate
[3,5-C10TyrCi12NHz2]

According to GP7: Boc protected amine 3,5-Ci0TyrCi2Boc (965 mg, 1.11 mmol), TFA
(1.2 mL, 15.6 mmol), dry CH2Cl. (50 mL); reaction time: 48 h.

3a  3b
s HH O
4 X2
o ¢ 1°0CqoHps  3:5-C4oTyrC4,NH,
CyoH210 & Y NH, C48H79NOg

(766.16)

OC1oH24
Yellow oil (96%, 815mg, 1.06 mmol, purity >95%): HNMR (500 MHz, CDCly):
6 =0.86-0.90 (m, 9H, CHs), 1.21-1.38 (m, 42H, CH>), 1.43-1.49 (m, 4H, OCH.CH,CHy),
1.59-1.65 (m, 2H, COOCH,CH), 1.79 (dt, J =13.7 Hz, 6.7 Hz, 4H, OCH>CH>), 2.89 (dd,
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J =13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.3 Hz, 1H, 2-H), 3.99 (t, J = 6.5 Hz, 4H, OCHy), 4.11 (t, J = 6.8 Hz, 2H, COOCHy), 6.70 (t,
J=23Hz, 1H, 5-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H, 5-H), 7.30 (d,
J=2.3Hz, 2H, 3-H) ppm; 3C NMR (126 MHz, CDCls): 5 = 14.1 (CHs), 22.7, 25.9, 26.0,
28.6, 29.19, 29.25, 29.33, 29.36, 29.38, 29.52, 29.56, 29.58, 29.60, 29.65, 29.66, 31.91, 31.92
(CH2), 40.6 (C-3), 55.9 (C-2), 65.3 (COOCH>), 68.4 (OCHz), 107.1 (C-5"), 108.2 (C-3"), 121.7
(C-6), 130.3 (C-5), 131.2 (C-2), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4), 165.0 (C-1), 175.0
(C-1) ppm; FT-IR: ¥ = 2922 (s), 2853 (s), 1736 (s), 1594 (m), 1508 (m), 1447 (m), 1386 (w),
1350 (m), 1325 (m), 1299 (m), 1212 (s), 1194 (vs), 1164 (vs), 1093 (m), 1055 (m), 1018 (m),
949 (W), 844 (m), 757 (m), 722 (W), 676 (W), 516 (W) cmL; MS (ESI): m/z = 766.60 [M + H]*,
788.59 [M + Na]*; HRMS (ESI): m/z (CsH79NOs) calcd.: 766.5980 [M + H]*, found:
766.5978.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 3,5-bis(dodecyloxy)benzoate
[3,5-C12TyrCi2NH]

According to GP7: Boc protected amine 3,5-C12TyrCi2Boc (962 mg, 1.04 mmol), TFA
(1.2 mL, 15.6 mmol), dry CH2Cl> (50 mL); reaction time: 48 h.

4 X2
o ¢ 1°0CqoHps  3,5-C42TyrC4,NH,
‘ NH; Cs2Hg7NOg
(822.27)

C12H25O 4'

OC12H2s
Yellow oil (96%, 826 mg, 1.01 mmol, purity >95%); HNMR (500 MHz, CDCly):
3 =10.86-0.89 (m, 9H, CHs), 1.22-1.38 (m, 50H, CH>), 1.43-1.49 (m, 4H, OCH2CH2CH>),
1.60-1.65 (m, 2H, COOCH,CH>), 1.79 (dt, J =13.7 Hz, 6.7 Hz, 4H, OCH2CH>), 2.89 (dd,
J=13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.3 Hz, 1H, 2-H), 3.99 (t, J = 6.5 Hz, 4H, OCH>), 4.11 (t, J = 6.7 Hz, 2H, COOCHz), 6.70 (t,
J=23Hz, 1H, 5-H), 7.14 (d, J =8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H, 5-H), 7.30 (d,
J=2.3Hz, 2H, 3-H) ppm; C NMR (126 MHz, CDCls): & = 14.1 (CHs), 22.7, 25.91, 26.03,
28.59, 29.19, 29.25, 29.36, 29.38, 29.52, 29.58, 29.61, 29.65, 29.67, 31.9 (CH.), 40.6 (C-3),
55.9 (C-2), 65.3 (COOCHy>), 68.4 (OCH?), 107.1 (C-5", 108.2 (C-3"), 121.7 (C-6), 130.3 (C-5),
131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4"), 165.0 (C-1"), 175.0 (C-1) ppm; FT-IR:
¥ =2922 (vs), 2853 (s), 1737 (s), 1595 (m), 1508 (w), 1447 (m), 1386 (w), 1350 (m), 1326 (m),
1299 (m), 1213 (s), 1196 (vs), 1167 (vs), 1094 (w), 1057 (m), 1019 (w), 948 (w), 845 (w), 757
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(w), 722 (w), 676 (w), 512 (w) cm™*; MS (ESI): m/z = 822.66 [M + H]*; HRMS (ESI): m/z
(Cs2Hg7NOg) caled.: 822.6606 [M + H]*, found: 822.6592.

(S)-4-(2-Amino-3-(dodecyloxy)-3-oxopropyl)phenyl 3,5-bis(tetradecyloxy)benzoate
[3,5-C14TyrCi12NH2]

According to GP7: Boc protected amine 3,5-CiaTyrCi2Boc (962 mg, 0.98 mmol), TFA
(1.2 mL, 15.6 mmol), dry CH2Cl (40 mL); reaction time: 48 h.

3a  3b
s HH O

4 X 2
o ° 1°0CqoHos  3:5-Cq4TyrC4oNH,
! NH, Cs6HosNOg

(878.38)

C14H290 4'

OC14H29

Yellow oil (98%, 848 mg, 0.97 mmol, purity >95%); *H NMR (500 MHz, CDCls):
8 =0.86-0.89 (m, 9H, CHs), 1.22-1.38 (m, 58H, CH>), 1.43-1.49 (m, 4H, OCH,CH2CH>),
1.59-1.65 (m, 2H, COOCH.CH), 1.79 (dt, J=13.9 Hz, 6.7 Hz, 4H, OCH2CH>), 2.89 (dd,
J=13.6 Hz, 7.9 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz,
5.4 Hz, 1H, 2-H), 3.99 (t, J = 6.5 Hz, 4H, OCHy), 4.11 (t, J = 6.8 Hz, 2H, COOCH>), 6.70 (t,
J=2.3Hz, 1H, 5-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H, 5-H), 7.30 (d,
J=2.3Hz, 2H, 3'-H) ppm; ¥C NMR (126 MHz, CDCls): § = 14.1 (CHa), 22.7, 25.91, 26.03,
28.6, 29.20, 29.25, 29.36, 29.37, 29.39, 29.52, 29.59, 29.61, 29.64, 29.66, 29.69, 29.70, 31.9
(CH2), 40.6 (C-3), 55.9 (C-2), 65.3 (COOCHy), 68.4 (OCH>), 107.1 (C-5", 108.2 (C-3'), 121.7
(C-6), 130.3 (C-5), 131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4"), 165.0 (C-1"), 175.0
(C-1) ppm; FT-IR: ¥ = 2922 (vs), 2853 (S), 1737 (s), 1595 (m), 1508 (w), 1447 (m), 1379 (w),
1350 (m), 1326 (m), 1299 (m), 1213 (s), 1196 (s), 1167 (vs), 1094 (w), 1056 (m), 1019 (w),
949 (W), 847 (w), 757 (w), 722 (w), 676 (W), 519 (w) cm™*; MS (ESI): m/z = 878.72 [M + H]";
HRMS (ESI): m/z (Cs6HgsNOs) calcd.: 878.7232 [M + H]*, found: 878.7231.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,5-bis(decyloxy)benzoate
[3,5-C10TyrCisNH]

According to GP7: Boc protected amine 3,5-Ci0TyrCiusBoc (956 mg, 1.07 mmol), TFA
(1.3 mL, 16.9 mmol), dry CH2Cl> (60 mL); reaction time: 48 h.
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4 X2
o ¢ 1°0CqqHpg  3:5-C4oTyrC4NH,
! NH Cs0Hg3sNOg
(794.22)

CyoH210 &

OCoH21

Yellow oil (99%, 843 mg, 1.06 mmol, purity >95%); HNMR (500 MHz, CDCls):
6 =0.86-0.89 (m, 9H, CH3), 1.21-1.38 (m, 46H, CH>), 1.43-1.49 (m, 4H, OCH2CH.CHy), 1.62
(dt, J =13.6 Hz, 6.8 Hz, 2H, COOCH,CHy), 1.79 (dt, J = 13.7 Hz, 6.7 Hz, 4H, OCH2CH>),
2.89 (dd, J = 13.6 Hz, 7.8 Hz, 1H, 3a-H), 3.10 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd,
J=79Hz, 53Hz, 1H, 2-H), 3.99 (t, J=6.5Hz, 4H, OCHy), 4.11 (t, J=6.8 Hz, 2H,
COOCHpy), 6.70 (t,J = 2.3 Hz, 1H, 5'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H,
5-H), 7.30 (d, J = 2.3 Hz, 2H, 3'-H) ppm; 1*C NMR (126 MHz, CDCls): § = 14.1 (CHs), 22.69,
22.70, 25.91, 26.03, 28.6, 29.19, 29.25, 29.33, 29.38, 29.52, 29.56, 29.58, 29.61, 29.66, 29.69,
29.70, 31.90, 31.93 (CH>), 40.6 (C-3), 55.9 (C-2), 65.3 (COOCH), 68.4 (OCH>), 107.1 (C-5",
108.2 (C-3), 121.7 (C-6), 130.3 (C-5), 131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4),
165.0 (C-1", 175.0 (C-1) ppm; FT-IR: ¥ = 2922 (vs), 2853 (s), 1736 (s), 1594 (m), 1508 (m),
1447 (m), 1386 (w), 1350 (m), 1325 (m), 1299 (m), 1212 (s), 1195 (vs), 1165 (vs), 1094 (m),
1055 (m), 1018 (m), 909 (m), 845 (m), 757 (m), 732 (s), 676 (W), 647 (w), 518 (w) cm*; MS
(ESI): m/z=794.63 [M + H]"; HRMS (ESI): m/z (CsoHs3sNOs) calcd.: 794.6293 [M + H]",
found: 794.6284.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,5-bis(dodecyloxy)benzoate
[3,5-C12TyrCi1sNH2]

According to GP7: Boc protected amine 3,5-C12TyrCisBoc (958 mg, 1.01 mmol), TFA
(1.2 mL, 15.6 mmol), dry CH2Cl, (60 mL); reaction time: 48 h.

3a  3b
5 HH Q
4 X 2
o ° 1°0CyqHpg  3:5-C12TyrC4NH,
C12H250 4' ! NH2 CS4H91N06

(850.32)

OC12H2s
Yellow oil (99%, 852 mg, 1.00 mmol, purity >95%); *H NMR (500 MHz, CDCls): & = 0.88 (t,
J=6.7 Hz, 9H, CH3), 1.21-1.38 (m, 54H, CH>), 1.43-1.49 (m, 4H, OCH.CH,CH), 1.62 (dt,
J=13.7 Hz, 6.9 Hz, 2H, COOCH:CH), 1.79 (dt, J = 13.7 Hz, 6.7 Hz, 4H, OCH2CH), 2.89
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(dd, J=13.7 Hz, 7.9 Hz, 1H, 3a-H), 3.10 (dd, J=13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd,
J=79Hz, 53Hz, 1H, 2-H), 3.99 (t, J=6.5Hz, 4H, OCH,), 4.11 (t, J=6.7 Hz, 2H,
COOCHy), 6.70 (t,J = 2.3 Hz, 1H, 5'-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H,
5-H), 7.30 (d, J = 2.3 Hz, 2H, 3'-H) ppm; 3C NMR (126 MHz, CDCls): & = 14.1 (CH3), 22.7,
25.91, 26.03, 28.6, 29.19, 29.25, 29.36, 29.38, 29.52, 29.58, 29.61, 29.64, 29.67, 29.70, 31.9
(CH2), 40.6 (C-3), 55.9 (C-2), 65.3 (COOCHz), 68.4 (OCH>), 107.1 (C-5", 108.2 (C-3'), 121.7
(C-6), 130.3 (C-5), 131.2 (C-2"), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4", 165.0 (C-1", 175.0
(C-1) ppm; FT-IR: ¥ = 2921 (vs), 2852 (s), 1736 (s), 1594 (m), 1508 (m), 1447 (m), 1386 (w),
1350 (m), 1325 (m), 1299 (m), 1212 (s), 1195 (vs), 1165 (vs), 1094 (w), 1056 (m), 1019 (m),
948 (w), 845 (m), 757 (m), 722 (w), 676 (W), 515 (W) cm™*; MS (ESI): m/z = 850.69 [M + H]";
HRMS (ESI): m/z (CssH91NOs) calcd.: 850.6919 [M + H]*, found: 850.6911.

(S)-4-(2-Amino-3-(tetradecyloxy)-3-oxopropyl)phenyl 3,5-bis(tetradecyloxy)benzoate
[3,5-C14TyrCisNH:]

According to GP7: Boc protected amine 3,5-C14TyrCiusBoc (918 mg, 0.91 mmol), TFA
(1.0 mL, 13.0 mmol), dry CH2Cl> (50 mL); reaction time: 48 h.

3a 3b
HH O

2
1 OC14H29 3,5-C14Ter14NH2
NH, CsgHggNOg
(906.43)

5

OC14H29
Yellow oil (99%, 814 mg, 0.90 mmol, purity >95%); *H NMR (500 MHz, CDCls): 5 = 0.88 (t,
J=6.9 Hz, 9H, CHs), 1.21-1.38 (m, 62H, CH), 1.43-1.49 (m, 4H, OCH,CH2CHy), 1.61-1.65
(m, 2H, COOCHCH), 1.79 (dt, J = 13.8 Hz, 6.7 Hz, 4H, OCH2CHy), 2.89 (dd, J = 13.6 Hz,
7.9 Hz, 1H, 3a-H), 3.11 (dd, J = 13.6 Hz, 5.3 Hz, 1H, 3b-H), 3.73 (dd, J = 7.8 Hz, 5.3 Hz, 1H,
2-H), 3.99 (t, J =6.5 Hz, 4H, OCH>), 4.11 (t, J = 6.8 Hz, 2H, COOCHy), 6.70 (t, J = 2.3 Hz,
1H, 5-H), 7.14 (d, J = 8.5 Hz, 2H, 6-H), 7.26 (d, J = 8.5 Hz, 2H, 5-H), 7.30 (d, J = 2.3 Hz, 2H,
3'-H) ppm; BC NMR (126 MHz, CDCls): § = 14.1 (CHs), 22.7, 25.91, 26.03, 28.6, 29.20,
29.26, 29.37, 29.39, 29.52, 29.59, 29.61, 29.67, 29.69, 29.70, 31.9 (CH>), 40.6 (C-3), 55.9
(C-2),65.3 (COOCHy), 68.4 (OCH?>), 107.1 (C-5", 108.2 (C-3"), 121.7 (C-6), 130.3 (C-5), 131.2
(C-2'), 135.0 (C-4), 149.9 (C-7), 160.3 (C-4", 165.0 (C-1"), 175.0 (C-1) ppm; FT-IR: ¥ = 2921
(vs), 2852 (s), 1737 (s), 1594 (m), 1508 (m), 1447 (m), 1386 (w), 1350 (m), 1325 (m), 1299
(m), 1212 (s), 1195 (vs