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Fig. S1 Correlations between experimental (x axes) and computed (y axes) logP (logD-)
values for noncoded amino acid residues. Panels A and B show correlations for 38 noncoded
amino acids based on alanine core structure (aromatic, Phe, Tyr, Trp, Met, Lys and others in

Table S1). Panels C and D show correlations for 15 proline analogues separately.

The set of analogues:

General (panels A, B): a-Nal, B-Nal, Azu, 4-CFs-Phe, 4-Br-Phe, 4-CI-Phe, 4-N3-Phe, 4-F-Phe,
(Me)Tyr, 4-CN-Phe, 4-AcNH-Phe, 4-NH»>-Phe, 3-I-Tyr, 3-NO»-Tyr, 3-F-Tyr, Dopa, 6-Br-Trp, 5-
Br-Trp, 5-CI-Trp, 5-CHs-Trp, 1-CHs-Trp, 5-F-Trp, 5-OH-Trp, 5-NH2-Trp, Nle, Tfnle, Nva, Sem,
Aha, Mox, MetO, (Boc)Lys, Sac, (Pro)Lys, (Ac)Lys, (Me)Glu, (Me)Asp, Citr.

Proline analogues (panels C, D): (Bn)Hyp, Oic, (Boc)Amp, 4TfmPro, Ash, Mep, Cys[W¥Pro],
Dfp, Dhp, Flp, flp, (Ac)Amp, Hyp, hyp, Amp (panel C only).
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Protocols

All reactions and manipulations were performed at the room temperature: 21-23°C. The
starting amino acids and the reagents were of commercial grade. The solvents were of
standard grade (“ACS certified”), and they were used without additional purification. NMR
spectra were measured at a spectrometer machine operating at 500 MHz *H and 471 MHz °F
frequencies at 298 K.

Preparation of compounds 1:
N-acetylation:

Protocol 1: An amino acid (1 mmol) was mixed with dichloromethane (10 ml), and acetic
anhydride was added either as one equivalent (0.1 ml) or in excess (0.5 ml) depending from
the presence of the other reactive groups in the structure. The mixture was stirred for a few
hours or overnight (5-20 h). A successful reaction produced a clear solution of the product
(unreacted amino acids are not soluble in dichloromethane). The reaction vial was left open
under a fume hood overnight (20 h) to allow dichloromethane to fully evaporate. Optionally,
the residue was dissolved in water or water-acetonitrile (10-20 ml) and freeze-dried.

Protocol 2: An amino acid (1 mmol) was mixed with dichloromethane (10 ml), and an excess
of acetic anhydride (0.5 ml) was added. N,N-Diisopropylethylamine (0.5 ml) was added, and
the reaction was stirred overnight (20 h). A successful reaction produced a clear solution
(unreacted amino acid is not soluble in dichloromethane). The reaction vial was left open under
a fume hood overnight (20 h) allowing the solvent to dry out. Optionally, the residue was
dissolved in water or water-acetonitrile (10-20 ml) and freeze-dried, otherwise the material
was used in the next step without purification.

Protocol 3: An amino acid (1 mmol) was mixed with dichloromethane (10 ml) and N,N-
diisopropylethylamine (0.7 ml, 4 equiv.). Trimethylsilylchloride (0.4 ml, 3.2 equiv.) was added,
and the mixture was stirred for about 15 min. Typically, the reaction produced a clear or slightly
turbid solution (unreacted amino acid is not soluble in dichloromethane). Acetic anhydride was
added either as one equivalent (0.1 ml) or in excess (0.5 ml) depending from the presence of
other potential reactive groups in the structure. The reaction mixture was stirred for about 2-
3 h, and then the reaction vial was left open under a fume hood overnight (20 h) allowing the
solvent to evaporate. Optionally, the residue was dissolved in water or water-acetonitrile (10-
20 ml) and freeze-dried.

N.B.: unless a substance contained acetylatable groups in the side-chain, the substance was
first acetylated using Protocol 1. If the solution did not clear overnight, the protocol was
changed to Protocol 2. If this did not lead to clearance of the solution, the substance was
processed by Protocol 3. Protocol 3 was chosen for all substances that contained side-chain
groups susceptible to acetylation: thiol, phenol, etc.

lon-exchange:

Protocol 4: The product of the freeze-drying was dissolved in either water (for polar amino
acids) or acetonitrile-water 1:1 mixture (for nonpolar amino acids). A cation exchange resin
was pre-washed with 1:2 hydrochloric acid and then thoroughly washed with water until a
neutral reaction was observed in the eluate (by pH paper). The substance solution was placed
on the column and eluted with the solvent. Acidic fractions were collected and freeze-dried
affording the N-acetylamino acid as a powder.
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N.B.: Passing through a cation-exchange column removes N,N-diisopropylethylamine and (if
any) remaining non-reacted amino acid. The step was not essential, but highly desirable, as it
significantly simplified the next esterification and purification steps. A material coming out from
the cation-exchange column is typically acidic, such that relatively small amounts of
trimethylsilylchloride were sufficient for methanol acidification in Protocol 5. In contrast,
material containing N,N-diisopropylethylamine required much higher amounts of added acid
and prolonged reaction times. Though, for moderately hydrophilic amino acids (logP of
threonine derivative or lower), a cation-exchange step was essential, since silica gel
purification (Protocol 6) was not efficient of separating target product 1 from remaining Huinig's
base.

Esterification:

Protocol 5: A product from the Protocol 1-4 was dissolved in methanol (2-5 ml).
Trimethylsilylchloride was added to create acidic reaction of the medium. Typically, 0.2-0.5 ml
of the reagent was added. The strongly acidic reaction of the medium was checked on a pH
paper. The solution was stirred overnight (20 h). The solvent was removed under reduced
pressure on a rotary evaporator using bath temperature of about 30-35°C.

Protocol 6: The residue from the esterification step was purified on a short silica gel column
(about 20 g) using ethyl acetate — methanol 20:1 mixture as a starting eluent. For polar amino
acids, the original elution with the 20:1 mixture was continued with a changing solvent ratio
20:1 — 5:1 — 2:1. Alternatively, the elution was continued with dichloromethane — methanol
9:1 — 2:1 mixture. The fractions were collected and analysed by thin layer chromatography,
which was visualized in an iodine chamber. lodine visualization worked only for intermediate
and nonpolar substances (logP = —-0.5). Alternatively, the fractions were analysed by dry
weight after drying the fraction vials under the fume hood overnight. Fractions were checked
by taking a tiny amount in a capillary tube and placing it on a pH paper. If some fraction gave
an acidic reaction, their purification was repeated typically resulting in non-acidic material.
Compound 1 was obtained as either solid or an oily material in 100-300 mg amount depending
from the molecular weight. The identity of the compounds was checked by *H NMR spectra in
methanol-ds or DMSO-ds solution.

Preparation of compounds 2:
Esterification:

Protocol 7: Commercial Fmoc-amino acids were taken on 0.3 mmol amount: Fmoc-(Boc)Lys-
OH, Fmoc-(Pbf)Arg-OH, Fmoc(tBu)Asp-OH, Fmoc-(tBu)Glu-OH, Fmoc-(tBu)Ser-OH, and
Fmoc-(Boc)Amp-OH, where Amp stands for (4R)-aminoproline. The substances were mixed
with chloroform (5 ml each). Difluoroethylamine (0.4 g) was mixed with chloroform (30 ml) and
tert-butyl nitrite (0.8 ml) was added. The solution was stirred for 10 min, and then 5 ml portions
were added in every vial containing the Fmoc-amino acids. After about one hour a clear or
slightly turbid solution was observed in each reaction vial (unreacted material is poorly soluble
in chloroform) indicating successful completion of the reactions. The reaction vials were left
open under a fume hood overnight to allow the solvent to dry out. Each crude material was
purified on a short silica gel column (20 g) using ethyl acetate — methanol 20:1 mixture as an
eluent. Fractions were analysed by thin layer chromatography (iodine chamber) and dry weight
after drying the fraction vials overnight. Esters of the Fmoc-amino acids were collected as
either solid or greasy material in about 150 mg amount each.

Deprotection:
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Protocol 8: A purified product of the previous step (50 mg) was dissolved in dichloromethane
(200 pl) and trifluoroacetic acid (100 ul) was added. The solution was stirred for one hour, and
50 pl aliquots were taken to 4 ml vials. The volatiles were blown off by an intense argon stream
affording compounds 2, which were launched directly into the partition measurements. Buffer
(2 ml, pH 7) and octan-1-ol (2 ml) was added and the mixture was vigorously shaken for over
two hours. The NMR samples were prepared as described in Protocol 9. The measurements
of relative concentrations were accomplished by °F{*H} NMR in 60-degree pulse experiments
below the Ernst angle (acquisition+recycling time either 0.5 or 0.8 s).

In the case of (Pbf)Arg, the deprotection was performed by mixing with 200 ul pure
trifluoroacetic acid for two hours.

Partitioning:

Protocol 9: A substance (5-10 mg) was placed in a 4 ml glass vial with a screw cap. Water
(1 ml) and octan-1-ol (1 ml) was added and the mixture was intensively shaken for over two
hours. The vials were let to stand still for a few minutes to allow phase separation, otherwise
a quick centrifugation was used to sped up the process. Fractions of each phase were carefully
taken using 1 ml plastic syringes (accuracy 0.01 ml) with needles. 0.35 ml of each fraction
were placed in identical type 5 mm NMR tubes and 0.20 ml of same deuterated solvent
(DMSO-ds, methanol-ds4, or acetonitrile-ds) was placed in each tube, creating the total volume
of 0.55 ml, which corresponds to over 4 cm height of the solution in the tube. The solutions in
the tubes were mixed, and the samples were subjected to the NMR measurements. For each
chemical structure the operation was performed in triplicate.

Distribution:

Protocol 10: The distribution between buffer (1-2 ml) and octan-1-ol (1 ml) was performed in
the same manner as described in Protocol 9. The aqueous phase was either of the buffers:

pH 6: 150 mM 2-(N-morpholino)ethanesulfonic acid (MES) buffer adjusted by hydrochloric
acid;

pH 7: 150 mM potassium phosphate buffer adjusted by concentrated potassium hydroxide;
pH 8: 150 mM tris(hydroxymethyl)aminomethane (Tris) buffer adjusted by hydrochloric acid;
pH 9: 150 mM borate buffer adjusted by concentrated potassium hydroxide.

The pH accuracy was £0.1.

It was observed that for non-ionized molecules the experimental logD values obtained in this
way were slightly higher compared to the logP values by < 0.1 units. This observation may be
caused by the salting-out effect that occurs in the measurements against 150 mM buffers.

NMR measurements:

Protocol 11: NMR tubes were placed in the NMR probes at the conventional depth. The
samples were locker, tuned, and shimmed for every sample. All measurements were
performed at 298 K. The datasets were copied and applied for measurements without re-
adjustment of acquisition or processing parameters (except zero-order phase) and without
readjustment of the receiver gain. *H NMR spectra were recorded for all samples, °F NMR
and F{*H} NMR spectra were recorder for fluorine-containing analytes (inverse-gated
decoupling for decoupled spectra). One-scan and multi-scan measurement were performed
on the samples. A single 90-degree pulse experiment with no dummy scans was used for
single scan experiments, and a 30-degree pulse experiment with 8 dummy scans was used
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for multiscan measurements. In case when the amount of the substance in two phases was
drastically different (logP/D > 2 or logP/D < -2), 16-64 scans were used to acquire the
spectrum for the concentrated phase, and up to 8,000 scans were used for the less
concentrated phase. In this case, the comparison between the phases was made taking into
account linear dependence of the resonance intensity from the number of scans.

The spectra were processed in a conventional manner using Fourier transform with 1-2 Hz
line broadening and a 5-degree polynomial baseline correction. Baseline correction in selected
region of the spectra was used whenever possible. The comparison of the relative analyte
concentration in the phases was made by comparison of the absolute integral values and/or
by overlaying resonances from two spectra on each other. P/D values were read out for
several separate resonances for each sample. Averaging these values produced the final
logP/D value and the standard deviation. An example of the spectra analysis is shown in a
dedicated section below.

Distribution of the Dopa derivative 1 in the presence of iron ions:

Protocol 12: Dopa derivative 1 was placed in 4 ml glass vials, 5 mg in each vial. Fresh 30 mM
iron (II) sulphate solution in deionized water was prepared. Aliquotes of this solution (1 ml,
0.66 ml, 0.33 ml, and 0.17 ml) were placed in the vials containing 1 and water was added to
adjust the total volume of the aqueous phase to 1 ml. The final concentration of the iron ions
was 5, 10, 20, 30 mM, while one equivalent of 1 corresponded to 1 ml of 20 mM solution.
Octan-1-ol (1 ml) was added to each vial and the vials were shaken vigorously for over two
hours. Samples of each phase (0.35 ml) were taken by 1 ml plastic syringes into NMR tubes.
DMSO-ds (0.20 ml) was added to each tube. The measurements were performed according
to the Protocol 11. The results are summarised in Table S5.

Special additions to the protocols:

For histidine derivative 1: in the column chromatography purification (Protocol 6), the
substance was placed in the original (20:1 ethyl acetate — methanol) eluent. After few fraction,
the elution was continued with the eluent mixed with some amount of trimethylamine solution
(45 w%, about 0.5 ml).

For cysteine derivative 1: partitioning and distribution (Protocol 9 and Protocol 10) were
performed in the presence of 1-1.5 ul of mercaptoethanol.

For derivatization of 3,5-diiodotyrosine using Protocol 3, the substance was taken as a
dihydrate. The substance produced a jelly in the first step. Solution cleared after two more
equivalents of N,N-diisopropylethylamine and trimethylsilylchloride were added to
compensate for the water molecules, then processed as usual.

In case of amino-tryptophan and amino-phenylalanine, the acetylation was performed with
one equivalent of acetic anhydride. The reaction produced a mixture of amino- and N-
acetylamino derivatives, which was used for partitioning without separation. N-acetylamino
derivatives were slightly more lipophilc as seen using by the resonance of the additional acetyl

group.

Esterification (Protocol 7) for amino acids containing N-butyloxycarbonyl moiety in the side-
chain (Boc-lysine or Boc-aminoproline). The substance was filtered on an ion-exchange
column after N-acetylation. After freeze-drying, the substance was taken up in methanol, and
a couple of small drops of trimethylsilylchloride was added (less than 0.025 ml). The mixture
was left for prolonged time (about few days), then processed as usual.
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Experimental lipophilicity values

Table S1 Summarized experimental logP data for model compounds 1.

group amino acid code structure logP reference
coded Trp g\gNH +1.20+0.05 -
H,C H CO,CHjy
coded Phe o [ : +0.92+0.03 [S1]
HsC H CO,CH,4
CH,
coded Leu o r CHs +0.84+0.04 [S1]
HsC” N7 “CO,CH,
H
CHjy
C
coded lle fi f +0.77+0.04 [S1]
H,sC rd CO,CH;
OH
coded Tyr i £©/ +0.29+0.02 -
H,C H CO,CHjy
513CICH3
+
coded Val e )LH COCH, +0.26+0.03 [S1]
5-CHs
coded Met 0 f +0.13+0.03 -
H,C H CO,CHjy
o /[SH
— + -
coded Cys e )LH COCH, 0.19+0.05
coded Pro (Nj\fo -0.5020.02 (S2])
HSC’QO o.
CH,
O CHs
coded Ala HaCAH COCH, ~-0.54+0.03 [S1]
(0]
coded Gly M N 0,0k, -0.92+0.05 [S1]
N=\
~ NH
coded His b ([b ~0.99:0.04 -
H,C N CO,CHj3
5130:[OH
- + -
coded Thr Hsc)LH COCH, 1.01+0.06
ded S i ,[OH 1.31+0.05
- + -
code er Hsc)LH — .31+0.
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group amino acid code structure logP reference
Os_NH,
coded GlIn 0 ; -1.60+0.04 -
Hac)Ll':l' CO,CH,
(@]
coded Asn bl ﬁ NH, -1.74+0.06 -
H,C H CO,CH;
aromatic o-Nal o +2.08+0.06 -
H3C)k'l§l| CO,CH3
aromatic B-Nal o +2.15+0.04 -
chk” CO,CH;
aromatic Azu o +2.07+0.04 -
H3C)kl;l| CO,CH;
CFj
Phe analogues 4-CFs-Phe 0 £©/ +1.96+0.04 -
Hac)km CO,CH3
Br
Phe analogues  4-Br-Phe 0 /(@ +1.92+0.03 -
H3C)LH CO,CH;
Cl
Phe analogues 4-Cl-Phe 0 £©/ +1.76+0.05 -
H3C)LH CO,CH3
N3
Phe analogues  4-Nz-Phe i/[@/ +1.58+0.02 -
H,C H CO,CHjy
F
Phe analogues 4-F-Phe 0 £©/ +1.16+0.06 -
Hac)k” CO,CH,4
O\CHs
Phe analogues (Me)Tyr 0 +0.92+0.01 -
H3CXH CO,CH,4
//N
Phe analogues 4-CN-Phe o /E©/ +0.58+0.02 -
HaC)kH CO,CHg
H
Phe analogues  4-AcNH-Phe +0.02+0.03 -
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group amino acid code structure logP reference
NH,
Phe analogues 4-NH:-Phe 0 £©/ -0.33+0.07 -
H3C)k” CO,CHjy
|
OH
Tyr analogues  3,5-dil-Tyr o | +1.58+0.15
H3CXH CO,CH,4
|
OH
Tyr analogues  3-I-Tyr o +1.48+0.04 -
Hscku CO,CHj,4
F
F OH
Tyr analogues _2r,;>r,5,6-tetraF- o . +0.98+0.12 -
H3C)ku CO';CH3
NO,
OH
Tyr analogues 3-NO2-Tyr o +0.76+0.03 -
H3cku CO,CHjy
F
OH
Tyr analogues  3-F-Tyr o +0.48+0.02 -
Hac)ku CO,CH,4
OH
OH
Tyr analogues Dopa o -0.21+0.02 -
H3Cku CO,CHj3
Br
Trp analogues  6-Br-Trp é\ iNH +2.37+0.04 -
(0]
Hac)kl':l' CO,CHj3
Br.
Trp analogues  5-Br-Trp o L NH +2.34+0.05 -
H3C)LH CO,CHj3
Cl
Trp analogues  5-ClI-Trp o < NH +2.17+0.04 -
)k/é
H

OBC, doi: 10.1039/d10b01213d

T
)

(@]

b4

CO,CHj

S9



group amino acid code structure logP reference
HaC
Trp analogues  5-CHs-Trp < NH +1.65+0.06 -
o EE
HsC H CO,CHj3
Trp analogues ~ 1-CHs-Trp o \g\g"‘c“s +1.53+0.04 -
H3CXH CO,CHj,
F
Trp analogues  5-F-Trp < NH +1.48+0.05 -
o Eg
H3C)kl':l| CO,CHj3
HO
Trp analogues  5-OH-Trp é\ NH +0.24+0.02 -
(0]
H3C)LH CO,CH;
H,N
Trp analogues  5-NH2-Trp L NH -0.26+0.04 -
(0]
H3C)kl':l| CO,CHj3
CHy
Met analogues  Nle o /(r +0.93+0.01 -
Hac)Ltli CO,CHs
CF,4
Met analogues  Tfnle o /{ +0.72+0.02 -
HSCAH CO,CH3
CHs
&
Met analogues  Eth o f +0.56+0.03 -
H3o)kr;1l CO,CHjs
CH,
Met analogues  Nva JOL f +0.40+0.02 -
H,sC u CO,CH;
56Cs
Met analogues  Sem i f +0.35+0.02 -
H3C H CO,CH3
o.N
NN
Met analogues  Aha o f -0.11+0.04 -
H3C)L'l:l| CO,CH;
S10
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group amino acid code structure logP reference
O/CH3
Met analogues  Mox )Ok f -0.65+0.06 -
HsC H CO,CHj;
Osg-CHs
Met analogues  MetO o} -1.79+0.11 -
H3C)kN CO,CH,4
H
Pro analogues  (Bn)Hyp E +1.09+0.08 -
Ao
H3C’§o o\CH3
Pro analogues  Oic Qlj\fo +1.03+0.05 [S1]
H3C’§O o\CH3
(@]
HN>\o
Pro analogues  (Boc)Amp (j\% +0.66+0.04 -
N (0]
Hsc&o Osch
3
CF8
Pro analogues  2TfmPro N +0.41+0.04 [S3]
H3C’§o o\CH
3
CF3
Pro analogues  3TfmPro (N\/k%o +0.35+0.05 [S3]
3
FsC
Pro analogues  4TfmPro 2Nj\fo +0.23+0.02 [S3,54]
H3C’§o [oN
CH3
FiC
Pro analogues  4TfmPro N : o +0.24+0.01 [S4]
HC N e,
FsC
Pro analogues  5TfmPro —(Nj\fo +0.28+0.06 [S3]
H30/§O o\CH
3
Pro analogues  Ash Z\ 0 +0.19+0.03 [S4]
3
RF
Pro analogues  cF2Ash ?/\f +0.18+0.03 [S4]

OBC, doi: 10.1039/d10b01213d
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group amino acid code structure logP reference
F
Pro analogues  tF2Ash N &fo +0.03+0.02 [S4]
H3C’§ o.
o CH3
CH,
Pro analogues  2Mep N ° -0.06+0.06 [S3]
Hao—A o.
O ""CHs
CHs
Pro analogues  3Mep (Njyo -0.04+0.05 [S3]
HsC (oN
o CH,
HaC
Pro analogues  Mep N o —-0.06+0.02 [S3]
H3C’§o O ch,
HsC o
Pro analogues  5Mep N -0.14+0.07 [S3]
HaC— o.
9] CH,
<s
Pro analogues  Cys[WPro] N ° -0.31+0.04 -
H3C’§ [N
O "CHy
£ F
Pro analogues  Dfp N o) -0.29+0.04 -
H3C’§o O\CH3
HaCOLC
Pro analogues  (Me)rPrc N ° -0.43+0.03 [S2]
Hae— o.
o CH,
Pro analogues  Dhp (Nj\fo -0.47+0.02 -
Hao—4 o.
O ""CHs
E
Pro analogues  Flp <,j\'¢o -0.66+0.03 [S3,54]
H3C’§o O ch,
HsCO,C
Pro analogues  (Me)mPdc N ° -0.74+0.05 [S2]
Hae— o.
O "°CH,
F
Pro analogues  flp {,j\fo -0.84+0.05 [S3,54]
ch&o O e,
0
>\\N/H
HoC 7
Pro analogues  (Ac)Amp <\‘j\'¢o -1.23+0.08 -
H3c/§O o\CH3

OBC, doi: 10.1039/d10b01213d
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group amino acid code structure logP reference
o
Pro analogues  Hyp N o -1.24+0.08 [S3]
H3C’§o o\CH3
HO
Pro analogues  hyp {,j\fo -1.43+0.06 [S3]
H3C’§o o\CH3
o CH
CH
HN)ko CH33
Lys analogues  (Boc)Lys /(H +1.15+0.03 -
O
ch)km CO,CH,4
J
Lys analogues  Sac 0 s +0.61+0.03 -
H3C)k'l§l| CO,CH;
0 J
HN)kO
Lys analogues  (Pro)Lys +0.17+0.02 -
O
Hsc)LH CO,CH,4
(0]
HN)kCH3
Lys analogues  (Ac)Lys /(H —-0.89+0.03 -
(@)
ch)k” CO,CH3
°© O\CH3
miscellaneous  (Me)Glu i -0.51+0.04 -
HsC ” CO,CHg
(6]
. CHs
miscellaneous  (Me)Asp Q © -0.72+0.03 -
HsC” “N” “CO,CHj4
o%(NH2
NH
miscellaneous  Citr o ((( -1.55+0.07 -
H3CAH CO,CH;
0
miscellaneous Sar H3C)LN/\COZCH3 -0.86+0.03 [S1]
CHs

OBC, doi: 10.1039/d10b01213d
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Table S2 Summarized experimental logD- data for compounds 2.

amino acid code  structure experimental logD~7
OH
F
Ser Fmoc\N/g]/O\)\F +3.50+0.13
H (6]
H?I\L
Amp (N\J\w +2.16+0.06
/ F
Fmoc o
AL
H®N NH
2 2
s
Arg +1.56+£0.04
F
Fmoc\N O\)\F
H o
®
NH3
Lys . +1.54+0.06
Fmoc\N O\)\F
H o
(0] O®
Glu F +1.28+0.12
Fmoc\N O\)\F
H (6]
(0]
As o ¢ +0.92+0.06
p Fmoc\H O\)\F e
[¢]

OBC, doi: 10.1039/d10b01213d
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Table S3 Summarized experimental logD data for compounds 1.

amino acid

code structure logDs logD7 logDs logDs
OH
Tyr 0 - +0.43+0.08 +0.29+0.03  +0.32+0.03
H3c)ku CO,CHy
C i ,[SH 0.10+0.11 -0.24+0.06 0.58+0.06
ysS HBC)LH CocH, - .10+0. .24+0. .58+0.
N=\
~NH
His i /fw -1.33+0.05 -0.98+0.04 -0.97+0.06 -
HsC H CO,CHj3
|
OH
3,5-dil-Tyr o | +2.18+0.05  +1.95+0.05 +0.85+0.04  0.00+0.04
Hscku CO,CHj,
|
OH
3-I-Tyr o - +1.58+0.04 +1.29+0.02  +0.79+0.03
Hsc)ku CO,CH,
NO,
OH
3-NO2-Tyr o +0.77+0.03  +0.56+0.02 -0.30+0.02  -1.03+0.02
H3cku CO,CHj3
F
OH
3-F-Tyr o - +0.58+0.06 +0.35+0.04  -0.02+0.03
Hscku CO,CHj,
OH
OH
Dopa o - -0.11+0.02 -0.19+0.04 -2.10+0.12
H3Cku CO,CHj3
F
F OH
2,3,5,6- - - -
tetraF-Tyr i r - 0.06+£0.02 -0.74+0.08 2.68+0.04
CO';CH3

OBC, doi: 10.1039/d10b01213d
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Table S4 Summarized experimental logP / logD- data for substituted indoles.

chemical structure substituent logP logD~ reference

A\

@ - +2.2020.04 - [S5]
H

F

@ 4-F +2.58+0.13 - [S5]
N

F

\©\/N\> 5-F +2.56+0.07 - [S5]
H
A\

F@ 6-F +2.61+0.06 - [S5]
H
A\
N 7-F +2.66+0.05 - [S5]

L oH

OH

@ 4-OH +1.19+0.03 - -
N

HO

m 5-OH +1.24+0.02 - -
H
A\

@ 6-OH +1.34+0.03 - -

HO N
A\
N 7-OH +1.68+0.04 - -

on

NH,

@ 4-NH; +0.71+0.01  +0.82+0.02 -
N

H,N
; 5-NH:2 +0.63+0.03 +0.67+0.03 -
H

/©[\> 6-NH2 +0.86+0.03 +0.92+0.02 -

H,N N
A\
N 7-MH2 +1.34+0.06 +1.41+0.04 -

NH,

Br.

m 5-Br +3.40+0.20 - -
H

H3C

m 5-CHs +2.71+0.09 - -
H
A\

//@ 6-CN +2.47£0.07 - -

NT H

FsC

m 5-CFs +3.65:0.03 - -
H

OBC, doi: 10.1039/d10b01213d
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Table S5 Distribution of Dopa derivative 1 in the presence of iron

[Fe?*] logDre
5mM -0.16+0.07
10 mM -0.12+0.10
20 mM (1 equivalent) -0.13+0.06
30 mM -0.12+0.08

OBC, doi: 10.1039/d10b01213d
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NMR spectra of model compounds 1
Ac-Trp-OCHs in methanol-da:

IH NMR (500 MHz): 7.48 (d, J = 8.2 Hz, 1H), 7.30 (d, J = 8.2 Hz, 1H), 7.06 (t, J = 7.9 Hz, 1H),
7.04 (s, 1H), 6.98 (t, J = 7.8 Hz, 1H), 4.71 (m, 1H), 3.62 (s, 3H), 3.27 (dd, J = 14.5 and 5.4 Hz,
1H), 3.13 (dd, J = 14.6 and 7.6 Hz, 1H), 1.90 (s, 3H).

0O W W (=
TRSSS &
N~ -

6.
—4.7
—3.62

—3.27
—3.13

7
_—7

N

F2 - Acquisition Parameters

Date_ 210306

Time 1843h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
32768

TD
SOLVENT MeCD
NS 8

DS 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 912
DW 50.000 usec
DE 15.60 usec
TE 2980 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H
P1 12.00 usec
T T T T T T T T T T T T T T T T T T T T ;EW1 1§4§ggo%ﬁoezc9 W
9.5 9.0 8.5 8.0 75 7.0 6.5 6.0 55 5.0 45 4.0 35 3.0 25 2.0 1.5 1.0 0.5 ppm  GpNAME] SMSQ10.100
GPZ6 80.00 %
FOT,_% ﬁ ,_7 rmw rNToj r,._w GPNAM[7] SMSQ10.100
Sl=|=|— @© < (ele e GPZ7 1713 %
—|—=lad| — (=1 [ —|— o P19 750.00 usec
P30 1000.00 usec

Ac-Phe-OCHs in deuterium oxide:

IH NMR (700 MHz): 7.32 (m, 2H), 7.26 (m, 1H), 7.20 (m, 2H), 4.61 (dd, J = 8.7 and 5.9 Hz,
1H), 3.67 (s, 3H), 3.14 (dd, J = 14.0 and 5.8 Hz, 1H), 2.96 (dd, J = 14.0, 8.9 Hz, 1H), 1.88 (s,
3H).

7.32
7.26

S-7.20

4.61
— 3867
—3.14
— 296
1.88

-

<)
BRUKER
(><

Current Data Parameters
NAME wova_Ac-Val
EXPNO 120
PROCNO 1

F2 - Acquisition Parameters
Date_ 1606

Time 17.21
INSTRUM spect
PROBHD 5 mm PATXI 1H/
PULPROG 9
D 66536
SOLVENT Dzo
NS 1
DS 0
SWH £333.333 Hz
FIDRES 0.127157 Hz
AQ 3.9321599 sec
RG 4.88
DW 60.000 usec
DE 10.00 usec
TE 2966 K
D1 2.00000000 sac
TD 1
======== CHANNEL 11 ======
SFO1 700.1732927 MHz
EUCI 1H

1 10.30 usec

L I 1L L PLW1 1500000000 W

95 90 85 80 75 7.0

(o]
C’.ﬁf’jq
ol —|ed

OBC, doi: 10.1039/d10b01213d

F2 - Processing parameters
1] 32768

SF
WDW
SSB
LB
GB
PC

700.1700000 MHz
EM

0.30 Hz
10.00

S18



Ac-Leu-OCHs in DMSO-de:

IH NMR (500 MHz): 8.21 (d, J = 7.9 Hz, 1H), 4.26 (dt, J = 7.8 and 5.0 Hz, 1H), 3.62 (s, 3H),
1.85 (s, 3H), 1.62 (m, 1H), 1.49 (m, 1H), 0.90 (d, J = 6.7 Hz, 3H), 0.84 (d, J = 6.6 Hz, 3H).

—8.21
—4.26
—3.62
—1.85
—1.62
—1.49

_—0.90
T~0.85

<)
BRUKER
(<)

Current Data Parameters
NAME vk_AcOMe2

EXPNC 824
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210716

Time 16.58h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655!
SOLVENT DMSC
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec
TE 8.1 K

D1 2.00000000 sec

TDO
SFO1 500.1323915 MHz
NUC1 1H

I A LA JL_.Nl il Pl i200usec

15.99600029 W

T | F2 - Processing parameters
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05ppm oF 500509000 MHz

WDW EM
1 el By & e
A 3| |8 s|le LB 0.30 Hz
S ol s ol GB 0

Ac-lle-OCHgs in DMSO-de:

IH NMR (500 MHz): 8.15 (d, J = 8.0 Hz, 1H), 4.20 (dd, J = 7.8 and 6.8 Hz, 1H), 3.63 (s, 3H),
1.87 (s, 3H), 1.74 (m, 1H), 1.39 (m, 1H), 1.19 (m, 1H), 0.84 (m, 6H).

re} o 0 MY Qo %
- & © IR A= D
=< A (2] - — - o

Current Data Parameters
NAME vk_AcOMea2
8

EXPNO 27
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210718
Time 1345h

INSTRUM spect
PROBHD Z113652_0056 {
PULPROG z

TD 65536
SOLVENT DMSO
NS 1

DS a

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TD

0 1
SFO1  500.1323915 MHz
NUGC1 1H
P, | P1 12.00 usec
b e PLW1 15.99600029 W

1 F2- Processing parameters
32768

T T T T
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 ppm SF  so0am00000 MHz
wDw EM
% S S Sls| |32 |@ B 0.30 Hz
b = P o= =~ e GB 0
PC 20.00

S19
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Ac-Tyr-OCHgs in methanol-d,:

H NMR (500 MHz): 7.00 (d, J = 8.2 Hz, 2H), 6.69 (d, J = 8.2 Hz, 2H), 4.57 (dd, J = 8.0 and
6.6. Hz, 1H), 3.66 (s, 3H), 3.02 (dd, J = 14.0 and 6.4 Hz, 1H), 2.84 (dd, J = 14.0 and 8.7 Hz,
1H), 1.91 (s, 3H).

—7.00
—6.69

457
—3.66

—3.01
— 2384
1.90

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210309

Time 18.15h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
32768

TD
SOLVENT MeCD
NS 8

DS 0

SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
R 912

DwW 50.000 usec
DE 15.60 usec
TE 298.1 K

D1 6.00000000 sec
D16 0.00020000 sec

0.05000000 sec

D20
TDO 1

N . SFO1  500.1323915 MHz
1H

P1 12,00 usec

P2 24.00 usec
95 90 85 80 75 70 65 60 55 50 45 40 35 80 25 20 15 1.0 05 ppm GENAME  emearo 100
GPZ6 8 E

0.00 %
(ﬂ ﬁ fcj r&j rmTOW rﬁj GPNAM[7]  SMSQ10.100
Sl Ia = o b 2 GPZ7 17.18%
o . o el- «® P19 750.00 usec
P30 1000.00 usec

Ac-Val-OCHjs in deuterium oxide:

IH NMR (700 MHz): 4.20 (d, J = 6.0 Hz, 1H), 3.71 (s, 3H), 2.11 (m, 1H), 1.99 (s, 3H), 0.88 (m,
6H).

=3 — —® ©
<+ o o — =}

Current Data Parameters
NAME wova_Ac-Val
EXPNO 420
PROCNO 1
F2 - Acquisition Parameters
Date_ 20160622
Time 1221
INSTRUM spect
PROBHD 5 mm PATXI 1H/
PULPROG zg
TD 5!
SOLVENT Dzo
NS 1
DS 0
SWH 8333.333 Hz
FIDRES 0.127157 Hz
AQ 3.9321599 sec
R 58.31
Dw 60.000 usec
DE 10.00 usec
TE 299.6 K
D1 2.00000000 sac
TD 1
======== CHANNEL {1 ======:
SFO1 700.1732927 MHz
NUC1 1H

L LL P1 10.30 usec

L PLW1 15.00000000 W

F2 - Processing parameters
S

32768
95 90 85 80 75 70 65 6.0 55 5.0 45 4.0 35 30 25 2.0 1.5 1.0 0.5 ppm \?VFI:JW MO‘WOERADOMHZ

N CCT - B
e e alg 2 LB 050 Hz
= & pud 3 GB
PC 10.00
S20
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Ac-Met-OCHs in methanol-d4:

H NMR (500 MHz): 4.54 (dd, J = 9.0 and 4.8 Hz, 1H), 3.71 (s, 3H), 2.53 (m, 2H), 2.09 (m,
1H), 2.07 (s, 3H), 1.97 (s, 3H), 1.94 (m, 1H).

< — [ B N
0 ™~ nHn Socoo
< o ol sl — ~
Y A
T T T T T T T T T T T T T T T T T T 1
95 9.0 85 8.0 75 70 85 6.0 55 5.0 4.5 40 35 2.0 1.5 1.0 0.5 ppm

Ac-Cys-OCHjs in methanol-da:

EXPNC 56
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210224
Time 10,08 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655

SOLVENT MeQD
NS 1

DS 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec
TE

D1 2.00000000 sec
TDO

SFO1 500.1323915 MHz
NUC1 1H

P1 12,00 usec
PLW1 15.99600029 W

F2 - Processing parameters
S| 32768

SF 500.1300000 MHz
wDw EM

S8 0
LB 0.30 Hz
GB 0
PC 1.00

IH NMR (500 MHz): 4.61 (dd, J = 6.7 and 5.0 Hz, 1H), 3.74 (s, 3H), 2.92 (dd, J = 13.9 and 4.8
Hz, 1H), 2.84 (dd, J = 14.0 and 6.9 Hz, 1H), 2.00 (s, 3H).

—4.61

—3.74
———292
284

—2.00

OBC, doi: 10.1039/d10b01213d

40 35 30 25

LI

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 762
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210405
Time 10.35h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K
D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC 1H
P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
Wi EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00
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Ac-Pro-OCHjs in deuterium oxide, major rotamer:

IH NMR (500 MHz): 4.37 (dd, J = 8.4 and 4.4 Hz,
1H), 2.04 (s, 3H), 1.94 (m, 3H).

1H), 3.68 (s, 3H), 3.57 (M, 2H), 2.22 (m,

BRUOKER
(>

P~ @ M~ o < o
] Q5 oS
bl oM NN
) T T T T T T T T T T T T T T T T T T 1
95 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 35 3.0 25 2.0 1.5 1.0 0.5 ppm

Ac-Ala-OCHjs in deuterium oxide:

Current Data Parameters
NAME  wova_Ac-Pro-OMe
EXPNO 200

PROCNO 1

F2 - Acquisition Parameters
Date_ 20170413

Time 17.45
INSTRUM spact
PROBHD 5 mm PABBOC BB/
PULPROG Z

D 65536
SOLVENT D20
NS 1

Ds 0

SWH 7978.724 Hz
FIDRES 0.121746 Hz
AQ 4.1069226 sec
RG V1.8

DW 62.667 usec
DE 10.00 usec

TE 298.0 K
D1 2.00000000 sec
TDO 1

======== CHANNEL {1 ======
SFO1 500.2515007 MHz
NUCH H

P1 12.30 usec

PLW1 15.00000000 W

F2 - Processing parameters

SF 500.2500000 MHz
Wi EM

]
LB 0.30 Hz
B 0
PC 1.00

IH NMR (700 MHz): 4.31 (g, J = 7.3 Hz, 1H), 3.69 (s, 3H), 1.96 (s, 3H), 1.33 (d, J = 7.3 H2).

—431
—3.89

—1.96

—133

<)
BRUKER
(><

Current Data Parameters
NAME wova_Ac-Val
EXPNO 220
PROCNO 1

F2 - Acquisition Parameters

Date_ 20160613

Time 16.20

INSTRUM spect

PROBHD 5 mm PATXI 1H/

PULPROG zg
65536

TD 5!

SOLVENT D20

NS 1

Ds Q

SWH 8333.333 Hz

0.127157 Hz

AQ 3.9321599 sec
G 1.58

Dw 60.000 usec

DE 10.00 usec

TE 299.6 K
D1 2.00000000 sac
TDO 1

CHANNEL f1 =:

10.20 usec
15.00000000 W

OBC, doi: 10.1039/d10b01213d

1 SF
0 0.5 ppm W

F2 - Processing parameters

Sl 32768

700.1700000 MHz
EM

SSB 0

LB 0.30 Hz
GB

PC 10.00
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Ac-Gly-OCHgs in deuterium oxide:

IH NMR (700 MHz): 3.94 (s, 2H), 3.70 (s, 3H), 1.99 (s, 3H).

o)
RUKER
(><)

+ O [«2]

& R &

®m m —

L L L
) T T T T T T T T T T T T T T T T T T 1
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 ppm

Ac-His-OCHjs in DMSO-ds:

Current Data Parameters
NAM

wova_Ac-Val

EXPNO 320
PROCNO 1

F2 - Acquisition Parameters
Date_ 20160622

Time 12.10
INSTRUM spect
PROBHD 5 mm PATXI 1H/

PULPROG

5536
SOLVENT D20
NS 1

DS
SWH

FIDRES
AQ

RG
DwW
DE
TE
D1
TDO

SFO1
NUCH

P1
PLW1

Q
8333.333 Hz
0.127157 Hz
3.9321599 sec
58.31
60.000 usec
10.00 usec
299.6 K
2.00000000 sac
1

700.1732927 MHz
1H
10.30 usec
15.00000000 W

F2 - Processing parameters
|

SF
WD!
SSB

LB
GB
PC

32768
700.1700000 MHz
EM

0.20 Hz
10.00

IH NMR (500 MHz): 11.9 (broad s, 1H), 8.24 (d, J = 7.4 Hz, 1H), 7.58 (s, 1H), 6.82 (s, 1H),
4.46 (m, 1H), 3.59 (s, 3H), 2.92 (dd, J = 14.6 and 5.7 Hz, 1H), 2.83 (dd, J = 14.5 and 8.3 Hz,

1H), 1.82 (s,

3H).

f=1

[+7] [+¢] @© o ©w D N o

i & 38 & T 883 g

— =] ~ w <t M NN —
! lJJNWL.”L A

<)
BRUKER
(L ><

Current Data Parameters
NAME vk_AcOMe
EXPNO 920
PROCNO 1

F2 - Acquisition Parameters
Date, 20210409

OBC, doi: 10.1039/d10b01213d

[N

1.00 =
312=
1.06° o
1.05/

323 =

Time_

8.38h

INSTRUM spect
PROBHD Z113652_0056 {

PULPROG

9

TD 65536
SOLVENT DMSO
NS 1

DS
SWH
FIDRES
AQ

G
bW
DE

P1
PLW1

0
10000.000 Hz
0.305176 Hz
3.2767999 sec
128

50.000 usec
14.21 usec

2.00000000 sec
5001323915 MHz
1H

12.00 usec
15.99600029 W

F2 - Processing parameters
32768

SF
WDW

500.1300000 MHz
EM

0
0.30 Hz

0
20.00
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Ac-Thr-OCHs in methanol-da:
'H NMR (500 MHZz): 4.44 (m, 1H), 4.25 (m, 1H), 3.73 (s, 3H), 2.03 (s, 3H), 1.16 (d, 6.5 Hz).

—4.44

0
o
~

—3.73
—2.03

w

o)
BRUKER
(>

Current Data Parameters
NAME vk_AcOMe

EXPNC 190
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210317
Time 1045h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655

SOLVENT MeQD
NS 1

DS 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz
AQ 3.2767999 sec

RG 128

DW 50.000 usec
DE 14.21 usec
TE 208.1 K

D1 2.00000000 sec

100 1
SFO1  500.1323915 MHz
NUCT 1H
. | | ., \ P1 12.00 usac

PLW1 15.99600029 W

F2 - Processing parameters
68

T 1
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05pPpm o s00omec000 MHz
Wow EM
rwﬁ ﬁ ﬁ ﬁ o .
=] k=1 S 3¢} 3% LB 0.30 Hz
PC 20.00

Ac-Ser-OCHzs in methanol-da:

IH NMR (500 MHz): 4.51 (t, J = 4.6 Hz, 1H), 3.86 (dd, J = 11.3 and 5.0 Hz, 1H), 3.78 (dd, J =
11.3, 4.3 Hz, 1H), 3.73 (s, 3H), 2.00 (s, 3H).

— © o o =}

o @~ <

<+ oo o (—.><7
Current Data Parameters
NAME vk_AcOMe
EXPNC 140
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210311
Time 15.03h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K
D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H
P1 12.00 usec
PLW1 15.99600029 W

T T T T T T T , F2- Processing parameters
95 90 85 80 75 70 65 60 55 50 45 40 35 80 25 20 15 10 05 ppm SF 5001509000 MHz

WDwW EM
(=) (o) = o SSB 0
=} ==k < LB 0.30 Hz
= b P P a8 0

PC 20.00

S24
OBC, doi: 10.1039/d10b01213d



Ac-GIn-OCH3s in DMSO-de:

'H NMR (500 MHz): 8.26 (d, J = 7.4 Hz, 1H), 7.29 (broad s, 1H), 6.78 (broad s, 1H), 4.19
(m,1H), 3.63 (s, 3H), 2.13 (t, J = 7.7 Hz, 2H), 1.93 (m, 1H), 1.85 (s, 3H), 1.20 (m, 1H).

—8.26
—7.29
—6.78

—4.19
—3.63
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_—1.93

—1.85
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Current Data Parameters
NAME vk_AcOMe

EXPNC 203
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210317

Time 11.27h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655!
SOLVENT DMSC
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec
TE 8.1 K

D1 2.00000000 sec

TDO 1

SFO1 500.1323915 MHz
NUC1 1H

P1 12.00 usec

PLW1 15.99600029 W

T F2 - Processing parameters
68

T T T T 1
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05pPpm o s00omec000 MHz
WOW EM
8 g & 5 g g~|g|& B 030 Hz
o — o =} o0 o[ —| ]| — GB

0
PC 20.00

Ac-Asn-OCHsz in DMSO-de:

IH NMR (500 MHz): 8.21 (d, J = 7.8 Hz, 1H), 7.37 (s, 1H), 6.90 (s, 1H), 456 (m, 1H), 3.60 (s,
3H), 2.54 (dd, J = 15.7 and 5.8 Hz, 1H), 2.46 (dd, J = 15.6 and 7.1 Hz, 1H), 1.84 (s, 3H).

—8.21
—7.37
—6.90
—4.56
—3.60

_—2.54
T—2.46
— 1.84
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Current Data Parameters
NAME vk_AcOMe
EXPNC 262
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210319

Time 858h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9

TD 85536

SOLVENT DMSC

NS 1

DS 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz

AQ 3.2767999 sec
128

DwW 50.000 usec

DE 14.21 usec

TE 298.0 K
D1 2.00000000 sec
TDO 1

’ SFO1 500.1323915 MHz
NUC1 1H
s .t J

P1 12.00 usec
T T T T T T T T T T T T T T T T T T T T y F2- Pmcessingspsarameters

PLW1 15.99600029 W
]] 327

95 90 85 80 75 70 85 60 55 50 45 40 35 30 25 20 1.5 1.0 05 ppm gF 500.1300000 MHz

- I
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Ac-a-Nal-OCHzs in methanol-ds4:

IH NMR (500 MHz): 8.10 (d, J = 8.6 Hz0, 1H), 7.86 (d, J = 8.3 Hz, 1H), 7.76 (d, J = 8.3 Hz),
7.54 (t, J = 8.1 Hz, 1H), 7.48 (t, J = 7.7 Hz, 1H), 7.38 (t, J = 8.0 Hz, 1H), 7.33 (d, J = 6.9 Hz,
1H), 4.80 (m, 1H), 3.63 (m, 1H), 3.62 (s, 3H), 3.37 (dd, J = 14.4 and 8.6 Hz, 1H), 1.87 (s, 3H).

54

48

38

33
—4.80
3.63
3.62
—3.37
—1.87

<3

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

_ Me
EXPNC 1306
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210503
Time 15.38 h
INSTRUM spect

PROBHD Z113652_0056 (
PULPROG stebpgpisid
768

TD
SOLVENT MeCD
NS 8

DS 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 130
DW 50.000 usec
DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1
SFO1 500.1323915 MHz
L Wb\ A NUCT H
P1 12,00 usec
T T T T T T T T T T T T T T T T T T T T 1 ;EW1 1549'(9’;)0‘3509;9 w
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 1.5 1.0 05 ppm GpNAME] SMSQ10.100
GPZe 80.00 %
ﬁﬁ, ,ﬁf NW ﬁ H H H GPNAM[Z]  SHISQ10.100
cle(el—=|— @ =S < GPZ7 -17.13%
—l—=[—lailei o <||= 3] P19 750.00 usec
P30 1000.00 usec

Ac-B-Nal-OCHjs in methanol-da:

IH NMR (500 MHz): 7.79 (m, 3H), 7.66 (s, 1H), 7.43 (m, 2H), 7.34 (dd, J = 8.5 and 1.2 Hz,
1H), 4.76 (dd, J = 9.0 and 6.0 Hz, 1H), 3.68 (s, 3H), 3.30 (dd, J = 13.8 and 6.0 Hz, 1H), 3.11
(dd, J = 13.9 and 9.1 Hz, 1H), 1.88 (s, 3H).

RN © © = — ©
RESa r\ e - @
RERE 3 g 55 2 Co><)
Current Data Parameters
NAME vk_AcOMe
EXPNC 1308
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210503
Time 1542 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG  stebpgpisid
TD 3.
SOLVENT MeOD
NS 8
DS 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1030
DW 50.000 usec
DE 15.60 usec
TE 2080 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
N JJ SEO1 5001520015 MH
1132391 z
~ - - e NUC1 1H
P1 12.00 usec
T T T T T T T T T T T T T T T T T T T T ) P2 24.00 useo

95 90 85 80 75 70 65 60 55 50 45 40 B85 30 25 20 15 1.0 05 ppm GEuAMe) omeors 160

GhuAM7  ShiSar:

2 7 10.100

358 3’? 37 8j rs’rTS %7 GPZ7 17.13%

ol—lale =] o —|— o P19 750.00 usec
P30 1000.00 usec
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Ac-Azu-OCHz in methanol-ds:

IH NMR (500 MHz): 8.30 (dd, J = 13.5 and 10.4 Hz, 2H), 7.75 (d, J = 3.5 Hz, 1H), 7.60 (t, J =
10.0 Hz, 1H), 7.31 (d, J = 3.9 Hz, 1H), 7.15 (m, 2H), 4.76 (t, J = 7.2 Hz, 1H), 3.62 (s, 3H), 3.61
(m, 1H), 3.48 (dd, J = 14.3 and 7.7. Hz, 1H), 1.88 (s, 3H).

—8.30
—7.75
——7.60

1.88

—7.31
—7.15
—4.76
3.62
3.61

<3
T~3.48

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe
EXPNC 926
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210411

Time 19.01h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
32768

TD
SOLVENT MeCD
NS 8

Ds 0

SWH 10000.000 Hz

FIDRES 0.610352 Hz

AQ 1.6384000 sec
050

DwW 50.000 usec

DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1

n SFO1 500.1323915 MHz
NUC1 1H

P1 12.00 usec

P2 24.00 usec

95 90 85 80 75 70 65 60 55 50 45 40 35 80 25 20 15 1.0 05 ppm GENAME  emearo 100
GP. 80.00 %

76 0,00 %
{ m\ rh\r ﬂ ﬁnj cj fcw rﬁTﬁ rﬂ GPNAM[7] SMSQ10.100
4 NEIEE 8 w2 3 GPZ7 -17.13%
ol S| —| [—lai — |~ o P1g 750.00 usec
P30 1000.00 usec
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Ac-4-CF3-Phe-OCHz3 in methanol-da:

'H NMR (500 MHz): 7.58 (d, J = 7.8 Hz, 2H), 7.39 (d, J = 7.8 Hz, 2H), 4.72 (m, 1H), 3.69 (s,
3H), 3.24 (dd, J = 14.0 and 5.6 Hz, 1H), 3.03 (dd, J = 13.0 and 8.9 Hz, 1H), 1.90 (s, 3H).

®© @ [} =2} + o =3
] [ © [ =1 &
g 5 5 33 : C><)
Current Data Parameters
NAME vk_AcOMe2
EXPNC 810
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210714
Time 17.28h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9
TD 655
SOLVENT MeQD
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DW 50.000 usec
DE 14.21 usec
TE
D1 2.00000000 sec
TDO
SFO1 500.1323915 MHz
NUC1 1H
1 ) ] L P 12.00 usec
PLW1 15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 F2-Froceseing parameters
S| 32768
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm gf 500.1300000 MHz
wDw EM
e < o« R < LB 0.30 Hz
aifed - o —le o GB 0
PC 20.00
1 .
9F NMR (471 MHz): —64.0 (s).
o
<
3 C><)
©
Current Data Parametars
NAM| vk_AcOMe2
EXPNO 812
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210714
Time 17.29h
INSTRUM spect
PROBHD Z113652_0056 {
PULPROG 9
TD 102400
SOLVENT MeOD
NS 1
D 0
SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE .
D1 3.00000000 sec
TDO
SFO1 470.5617885 MHz
NUC1 19F
P1 15.75 usec
PLW1 42.00000000 W
T T T T T T T T T T ;2 - Pr gp
20 30 -40 50 60 -70 -80 -90 -100 -110 ppm

OBC, doi: 10.1039/d10b01213d

SF 470.5923770 MHz
WDW EM

SSB [
LB 1.00 Hz
GB 0

PC 10.00

S28



Ac-4-Br-Phe-OCHzs in methanol-da;

IH NMR (500 MHz): 7.43 (d, J = 8.4 Hz, 2H), 7.13 (d, J = 8.4 Hz, 2H), 4.64 (dd,

J=9.0and

5.7 Hz, 1H), 3.69 (s, 3H), 3.11 (dd, J = 14.0 and 5.7 Hz, 1H), 2.91 (dd, J = 14.0 and 8.9 Hz,

1H), 1.90 (s, 3H).

—7.43
—7.13
4.64
—3.69
1.90

—3.11
—2.91

Ac-4-Cl-Phe-OCHs in methanol-da:

IH NMR (500 MHz): 7.27 (d, J = 8.5 Hz, 2H), 7.18 (d, J = 8.5 Hz, 2H), 4.64 (dd,

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 590
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210330
Time 1242h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.1 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
wDow EM

SSB ]

LB 0.30 Hz
GB 0

PC 20.00
J=9.0and

5.8 Hz, 1H), 3.68 (s, 3H), 3.12 (dd, J = 14.0 and 5.8 Hz, 1H), 2.92 (dd, J = 14.0 and 9.0 Hz,

1H), 1.89 (s, 3H).

727
—7.18

4.64
—3.68

—3.12
—292
1.89

OBC, doi: 10.1039/d10b01213d
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Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 592
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210330
Time 1246 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
Wi EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00

S29



Ac-4-Nz-Phe-OCHz3; in methanol-da:

H NMR (500 MHz): 7.22 (d, J = 8.5 Hz, 2H), 6.98 (d, J = 8.5 Hz, 2H), 4.63 (dd, J = 9.0 and
5.7 Hz, 1H), 3.68 (s, 3H), 3.12 (dd, J = 13.9 and 5.7 Hz, 1H), 2.92 (dd, J = 14.0 and 8.9 Hz,

1H), 1.89 (s, 3H).

—7.22
—6.98
463

—3.68

—3.12
—2.92

1.89

OBC, doi: 10.1039/d10b01213d
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Current Data Parameters
NAME vl

_AcOMe
EXPNC 457
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210329
Time 15.52h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 2978 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
Wi EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00

S30



Ac-4F-Phe-OCHz3 in methanol-ds4:

IH NMR (500 MHz): 7.20 (m, 2H), 7.00 (m, 2H), 4.63 (m, 1H), 3.68 (s, 3H), 3.11 (dd, J = 14.0,

5.7 Hz, 1H), 2.92 (dd, J = 14.0 and 8.9 Hz, 1H), 1.90 (s, 3H).

—7.20
—7.00
—4.63
—3.68

—3.11
—2.92
—1.90

<)
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Current Data Parameters
NAME vk_AcOMe2
EXPNO 800
PROCNO 1

F2 - Acquisition Parameters
Date_ 210714

Time 17.23h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655!
SOLVENT MeCD
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec

RG 128

DW 50.000 usec
DE 14.21 usec
TE 208.1 K

D1 2.00000000 sec
TDO

SFO1 500.1323915 MHz
C1 1H
P1 12.00 usec

PLW1 15.99600029 W

19F NMR (471 MHz): —118.5 (m).

F2 - Processing parameters
327

Sl
500.1300000 MHz
Wi EM
S8 0
LB 0.30 Hz
GB 0
PC 20.00

=]
<
= Co><)
Current Data Parameters
NAME vk_AcOMea2
EXPNC 802
PROCNC 1
F2 - Acquisition Parameters
Date_ 20210714
Time 17.25h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z
102400
SOLVENT MeQD
NS 1
DS
SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE
D1 3.00000000 sec
TDO
SFO1 470.5359059 MHz
NUC1 19F
P1 15.75 usec
PLW1 42.00000000 W
T r T T T T T T T ;‘2 - Pr égga%arameters
70 80 90 100 110 120 -130 -140 -150 ppm  sf 470.5023770 MHz
WDW EM
ﬁ SSB 0
=] LB 1.00 Hz
- GB
PC 10.00

OBC, doi: 10.1039/d10b01213d
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Ac-(Me)Tyr-OCHs in methanol-d,:

H NMR (500 MHz): 7.09 (d, J = 8.7 Hz, 2H), 6.83 (d, J = 8.8 Hz, 2H), 4.59 (dd, J = 8.7 and
5.9 Hz, 1H), 3.75 (s, 3H), 3.67 (s, 3H), 3.05 (dd, J = 14.0 and 5.9 Hz, 1H), 2.87 (dd, J = 13.9
and 8.8 Hz, 1H), 1.90 (s, 3H).

—7.09
—6.83
—4.59

——3.75
T—3.67
—3.05
—2.87

1.90

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 403
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210323
Time 11.48h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1
SFO1  500.1323915 MHz
I NUC1 1H
dd ! P1 12.00 usec
— PLW1 15.99600029 W

T T T T T T T T T T T T T T T T T T T T y F2- Pmcessingspsarameters

95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 pPpm o s0coms 00 Mhz
WDW EM
ENES S S| 3| =1 L8 0.30 Hz
—| |~ — m|y [=]{=] o GB 0
PC 20.00

Ac-4-CN-Phe-OCHjs; in methanol-ds:

IH NMR (500 MHz): 7.65 (d, J = 8.2 Hz, 2H), 7.39 (d, J = 8.3 Hz, 2H), 4.71 (dd, J = 9.1 and
5.6 Hz, 1H), 3.69 (s, 3H), 3.24 (dd, J = 13.8 and 5.6 Hz, 1H), 3.02 (dd, J = 13.9 and 9.2 Hz,
1H), 1.89 (s, 3H).

—7.65
—7.39

4.71
—3.69
—3.24
—3.02

1.89

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 455
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210329
Time 1549 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1

SFO1  500.1323915 MHz
NUC1 1H
| ) | . P1 12.00 usec

PLW1 15.99600029 W

T T T T T T T T T T T T T T T T T T T T y F2- Processing parameters
Sl 32768
95 9.0 85 8.0 75 70 85 6.0 55 5.0 45 40 35 30 25 20 1.5 1.0 05 ppm gF 500.1300000 MHz
Wi EM

E I -

OBC, doi: 10.1039/d10b01213d



Ac-4-AcNH-Phe-OCHjs in DMSO-ds:

IH NMR (500 MHz): 9.86 (s, 1H), 8.30 (d, J = 7.7 Hz, 1H), 7.47 (d, J = 8.5 Hz, 2H), 7.12 (d, J
= 8.5 Hz, 2H), 4.41 (m, 1H), 3.60 (s, 3H), 2.95 (dd, J = 13.7 and 5.6 Hz, 1H), 2.82 (dd, J =

13.8 and 9.1 Hz, 1H), 2.03 (s, 3H), 1.80 (s, 3H).

— 9386
—830
—7.47
—7.12
— 441
— 360

—295
——282
—2.03
—1.80

] AT

T

Ac-4-NH»>-Phe-OCHs in DMSO-de:

T T T T T T T T
.5 6.0 55 5.0 4.5 40 35 3.0

0.99

o)
BRUKER
(<

Current Data Parameters
NAME vl

_AcOMe
EXPNC 597
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210401
Time 17.23h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 85536
SOLVENT DMSO
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec

TE 2979 K
D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters

Sl 32768

SF 500.1300000 MHz
EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00

IH NMR (500 MHz): 9.52 (broad s, 2H), 8.39 (d, J = 7.9 Hz, 1H), 7.31 (d, J = 8.5 Hz, 2H), 7.26
(d, J = 8.5 Hz, 2H), 4.45 (m, 1H), 3.61 (s, 3H), 3.03 (dd, J = 13.8 and 5.5 Hz, 1H), 2.89 (dd, J

=13.8 and 9.3 Hz, 1H), 1.79 (s, 3H).

—9.52
—8.39
—4.45

1.79

—3.61
—3.08
—2.89

_—7.31
T~7.26

n.b.: the spectrum demonstrates presence of diisopropylethylamine.

OBC, doi: 10.1039/d10b01213d
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Current Data Parameters
NAME vl

_AcOMe
EXPNC 599
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210405
Time 10.20h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 85536
SOLVENT DMSO
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.1 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
Wi EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00
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Ac-3,5-dil-Tyr-OCHjs in methanol-da:

H NMR (500 MHz): 7.57 (s, 2H), 4.56 (dd, J = 8.9 and 5.7 Hz, 1H), 3.69 (s, 3H), 3.00 (dd, J
=14.0 and 5.6 Hz, 1H), 2.79 (dd, J = 14.0 and 8.9 Hz, 1H), 1.92 (s, 3H).

I @ 2] = =

0y i ] S~ o
Current Data Parameters
NAME vk_AcOMe
EXPNC 1511
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210512
Time 11.56h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG  stebpgpisid
TD 32768
SOLVENT MeQD
NS 8
Ds ]
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1620
DW 50.000 usec
DE 15.60 usac
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1

N ﬂL A SFO1 500.1323915 MHz

NUC1 1H
P1 12.00 usec

Pz 24.00 usec

Wi 15.99600029 W

T T T T 1
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm SLPNAM[G] SMSQ10.100
PZ6 80.00 %
7mr Wor Wr-.( T;"w‘ ‘m‘ GPNAM[7] 2MiSQ10.100
& 3 S a||& 51 GPZ7 17.13%
— —! (%] —lle ™ P19 750.00 usec
P30 1000.00 usec

Ac-3-I-Tyr-OCHs; in methanol-d,:

IH NMR (500 MHz): 7.51 (d, 2.2 Hz, 1H), 7.01 (dd, J = 8.3 and 2.2. Hz, 1H), 6.74 (d, J = 8.3
Hz, 1H), 4.56 (dd, J = 8.9 and 5.9 Hz, 1H), 3.68 (s, 3H), 3.00 (dd, J = 13.7 and 5.8 Hz, 1H),
2.81 (dd, J = 13.9, 8.9 Hz, 1H), 1.92 (s, 3H).

— - = © «© o — o
0 <o~ o < < ® @
~ ~ © N @ @ o - (_'><7
Cutrent Data Parameters
NAME vk_AcOMe
EXPNC 1338
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210508
Time 9.13h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG g9
D 655
SOLVENT MeOD
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DW 50.000 usec
DE 14.21 usec
TE 298.1 K
D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H
L P1 12.00 usec
t = PLW1 15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 ;‘2 N P"’CES‘“’:"E%SPB“"“E{E""
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm gf 500.1300000 MHz
WDwW EM
! S| |e < < —=[= < L8 0.30 Hz
& =lla = P =|l= I3 GB 0
PC 20.00

OBC, doi: 10.1039/d10b01213d



Ac-2,3,5,6-tetraF-Tyr-OCHs in DMSO-d:

'H NMR

(500 MHz): 11.3 (s, 1H), 8.40 (d, J = 8.1 Hz, 1H), 4.49 (m, 1H), 3.62 (s, 3H), 3.08 (dd,

J=14.1and 6.5 Hz, 1H), 2.97 (dd, J = 14.1 and 7.9 Hz, 1H), 1.80 (s, 3H).

0
o

—8.40
—4.49
—362

——3.08
297
—1.80

<)
BRUKER
(L ><

Current Data Parameters
N,

AME vik_AcOMe
EXPNO 594
PROCNO 1

F2 - Acquisition Parameters
Date, 20210331

Time 731h
INSTRUM spect
PROBHD Z113652_0056 {
PULPROG Z

TD 65536
SOLVENT DMSO
NS 1

DS 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz

AQ 3.2767999 sec
128

G
DwW 50.000 usec
DE 1421 usec
TE 2081 K
D1 2.00000000 sec

SFO1 500.1323915 MHz
NUC1 1H

P1 12.00 usec
PLW1

15.99600029 W

T ;2 - Proeesssigg parameters
10 9 8 7 6 5 4 3 2 1 pPM SF  500.1300000 MHz
WOW EM

@ =) 7o) |10 0 SSB 0

& =1 =1 I =11 =1 L8 0.30 Hz

[=] - o —[— o GB 0
PC 20.00

19 NMR (471 MHz): —146.0 (m, 2F), -162.2 (m, 2F).

—-146.03
—-162.18

<)
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(>

Current Data Parameters

NAME vk_AcOMe
EXPNO 596
PROCNO 1

F2 - Acquisition Parameters
Date 20210331

Time 7.34h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG zg

0 102400
SOLVENT DMSO
NS 1

DS 0

SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 512

DW 10.000 usec
DE 11.82 usec
TE .

D1 3.00000000 sec
TDO

1
SFO1 470.5194352 MHz
NUC1 19F
P1 15.75 usec
PLW1 42.00000000 W

T
-110

OBC, doi:

T T T T T T T T F2 - Processing parameters
Sl 32768
-120 -130 -140 -150 -160 -170 -180 -190 -200 ppm  sF 4705923770 MHz

wDw EM

SSB 0
@ rgﬁ LB 1.00 Hz
- - GB 0

FC 10.00

10.1039/d10b01213d



Ac-3-NO,-Tyr-OCHs in methanol-d,:

H NMR (500 MHz): 7.92 (d, J = 2.2 Hz, 1H), 7.47 (dd, J = 8.6 and 2.2. Hz, 1H), 7.08 (d, J =
8.6 Hz, 1H), 4.66 (dd, J = 9.0 and 5.6 Hz, 1H), 3.71 (s, 3H), 3.16 (dd, J = 14.1 and 5.5. Hz,

1H), 2.95 (dd, J = 14.1 and 9.1 Hz, 1H), 1.91 (s, 3H).

—7.92
—7.47
—7.09
—— 4.66

—3.71
—3.16
—295

1.91

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe
EXPNC 1337
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210506

Time 911h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9

TD 855
SOLVENT MeCD
NS 1

Ds 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz

AQ 3.2767999 sec
128

DwW 50.000 usec
DE 14.21 usec
TE 298.2 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC 1H

P1 12.00 usec

PLW1 15.99600029 W

OBC, doi: 10.1039/d10b01213d

T T T T y F2- Processing parameters
Sl 32768

20 15 1.0 05ppm s 500.1300000 MHz
DW EM
I 5SB 0
@ LB 0.30 Hz
o GB 0
PC 20,00

S36



Ac-3-F-Tyr-OCHjs in methanol-da:

'H NMR (500 MHz): 6.89 (m, 1H), 6.81 (m, 2H), 4.58 (dd, J = 8.8 and 5.8 Hz, 1H), 3.68 (s,
3H), 3.03 (dd, J = 14.0 and 5.7 Hz, 1H), 2.84 (dd, J = 14.0 and 8.8. Hz, 1H), 1.90 (s, 3H).

——6.89
~6.81
—4.58
—3.68
—3.03
—2.84

=]
<

<)
BRUKER
(<)

Current Data Parameters
NAME vk_AcOMe

EXPNC 400
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210323
Time 11.43h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655
SOLVENT MeQD
NS 1

DS 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz
AQ 3.2767999 sec

RG 128

DW 50.000 usec
DE 14.21 usec
TE

D1 2.00000000 sec

1
SFO1  500.1323915 MHz
NUC1 H

| ) L 1 n P1 12.00 usec

PLW1 15.99600029 W

T T T T T F2- F’rocessgg% parameters

T T T T 1
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm g‘; 500_]3%3000 MHz
wow M
gy 2 8 8la & LB 0.0 Hz
—lai = o g ai GB 0
PC 20.00

19F NMR (471 MHz): —139.6 (dd, J = 12 and 7 Hz).

-139.58

<)
BRUKER
(>

ﬁunem Data Parameters

IAME vk_AcOMe
XPNO 402
PROCNC 1
F2 - Acquisition Parameters
Date_ 20210323
Time 11.44h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z
102400
SOLVENT MeQD
NS 1
DS
SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE
D1 3.00000000 sec

TDO 1

SFO1 470.5264941 MHz
NUC1 19F

P1 15.75 usec

PLW1 42.00000000 W

T T T T T T T T T T T F2 - Pr ing parameters
S| 65536
-90 -100 -110 -120 -130 -140 -150 -160 -170 -180 ppm  sF 4705923770 MHz
WDW EM
ﬁ SSB Q
S L8 1.00 Hz
- GB 0
PC 10.00
S37
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Ac-Dopa-OCHgs in methanol-ds:

H NMR (500 MHz): 6.66 (d, J = 8.0 Hz, 1H), 6.61 (d, J = 1.7 Hz, 1H), 6.49 (dd, J = 8.0 and
1.7 Hz, 1H), 4.56 (dd, J=8.6 and 6.2 Hz, 1H), 3.67 (s, 3H), 2.95 (dd, J = 14.0 and 6.2 Hz, 1H),
2.80 (dd, J =14.0 and 8.4 Hz, 1H), 1.91 (s, 3H).

‘—56

T~ 6.49

0 —
©o
©

— 456

—3.67

—295
——2.80

1.91

Ac-6-Br-Trp-OCHjs in DMSO-ds:

o)
BRUKER
(<

Current Data Parameters
NAME vl o]

_AcOMe
EXPNC 173
PROCNO 1

F2 - Acquisition Parameters
Date 20210316
Time_ 956 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG  stebpgpisid
TD 32768
SOLVENT MeCD
NS 8

Ds 0

SWH 10000.000 Hz

FIDRES 0.610352 Hz

AQ 1.6384000 sec

RG 2050

DwW 50.000 usec

DE 15.60 usec

TE 298.0 K

D1 6.00000000 sec

D16 0.00020000 sec

D20 0.05000000 sec

TDO 1

SFO1 500.1323915 MHz

NUC1 1H

P1 12.00 usec

P2 24.00 usec

PLW1 15.99600029 W

GPNAM[6] SMSQW 100

GPZ& 0 %

GPNAM[?] SMSQ10 100
PZ7 -17.13%

PIQ ?50 00 usec

P30 1000.00 ussc

IH NMR (500 MHz): 11.02 (s, 1H), 8.30 (d, J = 7.6 Hz, 1H), 7.53 (d, J = 1.6 Hz, 1H), 7.45 (d,
J=8.6 Hz, 1H), 7.19 (d, J = 2.1 Hz, 1H), 7.12 (dd, J = 8.6 and 1.7 Hz, 1H), 4.48 (m, 1H), 3.57
(s, 3H), 3.12 (dd, J = 14.7 and 5.9 Hz, 1H), 3.02 (dd, J = 14.6 and 8.6 Hz, 1H), 1.81 (s, 3H).

S [=3 [ Mo RN+ M oV] 3 W NN ~—
Z & Be=S ¥ § =e 2
s «© NN <+ ™ mm -
| | NV | Y, |
| | o
T T T T T T T T T T T 1
11 10 9 8 7 6 4 3 2 1 ppm
: ) s AT
o o =10 B — ol oo o™

OBC, doi: 10.1039/d10b01213d
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Current Data Parameters
NAME vk_AcOMe

EXPNO 1273

PROCNO 1

F2- Acqu\s\tion Faramelers
Date,

Time_
INSTRUM spact
PROBHD Z113652_0056 {
PULPROG slabpgp131d

1047h

32768
SOLVE NT DMSO
NS 8
Ds 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1030
DW 50.000 usec
DE 15.60 usec
TE 298.1 K
D1 6.00000000 sec
D16 0.00020000 sec

D20 0.05000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC1 1H

P1 12.00 usec

P2 24.00 usec

PLW1 15.99600020 W
GPNAM[G] SMSQIO 100
0 %

GF'NAM[?] SMSQIO 100

FWS
P30

750 00 usec
1500.00 usec

S38



Ac-5-Br-Trp-OCHjs in methanol-da:

'H NMR (500 MHz): 7.63 (s, 1H), 7.24 (d, J = 8.9 Hz, 1H), 7.16 (d, J = 8.7 Hz, 1H), 7.10 (s,
1H), 4.69 (t, J = 6.7 Hz, 1H), 3.66 (s, 3H), 3.23 (dd, J = 14.7 and 6.1 Hz, 1H), 3.12 (dd, J =
14.7 and 7.5 Hz, 1H), 1.92 (s, 3H).

1.92

—7.63
—7.16

™~

7.10
4.69
—3.66
—3.23
—3.12

\ BRUKER
(<

Current Data Parameters
NAME vl

_AcOMe
EXPNC 204
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210318
Time 8.33h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 6553
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec

DE 14.21 usec
TE 298.1 K

D1 2.00000000 s8¢
TDO 1
SFO1  500.1323915 MHz
NUC1 H

| W\ P1 12.00 usec

PLW1 15.99600029 W

T T T T T T T T T T T T T y F2- Pmcessingspsarameters

T T
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 pPpm o s0coms 00 Mhz

wDow EM
BEEE g e 3 g oo
e B e < el [=e - L8 0.30 Hz
- [—=|—=]— — o —— [y} GB 0

PC 20.00

Ac-5-CI-Trp-OCHs in methanol-da:

IH NMR (500 MHz): 7.47 (d, J = 2.0 Hz, 1H), 7.28 (d, J = 8.7 Hz, 1H), 7.11 (s, 1H), 7.04 (dd,
J=8.6 and 2.0 Hz, 1H), 4.69 (dd, J = 7.7 and 5.8 Hz, 1H), 3.65 (s, 3H), 3.23 (dd, J = 14.7 and
5.9 Hz, 1H), 3.11 (dd, J = 14.7 and 7.8 Hz, 1H), 1.91 (s, 3H).

747
——7.28
711

~7.04

—4.69
—3.66

—3.24
—3.11
—1.91

<)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe
EXPNC 202
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210317

Time 11.12h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG  stebpgpisid

TD 6

SOLVENT MeCD

NS 8

Ds 0

SWH 10000.000 Hz

FIDRES 0.610352 Hz

AQ 1.6384000 sec
050

DwW 50.000 usec

DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
J N TDO 1

' L = ~Ad. SFO1 500.1323915 MHz

NUC1 1H

P1 12.00 usec
T T T T T T T T T T T T T 1 P2 24.00 usec

T T
95 90 85 80 75 70 65 60 55 50 45 40 35 80 25 20 15 1.0 05 ppm GRNAME  mearo 100
GPZ6 80.00 %

Zt .00 %
roj{orm}c rr—w rmj rﬁ‘ﬁw rcoj GPNAM[7] SMSQ10.100
Qlelele < o == o GPZ7 -17.13%
AL b — @ —I— ] P1g 750.00 ussc
P30 1000.00 ussc

OBC, doi: 10.1039/d10b01213d



Ac-5-CHs-Trp-OCHs in methanol-ds:

IH NMR (500 MHz): 7.28 (s, 1H), 7.20 (d, J = 8.5 Hz, 1H), 7.00 (s, 1H), 6.91 (dd, J = 8.4 and
1.5 Hz), 4.70 (dd, J = 7.6 and 5.8 Hz, 1H), 3.65 (s, 3H), 3.24 (ddd, J = 14.7, 5.9 and 0.7 Hz,
1H), 3.11 (dd, J = 14.7 and 7.8 Hz, 1H), 2.40 (s, 3H), 1.91 (s, 3H).

@

—7.20
—7.00
T-6.91
—4.70
——365
324
—3.11
—2.40

728

o)
BRUKER
(<

Current Data Parameters
NAME vl

_AcOMe

EXPNC 200
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210317

Time 11.07h
INSTRUM spect
PROBHD Z113652_0056 (

PULPROG 29
TD 6553
SOLVENT MeCD
NS 1

DS 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DwW 50.000 usec
DE 14.21 usec
TE 298.1 K

D1 2.00000000 sec
TDO

D 1
SFO1 5001323915 MHz
NUGH 1H
| P1 12.00 usec

PLW1 15.99600029 W

T T T T T T T T T T T T T T T T T T T T y F2- Processing parameters
Sl 32768
95 9.0 85 8.0 75 70 85 6.0 55 5.0 45 40 35 30 25 20 1.5 1.0 05 ppm gF 500.1300000 MHz

= 2 HEd B R

AC-l-CHg-Trp-OCHs in DMSO-deZ

IH NMR (500 MHz): 8.30 (d, J = 7.6 Hz, 1H), 7.50 (d, J = 8.0 Hz, 1H), 7.39 (d, J = 8.2 Hz, 1H),
7.15 (m, 1H), 7.12 (s, 1H), 7.03 (m, 1H), 4.47 (m, 1H), 3.74 (s, 3H), 3.58 (s. 3H), 3.12 (dd, J =
14.7 and 6.0 Hz, 1H), 3.02 (dd, J = 14.6 and 8.2 Hz, 1H), 1.82 (s, 3H).

—8.30
—4.48
—3.74
~—358

—3.12
—3.02
—1.82

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe
EXPNC 1018
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210415

Time 14.50 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9

TD 85536
SOLVENT DMSO
NS 1

Ds 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz

AQ 3.2767999 sec
128

DwW 50.000 usec
DE 14.21 usec
TE 2979 K

D1 2.00000000 sec
| | TDO 1

SFO1 500.1323915 MHz
NUC1 1H
] i i Pi 12.00 usec
e . PLW1  15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 F2- P’“essmgsp;’“mem""

95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 pPpm o s0coms 00 Mhz

WDW EM
g |S]e S LB 0.30 Hz
[sel o] —|— ™ GB 0

PC 20.00

S40
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Ac-5-F-Trp-OCHs in methanol-da:

'H NMR (500 MHz): 7.27 (dd, J = 8.8 and 4.5 Hz, 1H), 7.16 (dd, J = 10.0 and 2.6 Hz, 1H),
7.12 (s, 1H), 6.85 (td, J =9.2 and 2.5 Hz, 1H), 4.69 (dd, J = 7.7. and 5.8 Hz, 1H), 3.65 (s, 3H),
3.22 (dd, J = 14.7 and 5.9 Hz, 1H), 3.10, (dd, J = 14.7 and 7.8 Hz, 1H), 1.91 (s, 3H).

—7.16
——6.85
—4.69
—3.65

—3.22
—3.10
—1.91

/

727

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 197
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210317
Time 11.01h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H
P1 12.00 usec
PLW1 15.996000290 W

T T

F2 - Processing parameters
68

T T
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 pPpm o s0coms 00 Mhz
WDW EM
gl3|3|S 3 3 (8|8 @ LB 0.30 Hz
—|S|S|— [=3 ol —— o GB 0
PC 20.00

19F NMR (471 MHz): —127.8 (td, J = 10 and 5 Hz).

@«
3 C><)
™
Current Data Parameters
NAME vk_AcOMe
EXPNC 199
PROCNC 1
F2 - Acquisition Parameaters
Date_ 20210317
Time 11.04h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z
102400
SOLVENT MeQD
NS 1
DS
SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE
D1 3.00000000 sec
TDO
SFO1 470.5335530 MHz
NUC1 19F
_""‘.hgl P1 15.75 usec
PLW1 42.00000000 W
T T r T T T T T T T ;‘2 - Pr égga%arameters
-80 -90 -100 -110 -120 -130 -140 -150 -160 -170 ppm sf 470.5023770 MHz
WDW EM
ﬁ SSB 0
=] LB 1.00 Hz
- GB
PC 10.00

OBC, doi: 10.1039/d10b01213d



Ac-5-OH-Trp-OCHjs in methanol-da:

'H NMR (500 MHz): 7.14 (d, J = 8.9 Hz, 1H), 6.99 (s, 1H), 6.87 (s, 1H), 6.64 (d, J = 8.6 Hz,
1H), 4.68 (t, J = 6.6 Hz, 1H), 3.65 (s, 3H), 3.19 (dd, J = 14.7 and 5.9 Hz, 1H), 3.07 (dd, J =
14.5 and 7.7 Hz, 1H), 1.92 (s, 3H).

™ © 0 ® © -
—&w| e < @« - <
~© oo ~ el o o — m
Cutrent Data Parameters
NAME vk_AcOMe
EXPNC 207
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210318
Time 840 h
INSTRUM spect
PROBHD Z113652_0056 (
_II?BLFROG stebpgpisid
SOLVENT MeOD
NS 8
DS 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 2050
DW 50.000 usec
DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
b " TDO 1
SFO1 500.1323915 MHz
NUC1 1H
P1 12,00 usec
T T T T T T T T T T T T T T T T T T T T 1 ;EW1 1549'3@0‘3509209“,
95 9.0 8.5 80 75 70 865 6.0 55 50 4.5 40 35 30 25 20 1.5 1.0 0.5 ppm GPNAM[S] SMSQ10.100
g;ﬁ?\w ] Shisal:
7 10.100
3|8[8[3 8 s |88 8 GPZ7 17.13%
—|=lal—= -~ o Si— ol P19 750.00 usec
P30 1000.00 usec

Ac-5-NHz-Trp-OCHgs (with Ac-5-AcNH-Trp-OCHgs) in DMSO-ds:

IH NMR (500 MHz): 10.34 (s, 1H), 8.22 (d, J = 7.7 Hz, 1H), 7.03 (d, J = 8.6 Hz, 1H), 6.95 (d,
J=2.2 Hz, 1H), 6.62 (d, J = 1.5 Hz, 1H), 6.48 (dd, J = 8.6 and 2.0 Hz, 1H), 4.44 (m, 1H), 3.60
(s, 3H), 3.01 (dd, J = 14.6 and 5.8 Hz, 1H), 2.88 (dd, J = 14.6 and 8.8 Hz, 1H), 1.82 (s, 3H).

=+

@ o Do ® < =] - ® o o
b & [CRORERS ~* B o © S %
- @ ~© oo ~F o o o o —

Current Data Parameters
NAME vk_AcOMe
EXPNO 1271
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210423
Time 1043h
INSTRUM spact
PROBHD Z113652_0056 {
PULPROG  stebpgpisid

TD 32768
SOLVENT DM3O
NS 8

Ds 0

SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1030

DW 50.000 usec

DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1
I, l I 1 L SFO1 500 13]2'_‘3915 MHz

NUC1
P1 12.00 usec
T T T T T T T ! ! ! ! ! 1 BB 12 basoneme w
1 10 9 8 7 6 5 4 3 2 1 PPM  GPNAM[E] SMSQ10.100
GPZ86 20.00 %
g | EER A B e g
S & EISES i 8 3|5 &| = GPZ7 17.13%
= S =|=l=|= - <+ —lc ol« Pl 750.00 usec
P30 1500.00 usec

OBC, doi: 10.1039/d10b01213d



Ac-Nle-OCHs in methanol-da:

IH NMR (500 MHz): 4.35 (dd, J = 8.5 and 5.4 Hz, 1H), 3.70 (s, 3H), 1.97 (s, 3H), 1.79 (m, 1H),

1.66 (m, 1H), 1.34 (m, 4H), 0.91 (t, J = 5.8 Hz, 3H).

<)
BRUKER
(<)

w0 f=4 ~o®© < —
ol = S~ ™ o
~ o ~——= < <o
L_.J |
T T T T T T T T T T T T T T T T T T T T 1
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 1.0 0.5 ppm

Ac-Eth-OCHs in methanol-da:

Current Data Parameters
NAME vk_AcOMe2

EXPNC 820
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210714
Time 17.32h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 55.

SOLVENT MeQD
NS 1

DS 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec
TE

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC1 1H

P1 12,00 usec
PLW1 15.99600029 W

F2 - Processing parameters
S| 32768

SF 500.1300000 MHz
wDw EM

S8 0
LB 0.30 Hz
GB 0
PC 20.00

IH NMR (500 MHz): 4.54 (dd, J = 9.0 and 4.9 Hz, 1H), 3.71 (s, 3H), 2.60 (m, 1H), 2.53 (m,
1H), 2.52 (g, J = 7.4 Hz, 2H), 2.06 (m, 1H), 1.97 (s, 3H), 1.92 (m, 1H), 1.23 (t, J = 7.4 Hz, 3H).

o)
BRUKER
(<

B 5 g8k £58 §
< @ aa o — -
| | VN
LI 1 1 L
T T T T T T T T T T T T T T T T 1
95 90 85 80 75 70 65 60 55 50 45 40 35 1.0 05 ppm

OBC, doi: 10.1039/d10b01213d

Current Data Parameters
NAME vk_Am|

EXPNC 114

PROCNO 1

F2 - Acquisition Parameters
Date_ 20210630
Time 15.44 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9

TD 55

SOLVENT MeCD
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DwW 50.000 usec
DE 14.40 usec

TE 2984 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NU 1H

P1 11.70 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
wDow EM

SSB 0

LB 0.30 Hz

GB 0

PC 20.00
S43



Ac-Tfnle-OCHjs in methanol-da:

IH NMR (500 MHz): 4.42 (dd, J = 8.9 and 5.1 Hz, 1H), 3.71 (s, 3H), 2.18 (m, 2H), 1.98 (s, 3H),

1.90 (m, 1H), 1.75 (m, 1H), 1.61 (m, 2H).

—4.42
—3.71
—1.90
—1.75

_—2.18
198
T~1.61

F2 - Acquisition Parameters
Date_ 20210303
Time 1201h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655!
SOLVENT MeCD
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec
TE

D1 2.00000000 sec

1
SFO1  500.1323915 MHz
NUC1 H
P 12.00 usec
. ", (W Bl

15.99600029 W

T
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25

F2 - Processing parameters
S| 32768

T T T 1
20 15 1.0 05 ppm sE  500.1300000 MHz
wDw EM
row ﬁ r‘a ré(m“ﬂ UIT 1 0
< (=] —le|=|=|= LB 0.30 Hz
— o AN —|— | GB [
PC 1.00
1 . —
°F NMR (471 MHz): —68.0 (t, J = 11 Hz).
o
=]
: >0
@
Current Data Parameters
NAME vk_AcOMe
EXPNO 76
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210303
Time 1201 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG
TD 102400
SOLVENT MeOD
NS 1
DS ]
SWH 50000,000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 ussc
DE 31.82 usec
TE .
D1 3.00000000 sec
TDO 1
SFO1 470.5570826 MHz
NUC1 19F
P1 1575 usec
PLW1 42.00000000 W
F2 - Pre P
T T T T T T T T T T sl 65536
-30 -40 -50 -60 -70 -80 -90 -100 -110 -120 ppm  sf 470.5923770 MHz
WDW EM
SSB ]
(=] LB 1.00 Hz
g GB 0
b3 PC 10.00

OBC, doi: 10.1039/d10b01213d
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Ac-Nva-OCHs in methanol-da:

IH NMR (500 MHz): 4.37 (m, 1H), 3.70 (s, 3H), 1.97 (s, 3H), 1.76 (m, 1H), 1.64 (m, 1H), 1.39

(m, 2H), 0.93 (t, J = 7.4 Hz, 3H).

s =) ~ o0 Q@ @
] ~ @O @ )
q- o —_—— o

n - Y

<)
BRUKER
(<)

Current Data Parameters
NAME vk_AcOMe

EXPNC 1303
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210503
Time 9.19h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655

SOLVENT MeQD
NS 1

DS 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz
AQ 3.2767999 sec

RG 128

DW 50.000 usec
DE 14.21 usec
TE 208.1 K

D1 2.00000000 sec
TDO

SFO1 500.1323915 MHz
C1 1H

P1 12,00 usec
PLW1 15.99600029 W

T T T T T T T T T T T T T T T T T
95 9.0 8.5 8.0 75 70 85 6.0 55 5.0 4.5 40 35 30 25 20

(3] ~[m
‘ﬂ‘ rqrq‘
(=] o —

T
1.

s

T
1.5

slle

—lled

Ac-Sem-OCHz3 in methanol-da:

F2 - Processing parameters
68

! g 327
0.5 ppm SF  500.1300000 MHz
WoW EM
SSB 0
LE 0.30 Hz
GB [)
PC 20.00

IH NMR (500 MHz): 4.54 (dd, J = 9.0 and 4.9 Hz, 1H), 3.71 (s, 3H), 2.60 (m, 1H), 2.53 (m,

1H), 2.14 (m, 1H), 2.02 (m, 1H), 1.97 (two s, 6H).

—a54
—3.71
_—260
~—253
—202

_—2.14
197

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 70
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210303
Time 10.14 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 855
SOLVENT MeCD
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K
D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
C 1H
12.00 usec

P1
PLW1 15.99600029 W

OBC, doi: 10.1039/d10b01213d

y F2- Processing parameters
Sl 32768
SF 500.1300000 MHz
wDow EM

SSB 0

LB 0.30 Hz

GB 0

PC 20.00
S45



Ac-Aha-OCHs in methanol-da:

H NMR (500 MHz): 4.50 (dd, J = 8.8 and 5.2 Hz, 1H), 3.72 (s, 3H), 3.40 (m, 2H), 2.07 (m,
1H), 1.98 (s, 3H), 1.90 (m, 1H).

90

I~
(=}
o™

2 C><)
/ BRUKER
(>

—4.50
—3.72
—3.40

@
<

Current Data Parameters
NAME vk_AcOMe

EXPNC 408
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210326

Time 16.19h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655!
SOLVENT MeCD
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec

RG 128

DW 50.000 usec
DE 14.21 usec
TE 208.1 K

D1 2.00000000 sec
TDO

SFO1 500.1323915 MHz
NUC1 1H
P1 12.00 usec

PLW1 15.99600029 W

T | F2 - Processing parameters
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05ppm oF 500509000 MHz

WDW EM
fcj rm 3 ’{_rﬂ;‘ s 3
8 S| |18 S|a|S LB 0.30 Hz
— ol |ed —|en|— GB

0
PC 20.00

Ac-Mox-OCHzs in methanol-da:

IH NMR (500 MHz): 4.48 (dd, J = 8.6 and 5.6 Hz, 1H), 3.70 (s, 3H), 3.42 (m, 2H), 3.29 (s, 3H),
2.06 (M, 1H), 1.97 (s, 3H), 1.89 (m, 1H).

s zam g CH<)
< @ oM o — -
| | 1 N/ BE%R

Current Data Parameters
NAME vk_AcOl

S Me
EXPNC 52
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210222
Time 15.36 h
INSTRUM spect

PROBHD Z113652_0056 (
PULPROG stebpgpisid
32768

TD
SOLVENT MeCD
NS 8

DS 0

SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec

RG 2050

DwW 50.000 usec

DE 15.60 usec
TE 2880 K
D1 £.00000000 s6C
D16 0.00020000 sec
D20 0.05000000 sec
J . TDO

1
SFO1 500.1323915 MHz
1H

NUC1
P1 12.00 usec
P2 24.00 usec

95 90 85 80 75 70 65 60 55 50 45 40 35 80 25 20 15 1.0 05 ppm GRNAME  emearo 100

GPZe 80.00 %
o] [er [’ (o]~ GPNAM[7] SMSQ10.100
S||=|i8 q|S[= GPZ7 17.13%
o [l —|m|— P19 750.00 usec

P30 1000.00 ussc

S46
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Ac-MetO-OCHs in methanol-da:

IH NMR (500 MHz): 4.56 (m, 1H), 3.74 (s, 3H), 2.91 (m, 1H), 2.81 (m, 1H), 2.64 (s, 3H), 2.29

(m, 1H), 2.10 (m, 1H), 1.99 (s, 3H).

—4.56
—3.74

_—291

—-2.81
——2.64

—2.29
—2.10
—1.99

Ac-Cys[wPro]-OCHgs in deuterium oxide, major rotamer:

EXPNC 60
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210303

Time 10,06 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9

TD 655!
SOLVENT MeCD
NS 1

Ds 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DW 50.000 usec
DE 14.21 usec

TE 208.2 K

D1 2.00000000 sec

TDO

SFO1 500.1323915 MHz
NUC1 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
S| 32768

SF 500.1300000 MHz
wDw EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00

IH NMR (500 MHz): 4.97 (dd, J = 7.2 and 3.5 Hz, 1H), 4.76 (d, J = 9.2 Hz, 1H), 4.72 (d, J =
9.0 Hz, 1H), 3.81 (s, 3H), 3.45 (m, 1H), 3.29 (dd, J = 12.4 and 3.5 Hz, 1H), 2.23 (s, 3H).

—4.97
—4.77
—3.81
—3.45
—3.29

o
™~
<

—223

OBC, doi: 10.1039/d10b01213d
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Current Data Parameters
NAME vk_AcOl

_ Me2
EXPNC 520
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210603
Time 16.13h
INSTRUM spect

P
PROBHD Z113652_0056 (
PULPROG

TD
SOLVENT D20
NS 1

DS 0

SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128

DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC 1H

P1 12.00 usec

PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
Wi EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00

S47



Ac-Dfp-OCHjs in deuterochloroform:

H NMR (500 MHz): 4.72 (dd, J = 9.3, 5.3, 1H), 3.99 (m, 2H), 3.77 (s, 3H), 2.72 (m, 1H), 2.50
(m, 1H), 2.10 (s, 3H).

—4.72
—3.99
—3.77
—2.72
—2.50
—2.10

EXPNC 11

PROCNO 1
F2 - Acquisition Parameters
Date_ 20200629
Time 11.12h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9
TD 655
SOLVENT CDCI3
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 161
DW 50.000 usec
DE 14.21 usec
TE K
D1 2.00000000 sec
TDO
SFO1 500.1323915 MHz
NUC1 1H

1 A . P1 12.00 usec

PLW1 15.99600029 W

F2 - Processing parameters
68

! ] 327
95 9.0 8.5 8.0 75 7.0 8.5 6.0 55 5.0 45 4.0 3.5 3.0

T T T T
25 20 15 1.0 05 ppm S 500.1300000 MHz
WDW EM
b4 312 &8 8 LE 0.30 Hz
- —les —lsl i 0

1.00

9F{IH} NMR (471 MHz): —98.8 (minor, d, J = 236 Hz, 1F), —98.2 (major, d, J = 235 Hz, 1F),
—99.1 (major, d, J = 234 Hz, 1F), —101.4 (minor, d, J = 236 Hz, 1F).

oo m
g k]
QPP
Current Data Parameters
NAME vk_FPro
EXPNG 12
PROCNO 1
F2 - Acquisition Parameters
Date_ 20200629
Time 11.10h
INSTRUM spect
PROBHD Z113852_0056 (
PULPROG  zgthiggn.2
TD 102400
SOLVENT CDCI3
NS 1
DS 0
SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sac
RG 912
DW 10.000 usec
DE 31.82 usec
TE 298.0 K
D1 3.00000000 sec
D11 0.03000000 sec
D12 0.00002000 sec
TDO 1
SFO1 470.5453178 MHz
NUC1 19F
P1 15.75 usec
' ' j ' ' * * ' f ' TSRO 5001618008 MK
-50 -60 -70 -80 -90 -100 -110 -120 -130 -140 ppm  nucz ‘ |:.| i
ESE;HGP waltz64
2 80.00 usec
éréj gwjl;j PLW2 ow
—l®mo PLW12 0.35991001 W

F2 - Processing parameters

S48
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Ac-Dhp-OCHgs in methanol-d4, major rotamer:

IH NMR (500 MHz): 6.09 (m, 1H), 5.84 (m, 1H), 5.10 (m, 1H), 4.40 (m, 2H), 3.71 (s, 3H), 2.11
(s, 3H).

@@ =] S~ ©- -
28z &= = B =&
<1516 50 < < 0o o~ m
Current Data Parameters
NAME vk_AcOMe
EXPNC 1302
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210430
Time 750h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9
TD 655
SOLVENT MeQD
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DW 50.000 usec
DE 14.21 usec
TE 8.1 K
D1 2.00000000 sec
TDO
SFO1 500.1323915 MHz
NUC1 1H
' N P1 12.00 usac
PLW1 15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 F2- Processing parameters
S| 32768
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm gf 500.1300000 MHz
WDW EM
S| (= o) o 0 SSB 0
=11k < < =3 < LB 0.30 Hz
| -~ o o © GB 0
PC 20.00

Ac-(Boc)Amp-OCHs; in methanol-ds4, major rotamer:

H NMR (500 MHz): 4.47 (dd, J = 8.4 and 6.0 Hz, 1H), 4.23 (m, 1H), 3.86 (dd, J = 10.6 and
6.5 Hz, 1H), 3.71 (s, 3H), 3.42 (dd, J = 10.4 and 5.4 Hz, 1H), 2.17 (m, 2H), 2.06 (s, 3H), 1.44
(s, 9H).

L C>o
<k <t omm ™ (U —
R Vo BE%R

Current Data Parameters
NAME vk_AcOMe
EXPNC 1278
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210427

Time 12.35h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
32768

TD
SOLVENT MeCD
NS 8

DS 0

SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 130

DwW 50.000 usec
DE 15.60 usec
TE 298.0 K

D1 6.00000000 sec

D16 0.00020000 sec
D20 0.05000000 sec

TDO 1
SFO1 500.1323915 MHz
NUC1 1H

P1 12,00 usec

P2 24.00 usec

T T T
95 90 85 80 75 70 65 60 55 50 45 40 35 80 25 20 15 1.0 05 ppm GRNAME  mearo 100
GPZ6 =

Zt 80.00 %
Wﬂ-r row Frﬁjﬁ QW jmﬂv} rm] GPNAM[7] SMSQ10.100
@ (9] [R2N= =< = GPZ7 -17.13 %
c| ol |lolmlol— odf oo @ P1g 750.00 usec
P30 1000.00 ussc

OBC, doi: 10.1039/d10b01213d



Ac-(Ac)Amp-OCHg; in methanol-d4, major rotamer:

H NMR (500 MHz): 4.48 (m, 2H), 3.90 (dd, J = 10.7 and 6.4 Hz, 1H), 3.72 (s, 3H), 3.46 (dd,
J=10.6 and 4.8 Hz, 1H), 2.20 (m, 2H), 2.07 (s, 3H), 1.94 (s, 3H).

® oo © S~
= S5 3 853
: 852 352 C><)
Current Data Parameters
NAME vk_Am|
EXPNC 113
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210630
Time 10.24h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9
TD 655
SOLVENT MeQD
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 32767999 sec
RG 128
DW 50.000 usec
DE 14.40 usec
TE 2K
D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H
UL Jo P 11.70 usec
y PLW1  15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 F2- Processing parameters
S| 32768
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm gf 500.1300000 MHz
WDW EM
© =EIE ol S8B 0
@ Q== xS LB 0.30 Hz
- —les| [+ —le e GB 0

Ac-(Boc)Lys-OCHs in DMSO-de:

H NMR (500 MHz): 8.20 (d, J = 7.4 Hz, 1H), 6.77 (t, J = 5.4 Hz, 1H), 4.18 (m, 1H), 3.62 (s,
3H), 2.89 (g, J = 6.5 Hz, 2H), 1.85 (s, 3H), 1.65 (m, 1H), 1.57 (m, 1H), 1.37 (s, 9H), 1.38-1.23
(m, 4H).

o)
IRYRY, BRUKER
(<

8.20
—877
—6.42
—4.18
—3.62
—2.89
85
65
57
37
26

Current Data Parameters
NAME vk_AcOl

_ Me
EXPNC [ARK
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210418
Time 12.23h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 85536
SOLVENT DMSO
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC1 1H
l A A L P1 12.00 usec

PLW1 15.99600029 W

T T T T T T T T T T T T T T T T T T T T y F2- Pmcessingspsarameters

95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 pPpm o s0coms 00 Mhz
WDW EM
=1 r~ @ — o - << e SSB 0
S s (S 2 S S S| |= B 0.30 Hz
= sl |8 - o o @) PC 20.00

S50
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Ac-Sac-OCHz in methanol-ds:

IH NMR (500 MHz): 5.77 (m, 1H), 5.12 (m, 2H), 4.59 (dd, J = 8.2 and 5.4 Hz, 1H), 3.72 (s,
3H), 3.16 (m, 2H), 2.92 (dd, J = 13.8 and 5.3 Hz, 1H), 2.73 (dd, J = 13.9 and 8.2 Hz, 1H), 1.98
(s, 3H).

—5.77
—5.12
—4.59
—3.72

—3.16
—292
—273
—1.98

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe
EXPNC 453
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210327

Time 2232h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9

TD 855

SOLVENT MeCD

NS 1

Ds 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz

AQ 3.2767999 sec
128

DwW 50.000 usec
DE 14.21 &sec

TE 288.1
D1 2.00000000 sec
TDO 1
SFOt  800.1220915 MHz
' 1 1
) ) Jt P1 12.00 usec
PLW1

15.99600029 W

T T T T T T T T T T T T T T T T T T T T y F2- Processing parameters
Sl 32768
95 9.0 85 8.0 75 70 85 6.0 55 5.0 45 40 35 30 25 20 1.5 1.0 05 ppm gF 500.1300000 MHz
Wi EM

| EE @ EEE M

Ac-(Pro)Lys-OCHs in methanol-da:

IH NMR (500 MHz): 4.62 (s, 1H), 4.35 (dd, J = 8.5 and 5.4 Hz, 1H), 3.70 (s, 3H), 3.60 (s, 1H),
3.09 (m, 2H), 2.84 (s, 1H), 1.97 (s, 3H), 1.81 (m, 1H), 1.68 (m, 1H), 1.50 (m, 2H), 1.37 (m, 2H).

[SURTS) == @ + I~ — 0O~
e 9 ~®© S © RN
<+ < Ll SO il (_'><7
Cutrent Data Parameters
NAME vk_AcOMe2
EXPNC 821
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210714
Time 17.3¢h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG g9
D 655
SOLVENT MeOD
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DW 50.000 usec
DE 14.21 usec
TE 298.1 K
D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H
. ¥ P1 12.00 usec
1 PLW1 15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 ;‘2 P"’CES‘“’:"E%SPB“"“E{E""
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm gf 500.1300000 MHz
WDwW EM
=[|< =< e = === L8 0.30 Hz
—l = o= alllo o3| = aifed GB 0
PC 20.00

OBC, doi: 10.1039/d10b01213d



Ac-(Ac)Lys-OCHz; in DMSO-de:

IH NMR (500 MHz): 8.21 (d, J = 7.4 Hz, 1H), 7.80 (m, 1H), 4.18 (m, 1H), 3.63 (s, 3H), 3.00 (g,
J = 6.5 Hz, 2H), 1.85 (s, 3H), 1.79 (s, 3H), 1.66 (m, 1H), 1.58 (m, 1H), 1.37 (m, 2H), 1.29 (m,
2H).

% aRGRER
(>

—8.21
—7.80
—4.18
—3.63
—3.00
85
79
66
58
37
29

Current Data Parameters
NAME vk_AcOl

_ Me
EXPNC 116
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210420
Time 821h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 6553
SOLVENT DMSO
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.1 K

D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NUC1 1H

l U P1 12.00 usec
PLW1 15.996000290 W

F2 - Processing parameters
68

T T T
95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 pPpm o s0coms 00 Mhz
WDW EM
3l (8 & g 812|518 e 0.30 Hz
< (=] < o N[ ]| | = GB 0

PC 20.00

AC-(MG)G'U-OCHs in DMSO-dGZ

IH NMR (500 MHz): 8.26 (d, J = 7.6 Hz, 1H), 4.25 (m, 1H), 3.63 (s, 3H), 3.60 (s, 3H), 2.38 (m,
2H), 1.98 (m, 1H), 1.85 (s, 3H), 1.82 (m, 1H).

—8.26
— 425
363
=~3.60
—238

1.85

1.82

198
=

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOl

_ Me
EXPNC 1114
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210419
Time 922h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG z9
TD 6553
SOLVENT DMSO
NS 1
Ds 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K

D1 2.00000000 sec
TDO 1

SFO1  500.1323915 MHz

NUC1 1H

P1 12.00 usec

I PLW1 15.99600029 W

F2 - Processing parameters
68

T T T T T T T T T T T T T T T T T T T T 1 g 307
95 9.0 8.5 8.0 75 70 865 6.0 55 5.0 4.5 40 35 30 25 20 1.5 1.0 05 ppm gf 500.1300000 MHz
wDow EM
3 S @ S| |=|a LB 0.30 Hz
— - © o —|<t GB ]
PC 20.00

S62
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Ac-(Me)Asp-OCHs in DMSO-de:

IH NMR (500 MHz): 8.37 (d, J = 8.4 Hz, 1H), 4.61 (m, 1H), 3.63 (s, 3H), 3.62 (s, 3H), 2.79 (dd,

J=16.4and 6.1 Hz, 1H), 2.70 (dd, J = 16.4 and 7.2 Hz, 1H), 1.84 (s, 3H).

I~ - oo = =

© @ © o M~ @
Current Data Parameters
NAME vk_AcOMe
EXPNC 1110
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210416
Time 9.08 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG 9
TD 655
SOLVENT DMSC
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 128
DW 50.000 usec
DE 14.21 usec
TE
D1 2.00000000 sec
TDO
SFO1 500.1323915 MHz

A “] P! 12001
1 usec
‘l‘ A S e ——————————  PLW1{ 15.99600029 W
I T . T T T T T T T T T T T T T T F2 - Processing parameters
| 32768
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 .0 1.5 1.0

Ac-Citr-OCH3s in DMSO-de:

37%‘55 2

T 1 g
05 ppm g
WDW

500.1300000 MHz
EM

SSB 0
LB 0.30 Hz
GB 0
PC 20.00

IH NMR (500 MHz): 8.28 (d, J = 7.4 Hz, 1H), 4.20 (m, 1H), 3.62 (s, 3H), 3.00 (t, J = 6.9 Hz,
2H), 1.85 (s, 3H), 1.66 (m, 1H), 1.57 (m, 1H), 1.39 (M, 2H).

OBC, doi: 10.1039/d10b01213d
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Cutrent Data Parameters
NAME vk_AcOMe
EXPNC 1515
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210514
Time 10.28 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG g9
D 65536
SOLVENT DMSC
NS 1
DS 0
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 64
DwW 50.000 usec
DE 14.21 usec
TE 298.0 K
D1 2.00000000 sec
TDO 1
SFO1 500.1323915 MHz
NU 1H
| A L P1 12.00 usec
p—— PLW1 15.99600029 W
T T T T T T T T T T T T T T T T T T T T 1 ;‘2 N P’“es‘“’:"ggsp;’amem""
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm gf 500.1300000 MHz
WDwW EM
@ < o < 2122 L8 0.30 Hz
=3 — o oi ol [oifled GB 0
PC 20.00

S53



Ac-Sar-OCHjs in deuterium oxide:

H NMR (500 MHz): major rotamer, 4.08 (s, 2H), 3.69 (s, 3H), 3.06 (s, 3H), 2.09 (s, 3H); minor
rotamer, 4.24 (s, 2H), 3.73 (s, 3H), 2.86 (s, 3H), 1.99 (s, 3H).

——4.24
——4.09

_—373
369
—3.06
—2.886

_—2.09
199

o)
BRUKER
(><)

Current Data Parameters
NA wova_Ac-Sar-OMe
EXPNO 0

PROCNO 1

F2 - Acquisition Parameters
Date_ 20150504
Time 8.42
INSTRUM spect
PROBHD 5mm PABBO BB/
PULPROG zg

TD 65536
SOLVENT D20

NS 1

DS 0

SWH 7978.724 Hz

FIIGDHES 0.121746 Hz

Al 4.1069226 sec

R 50.8

DW 62.667 usec

DE 10.00 usec

TE 298.0 K

D1 2.00000000 sac
D 1

TDO
======== CHANNEL {1 ======:
SFO1 500.2515007 MHz
NUC1 1H
P1 12.20 usec

- e J J PLW1 15.00000000 W

F2 - Processing parameters
S

65536
95 90 85 80 75 70 65 6.0 55 5.0 45 4.0 35 30 25 2.0 1.5 1.0 0.5 ppm \?VFI:JW 500‘2500E?\51)0MH2

SsB 0
- - N
N e o © FC 1.00
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NMR spectra for difluoroethyl esters
Fmoc-('Bu)Asp-OCH,CHF in DMSO-ds:

IH NMR (500 MHz): 7.92 (d, J = 9.1 Hz, 1H), 7.89 (d, J = 7.9 Hz, 2H), 7.69 (m, 2H), 7.42 (t, J
= 7.6 Hz, 2H), 7.32 (t, J = 7.5 Hz, 2H), 6.22 (tm, Jur = 54 Hz, 1H), 4.51-4.21 (m, 6H), 2.75
(dd, J = 16.3 and 5.8 Hz, 1H), 2.60 (dd, J = 16.4 and 8.8 Hz, 1H), 1.39 (s, 9H).

-0 O o (=S} © o @
BN o oo ~ e <
[T © + < ol o - m
Current Data Parameters
NAME vk_AcOMe2
EXPNC 32
PROCNO 1
F2 - Acquisition Parameters
Date_ 210527
Time 855 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG  stebpgpisid
TD 8
SOLVENT DMSC
NS 8
DS 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1,6384000 sec
RG 1620
DW 50.000 usec
DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
_J ] | L TDO 1
t . 1 '3 SFO1 500.1323915 MHz
NUC1 1H
P1 12.00 usec
T T T T T T T T T T T T T T T T T T T T 1 ;EW1 1§4ég§o%%ezcgw
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm  GpNAME] SMSQ10.100
GPZ6 80.00 %
<! [af=lo - o . © GPNAM[7] SMSQ10.100
x| [S|—=l<e =] = - © GPZ7 17183 %
ol [ededfen — w0 ol ®© P19 750.00 usec
P30 1500.00 usec

19F{IH} NMR (471 MHz), rotamers 9:1: —=126.0 (s, major rotamer), —126.1 (broad s, minor
rotamer).

-126.00
126.07

<.

<)
BRUKER
(<)

Current Data Parameters
NAME

vk_AcOMe2
EXPNC
PROCNC 1
F2 - Acquisition Parameters
Date_ 210527
Time 854h
INSTRUM spect

PROBHD_ Z113652_0056 (
PULPROG  uzghiggn 2
102400

TD 2
SOLVENT DMSO
NS 1

DS o

SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
R

DwW 10.000 usec
DE 31.82 usec
TE 298.0 K

D1 3.00000000 sec
D11 0.03000000 sec
Di2 0.00002000 sec
TDO 1

SFO1 4705326118 MHz
NUC1 19F

P1 15.75 usec

PLW1 42.00000000 W
SFO2 500.1325006 MHz
NUC2 1H
CPDPRG[2 waltzé4
PCPD2 80.00 usec

T T T T T T T
-80 -90 -100 -110 -120 -130 -140 -150 -160 -170 ppm

0.89
0.11

PLW2 ow
PLW12 0.35991001 W

F2 - Processing parameters
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Fmoc-(‘Bu)Glu-OCH,CHF; in DMSO-ds:

H NMR (500 MHz): 7.90 (d, J = 7.8 Hz, 2H), 7.86 (d, J = 7.9 Hz, 1H), 7.71 (m, 2H), 7.42 (t, J
=7.6 Hz, 2H), 7.33 (t, J = 7.7 Hz, 2H), 6.25 (tm, Jur = 54 Hz, 1H), 4.46-4.13 (m, 6H), 2.32
(m, 2H), 1.98 (m, 1H), 1.82 (m, 1H), 1.39 (s, 9H).

o - o ie} D= - oo @
a0 o ooa - @ 9® «
NN~ © < o <f < & - - - m
Current Data Parameters
NAME vk_AcOMe2
EXPNC 42
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210527
Time 859h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG  stebpgpisid
D 32768
SOLVENT DMSC
NS 8
DS 0
SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1620
DwW 50.000 usec
DE 15.60 usec
TE 2980 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
| TDO 1
. SFO1 500.1323915 MHz
NUC1 1H
P1 12,00 usec
T T T T T T T T T T T T T T T T T T T T 1 ;EW1 1§4§gg0‘3509’2°9w
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm  GPNAM[E]  SMSQ10.100
GPZ6 80.00 %
x12|=|2 < < L I ] B I GPZ7 -17.13%
aif ol el ed — [} — l<lal lw P19 750.00 usec
P30 1500.00 usec

1F{IH} NMR (471 MHz), rotamers 9:1 : =126.1 (two d, Jer = 289 Hz, major rotamer), —126.2
(broad s, minor rotamer).

126.14
-126.24

<
0

<)
RUKER
(>

Current Data Parameters
NAME vk_AcOMe2
4

E. 1
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210527
Time 858h
INSTRUM spect
PROBHD Z113652_0056 (
% LPROG  uzgihiggn.2

1

02400
SOLVENT DMSO
NS 1

Ds ]
SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE 298.0 K
D1 3.00000000 sec
D11 0.03000000 sec
D12 0.00002000 sec
TDO 1
SFO1 4705326118 MHz
NUC1 19F
P1 15.75 usec
' ' ' ' ' ‘ ' ' ' ; TSR0 S0 1820008 M
-80 -90 -100 -110 -120 -130 -140 -150 -160 -170 ppm  NuC2 “H i
CPDPRG[2 waltz64
als PCPD2 80.00 usec
&= PLW2 oW
(=]1=} PLW12 0.35991001 W

F2 - Processing parameters
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Fmoc-(Boc)Lys-OCH,CHF; in DMSO-de:

IH NMR (500 MHz): 7.90 (d, J = 7.9 Hz, 2H), 7.84 (d, J = 7.9 Hz, 1H), 7.71 (m, 2H), 7.42 (t, J
= 7.5 Hz, 2H), 7.33 (t, J = 7.5 Hz, 2H), 6.77 (t, J = 5.2 Hz, 1H), 6.24 (tm, Ju¢ = 54 Hz, 1H),
4.44-4.03 (m, 6H), 2.89 (M, 2H), 1.68 (M, 2H), 1.37 (s, 9H), 1.33 (M, 2H).

——4.30

440
T™~—423
T~4.05

—2.89

—1.68

_—137
133

o)
BRUKER
(<

95 90 85 80 75 70 85 60 55 50

0.99
—

0.5 ppm

Current Data Parameters
NAME vk_AcOMe2
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210527

Time 851h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
2

TD 768
SOLVENT DMSO
NS 8

Ds 0

SWH 10000.000 Hz
FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1620

DwW 50.000 usec
DE 15.60 usec

TE 298.0 K

D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1

SFO1 500.1323915 MHz
NUC1 1H

P1 12.00 usec

P2 24.00 usec
PLW1 15.99600029 W
GPNAM[E] SMSQ10.100
GPZ& 80.00 %
GPNAM[7] SMSQ10.100
GPZ7 -17.13%

P1g 750.00 usec
P30 1500.00 ussc

1F{IH} NMR (471 MHz), rotamers 8:2 : —=126.0 (s, major rotamer), =126.1 (s, minor rotamer).

-126.04
126.11

<

o><)
BRUKER
(>

OBC, doi: 10.1039/d10b01213d

T
-160

T
-170

ppm

Current Data Parameters

IAME vk_AcOMe2
PNC 21

PROCNOC 1

F2 - Acquisition Parameters
Date 0210527

Time 850h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG  uzgthiggn.2
D 4
SOLVENT DMSO
NS 1

Ds 0

SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sec
RG 1440

DW 10.000 usec
DE 31.82 usec
TE 298.0 K

D1 3.00000000 sec
D11 0.03000000 sec

D12 0.00002000 sec
1

SFO1 470.5326118 MHz
NUC1 19F

P1 15.75 usec
PLW1 42.00000000 W
SFO2 500.1325006 MHz
NUC2 1H
CPDPRG[2 waltz64
PCPD2 80.00 usec
PLW2 ow
PLW12 0.35991001 W

F2 - Processing parameters

S57



Fmoc-(Pbf)Arg-OCH,CHF; in DMSO-de:

H NMR (500 MHz): 7.90 (d, J = 7.8 Hz, 2H), 7.87 (d, J = 7.9 Hz, 1H), 7.71 (dd, J = 7.5 and
4.5 Hz, 2H), 7.42 (t, J = 7.5 Hz, 2H), 7.33 (t, J = 7.5 Hz, 2H), 7.0-6.3 (broad, 3H), 6.23 (tt, Jur
=54 Hz, Jun = 3.0 Hz, 1H), 4.40-4.04 (multiplets, 6H), 3.04 (m, 2H), 2.95 (m, 2H), 2.49 (s,
3H), 2.43 (s, 3H), 2.00 (s, 3H), 1.71 (m, 1H), 1.61 (m, 1H), 1.46 (m, 2H), 1.40 (m, 6H).

89
87
70
4
33
—6.22

gER

5. .5

N g

T T
0 25

T T T T 1
2.0 1.5 1.0 0.5 ppm

3 [9 s

6.00/

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe2
EXPNC 92
PROCNO 1

F2 - Acquisition Parameters

Date_ 210608

Time 7.37h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
32768

TD
SOLVENT DMSO
NS 8

Ds
SWH
FIDRES
A

P2
PLW1

0
10000.000 Hz
0.610352 Hz
1.6384000 sec
1620
50.000 usec
15.60 usec
298.0 K
6.00000000 sec
0.00020000 sec
0.05000000 sec

1
500.1323915 MHz
1H
12.00 usec

24.00 usec
15.99600029 W

GPNAM[E] SMSQ10.100
GPZ6 80.00 %
GPNAM[7] SMSQ10.100
GPZ7 17.13%

P19
P30

750.00 usec
1500.00 usec

1F{IH} NMR (471 MHz), rotamers 9:1 : —=126.0 (s, major rotamer), -126.1 (broad s, minor

rotamer).

125.97
126.05

<

<)
BRUKER
(<)

Current Data Parameters
NAME vk_AcOMe2
9

E. 1
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210608

Time 7.36h

INSTRUM spect

PROBHD Z113652_0056 (

_Fr‘gLPROG uzgfhiggn 2
1

02400
SOLVENT DMSO
NS 1
DS
SWH 50000.000 Hz
FIDRES  0.976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE 298.0 K
D1 3.00000000 sec
Di1 0.03000000 s8¢
D12 0.00002000 sec
TDo 1
SFO1 4705326118 MHz
NUC1 19F
P1 15.75 usec
' ' ' ' ' ‘ ' ' ' * T SEO3 5601395006 Mk
-80 -90 -100 110 120 130 140 -150 -160 -170 ppm  NUC2 "1H §

CPDPRG[2  waltz64

o = PCFD2 80.00 usec

®|— PLW2 oW

cls PLW12  0.35991001 W

OBC, doi: 10.1039/d10b01213d

F2 - Processing parameters
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Fmoc-(Boc)Amp-OCH,CHF; in DMSO-ds:

'H NMR (500 MHz), two rotamers 1:1: 7.89 (m, 2H), 7.66-7.58 (m, 2H), 7.43 (m, 2H), 7.33
(m, 2H), 6.25 and 6.22 (two tm, Jue = 54 Hz, 1H), 4.40-4.03 (m, 7.5H), 3.64, 3.56, and3.25
(three m, 0.5H each), 2.20 and 2.11 (two m, 2H), 1.40 and 1.38 (two s, 9H).

[l = N ] [Telatf LW — <+ © © o — =]
D © W@ Ao S S e B I ) [N —

o)
BRUKER
(<

Current Data Parameters
NAME vk_AcOMe2
EXPNO 12
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210527
Time 8.46 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG  stebpgpisid

TD
SOLVENT DMSO
NS 8

Ds 0

SWH 10000.000 Hz
FIDRES 0.610352 Hz
A

Q 1.6384000 sec
RG 1620
DwW 50.000 usec
DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec

D20 0.05000000 sec

J | -

1

SFO1 500.1323915 MHz
1H

P1 12.00 usec

T T T T T T T T T T T T T
.5

95 90 85 80 75 70 85 60 55 5?0 45 40 3 30 25 20 1.5 1.0 0?5 ppm
Higsd LR
¥F{*H} NMR (471 MHz), rotamers 1:1: =126.2 (s), —=126.3 (s).
2\/5:;'
80 90 100 110 120 130 140 150 160 170 ppmI

OBC, doi:

10.1039/d10b01213d

P2 24.00 usec
PLW1 15.99600029 W
GPNAM[E] SMSQ10.100
G 80.00 %
GPNAM[7] SMSQ10.100
GP. -17.13%
P1g 750.00 ussc
P30 1500.00 ussc

o><)
BRUKER
(>

Current Data Parameters
IAME vk_AcOMe2
PNC 1
PROCNOC 1
F2 - Acquisition Parameters
Date 0210527
Time 847h
INSTRUM spect
PROBHD Z113652_0056 (
PULPRCG  uzgthiggn.2

TD
SOLVENT DMSC
NS 1

Ds 0

SWH 50000.000 Hz
FIDRES 0.976563 Hz
AQ 1.0240000 sac
RG 1440

DW 10.000 usec
DE 31.82 usec
TE 298.0 K

D1 3.00000000 sec
D11 0.03000000 sec

D12 0.00002000 sec
1
SFO1 470.5326118 MHz
NUC1 19F
P1 15.75 usec
PLW1 42.00000000 W
SFO2 5001 52H5006 MHz
1
CPDPRG[2 waltz64
PCPD2 80.00 usec
PLW2 ow
PLW12 0.35991001 W

F2 - Processing parameters
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Fmoc-(‘Bu)Ser-OCH,CHF; in DMSO-ds:

'H NMR (500 MHZz), major rotamer: 7.90 (d, J = 7.6 Hz, 2H), 7.77 (d, J = 7.8 Hz, 1H), 7.74
(m, 2H), 7.43 (t, J = 7.4 Hz, 2H), 7.33 (t, J = 7.4 Hz, 2H), 6.24 (tm, Jur = 54 Hz, 1H), 4.44-
4.21 (m, 6H), 3.63 (dd, J = 9.2 and 6.2 Hz, 1H), 3.57 (dd, J =9.0 znd 4.9 Hz, 1H), 1.12 (s,
9H).

—7.90

—7.73
6.23
3.62
3.57
3.48
3.45
1.11

——7.42
—7.33
—4.30

_—4.38
T~ 423
by
el
\

o)
BRUKER
(<D

Current Data Parameters
NAME vk_AcOMe2
EXPNO 82
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210602

Time 12.37h

INSTRUM spect

PROBHD Z113652_0056 (

PULPROG  stebpgpisid
3.

TD 2768
SOLVENT DMSO
NS 8

DS 0
SWH 10000.000 Hz

FIDRES 0.610352 Hz
AQ 1.6384000 sec
RG 1620
DwW 50.000 usec
DE 15.60 usec
TE 298.0 K
D1 6.00000000 sec
D16 0.00020000 sec
D20 0.05000000 sec
TDO 1
SFO1 500.1323915 MHz

* 1H

T T T T T T T T T T

P1 12.00 usec
P2 24.00 usec

) T
95 90 85 80 75 70 65 60 55 5 5 30 25 20 15 1.0 05 ppm GRNAME] - meais 100
GPZ6 80.00 %

bl N

1F{IH} NMR (471 MHz), rotamers 9:1 : —=125.9 (two d, Jer = 290 Hz, major rotamer), —126.0
(broad s, minor rotamer).

GPNAM[7] SMSQ10.100
GPZ7 17.13%

=] P19 750.00 usec

P30 1500.00 ussc

-125.90
126.00

<
0

<)
RUOKER
(<)

Current Data Parameters
NAME vk_AcOMe2
8

E. 1
PROCNO 1

F2 - Acquisition Parameters

Date_ 20210602

Time 12.35h

INSTRUM spect

PROBHD Z113652_0056 (

1F_’BLPROG uzgfhiggn 2
1

02400
SOLVENT DMSO
NS 1

DS 0
SWH 50000.000 Hz
FIDRES 0976563 Hz
AQ 1.0240000 sec
RG 1440
DW 10.000 usec
DE 31.82 usec
TE 208.0 K
DI 3.00000000 sec
D11 0.03000000 sec
DIz 0.00002000 sec
1 TDO 1
—— SFO1 4705326118 MHz
NUC1 19F
P 15.75 usec
. , . . ' ‘ ' - , ' e,
-80 -90 -100 -110 -120 -130 -140 -150 -160 -170 ppm  NuC2 “H i

CPDPRG[2  wallz64

%olou PCPD2 80.00 usec

&= PLW2 ow

(=] L=} PLW12 0.35991001 W

F2 - Processing parameters

S60
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An example of spectra analysis

The example is given for the Dopa derivative Ac-Dopa-OCHjs partitioning, logP = -0.21+£0.02.
Deuterated solvent — methanol-ds. Three samples with 5-7 mg of the substance used in each.
Acquisition parameters are shown on the spectra.

OH
2H OH
H3
4H O

7 CH; 6
8H o -3

H5
0 N.
H1

CH,9
Single-scan spectra:

Both spectra were baseline-corrected over the entire range using a 5-degree polynomial. An
additional baseline correction was applied between 7.2-6.2 ppm.

Partitioning sample 1:

Full spectrum and integration:

Current Data Parameters
octanol phase: E;PMI\IIEO vkﬁ.;ngDMe

PRQOCNO 1

6 F2 - Acquisition Parameters
} Date_ 20210318

i 1356 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG zg

o
=]
3
@

TD 65536
SOLVENT MeOD
NS 1

DS 0

SWH 10000.000 Hz

FIDRES 0.305176 Hz

Ag 3.2767999 sec
1

DW 50.000 usec
DE 14.21 usec
TE 297.9 K

D1 2.00000000 sec
TDO
SFO1 500.1323766 MHz
NUC1 1H

water phase:

1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
sl

SF
WDW
SSB Q
LB 1.00 Hz

32768
500.1300000 MHz
EM

o
PC 1.00

95 90 85 80 75

Absolute integrals:

resonance absolute integral, water absolute integral, octan-1-ol P

2 5703 3378 0.592
3 5913 3483 0.589
4 6102 3611 0.592

S61
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Overlay acetyl resonance, 9:

vKk_AcOMe 240 1 CIBruker\TopSpind.0.g\.data i?
Gcale @ 0.62603hift @ -0.018 ppm = -B0047 H= wk_AcOMe 230 1 CiyEBruker\Topipind.0.&)dace S =
vE_AcOMe 240 1 C:\Bruker‘.TopSpin4.D.S\data[:_g
- o
L =
b
C o
L o
- e
: o
N
— <
C o
"5
C o
L o
-2
r o
T T T | T T T | T T T | T T T | T i
1.94 192 1.90 1.88 [ppm]
= Scale factor 0.626
Overlay aromatic resonances, 2-4:
vk_AcOMe 240 1 C!’Bruker\TopSpin4.0.8\data J: ﬁ
Soale @ 0.59465hift @ -0.0519 ppm = -25.9493 Hz wiE_4cOMe 230 1 CivBrukerTopSpind.0.8\data =

o]
wk_AcOMe E40 1 C:\Bruker\TopSpindl.D.B\data[_g
o

= Scale factor 0.595

S62
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Partitioning sample 2:

Full spectrum and integration:

octanol phase:

water phase:

Current Data Parameters
NAME vk_AcOMe
EXPNO 232
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210318
Time 14.02h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG zg

TD 65536
SOLVENT MeOD
NS 1

DS ]
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 1
DW 50.000 usec
DE 14.21 usec
TE 298.0 K
D1 2.00000000 sec
TDO
SFO1 500.1323766 MHz
NUC1 1H

1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
sl 32768

SF 500.1300000 MHz
WDW EM

SSB Q
LB 1.00 Hz
GB 0
PC 1.00

T T T T T T
95 990 8.5 8.0 7.5

Absolute integrals:

resonance absolute integral, water

absolute integral, octan-1-ol

=)

2 6264
3 6455
4 7005

4135
4263
4323

0.660
0.660
0.617

OBC, doi: 10.1039/d10b01213d
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Overlay acetyl resonance, 9:

vk_AcOMe 242 1 C:BrukerTopSpind.0.8idat i T
Scale @ 0.632253hift @ -0.018|ppm = -5.958560 Hz vk_acOMe 232 1 CihBruker\Topfpind.0.8\data =
vk_AcOMe 242 1 E:\Bruker\TDpSpin4.D.S\dat.al:_3
o
-
e
o
| o
e
B o
i o
LS
| o
T T | T T T | T T T | T T T | T T T | T T T | T T T |
1.96 1.84 1.92 1.90 1.88 1.86 [ppm]
= Scale factor 0.632
Overlay aromatic resonances, 2-4:
vK_AcOMe 242 1 CIBrukerTopSpind.0.8'ata i?
Zoale @ 0.61253%hifc @ -0.0802 ppn = -40.09585 H= wh_AcOMe 232 1 C:hvBruker'\Top3pind.O.&\data =
H wk_AcOMe 242 1 C:\Bruker‘.TopSpin4.D.B\data[_
o
-2
o

= Scale factor 0.612

S64
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Partitioning sample 3:

Full spectrum and integration:

octanol phase: V
6
9
/I 8 j
- -
3 9
water phase:
1 78
A PN, A WS
T T T T T T T T T T T T T T T 1
9.5 9.0 8.5 8.0 7.5 45 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm

Absolute integrals:

Current Data Parameters
NAME vk_AcOMe
EXPN 234
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210318
i 1407 h

spect
PROBHD Z113652_0056 (
PULPROG z9

D 65536
SOLVENT MeQD
NS 1

DS 0

SWH 10000.000 Hz
FIDRES  0.305176 Hz
AQ 3.2767999 sec
RG 1

DW 50.000 usec
DE 14.21 usec
TE 2980 K

D1 2.00000000 sec
TDO 1

SFO1  500.1323766 MHz
NUC1 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
WDW EM

SSB 0
LB 1.00 Hz
GB 0
PC 1.00

resonance absolute integral, water

absolute integral, octan-1-ol

=)

2 7900
3 8290
4 9038

5070
5164
5261

0.642
0.623
0.582
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Overlay acetyl resonance, 9:

vk_AcOMe 244 1 C:\Bruker.TopSpind.0.8'data
Goale @ 0.62605hift @ -0.0181 ppm =4-92,0327 Hz vE_AcOMe 234 1 CivBrukerhTopSpind.0.8%data

vE_AcOMe 244 1 C:\Bruker\TopSpin4.D.B\data[_

2.00 185 1.90 1.85 [ppm]

= Scale factor 0.626
Overlay aromatic resonances, 2-4:

vKk_AcOMe 244 1 CIBrukerTopSping.0.8\data
Scale @ 0.60785hift @ -0.09686 |ppn = -45.32Z55 HE vk_acOMe 234 1 C:yvBruker\Top3pind.0.&%vdata

wvhk_acOMe 244 1 C:\Bru]:er‘.TopSpin4.D.B\data[

= Scale factor 0.608
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=
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A
=

0.005 0.010 0.015 [rel]

0.000



16-scan spectra:

Both spectra were baseline-corrected over the entire range using a 5-degree polynomial. An
additional baseline correction was applied between 7.1-6.3 ppm.

Partitioning sample 1:

Full spectrum and integration:

Current Data Parameters
octanol phase: v HAME, vk AcOMe
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210318
Time 1359 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG 2930
TD 65536
SCLVENT MeOD
NS 16
Ds 8
SWH 10000.000 Hz
FIDRES 0.305176 Hz
AQ 3.2767999 sec
RG 1
A\ DW 50.000 usec
DE 19.33 usec
TE 298.0 K
D1 4.00000000 sec

TDO
. SFO1  500.1323766 MHz
water phase: NUG 10
P1 12.00 usec
PLW1  15.99600029 W

F2 - Processing parameters
Sl 3

w

SF 500.1300000 MHz
W EM

I 955 9“0 8!5 850 ?‘.5 ?{D 6.‘5 6.‘0 5‘.5 5{0 4‘.5 4!0 3?5 350 2!5 2!0 1!5 150 D!5 ppmI
Absolute integrals:
resonance absolute integral, water absolute integral, octan-1-ol P
2 42082 26738 0.635
3 43906 27978 0.637
4 45566 28760 0.631
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Overlay acetyl resonance, 9:

vk_AcOMe 241 1 C:BrukerTopSpind.0.8idata i s
Zcale @ 0.61993hift @ -0.0179 ppm = -5.9641 H= wk_AcOMe 231 1 C:hBruker\TopZpind.o.&vdata =
-]
-2
vk_acOMe 241 1 C:‘.Bruker\TopSpin4.D.B\data[_ =]
I w
-2
=]
[ =
-2
=]
]
Q
-]
=
-
| ©
T T T T I T T T T I T T T T I T T T T | T T T T | T T I_
2.00 1.895 1.90 1.85 1.80 [ppm]
= Scale factor 0.620
Overlay aromatic resonances, 2-4:
vK_AcOMe 241 1 ChBrukerTopSpind.08.data E
Gcale @ 0.61238hiftc @ -0.0515 ppm = -25.9165 H= wk_&4cOMe 231 1 CiyvBruker\TopSpind.O.&\dataSs ¥
F©
- &
wk_A4cOMe 241 1 C:\.Bruker\TopSpin4.D.S\.data[:
-2
L
L w
Lo
Y
o

= Scale factor 0.612
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Partitioning sample 2:

Full spectrum and integration:

octanol phase:

water phase:

[t

\w@

Current Data Parameters
NAME vk_AcOMe
EXPNO

233
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210318
Time 14.05 h
INSTRUM spect
PROBHD Z113652_0056 (
PULPROG zg30

D 65536
SOLVENT MeQD
NS 186

DS 8

SWH 10000.000 Hz
FIDRES  0.305176 Hz
AQ 3.2767999 sec
RG 1

DW 50.000 usec
DE 19.33 usec
TE 2980 K

D1 4.00000000 sec
TDO 2

SFO1  500.1323766 MHz
NUC1 1H

P1 12.00 usec
PLW1 15.99600029 W

F2 - Processing parameters
Sl 32768

SF 500.1300000 MHz
WDW EM

0
LB 3.00 Hz

GB o
L«J\k,‘;_ ) -

95 90 85 80 75 70 6 6.0 55 50

Absolute integrals:

resonance absolute integral, water

absolute integral, octan-1-ol

=)

2 50661
3 51415
4 54377

31289
34202
34530

0.618
0.665
0.635

OBC, doi: 10.1039/d10b01213d
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Overlay acetyl resonance, 9:

vk_AcOMe 243 1 ClBruker\TopSpind.0.B\data J:
Scale @ 0.63685hift @ -0.0176 ppm = -5.5144 H= wk_&cOMe 233 1 C:yEruker',TopSpind.0.&\data

wk_acOMe 243 1 C:\Bruker\TopSpin4.D.B\data[_

= Scale factor 0.637
Overlay aromatic resonances, 2-4:

vK_AcOMe 243 1 ClBruker\.TopSpind.0.8\data E
Soale @ 0.64465hife @ -0.0512 ppo =(25. 6245 H= wh_AcOMe 233 1 CihvBruker'\Topipind.O.38%data

wk_AcOMe 243 1 E:\Brukel:‘.TopSpin4.D.B\data[

= Scale factor 0.645
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[rel]

[rel *1e-3]
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Partitioning sample 3:

Full spectrum and integration:

Current Data Parameters

octanol phase: o vk Acome
PROCNO 1
5 F2 - Acquisition Parameters
’ . Date_ = 20210318
B Time 14.10h
INSTRUM spect
PROBHD _Z113652_0056 (
PULPROG 2930
™ 65536
SOLVENT MeOD
NS 16
DS 3
23 SWH 10000.000 Hz
4 ; FIDRES  0.305176 Hz
Q 0.2767099 sac
Mo A DW 50.000 usec
DE 19.33 usec
TE 298.0 K
6 = D1 4.00000000 sec
TDO 2
water phElE'-B: SE%I' 500,11:%3765 MHz
P 12.00 usec
PLW1 15.99600029 W
F2 - Processing parameters
5 Sl 32768
SF 500.1300000 MHz
WowW EM
588 0
LB 3.00 Hz
1 KL_, T8 g‘g 1 go
T T T T T T T T T T T T T T 1
9.5 9.0 8.5 8.0 45 4.0 3.5 3.0 25 2.0 1.5 1.0 0.5 ppm
Absolute integrals:
resonance absolute integral, water absolute integral, octan-1-ol P
2 64412 39336 0.611
3 65664 41080 0.626
4 69579 44838 0.644
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Overlay acetyl resonance, 9:

vk_AcOMe 245 1 C:BruKker.TopSpind.0.B'data
-0,0177 ppm

vE_AcOMe 235 1 C:\Bruker\Tc-pSpin4.D.B\dataJ?

Goale @ 0.6080%hifc -3.838 Hz

vk_AcOMe 245 1 C:‘.Brukel:\TopSpin4.D.S\dataE_

2.00 195 1.90 1.85 1.80  [ppm]
= Scale factor 0.608
Overlay aromatic resonances, 2-4:
vk_AcOMe 245 1 C:BrukeriTopSpind.0.8idata f@'
Scale @ 0.61993hift @ -0.08 ppwm = -40.015 Hz vE_AcOMe 235 1 CivBruker\TopSpind.0.8%data =
vE_AcOMe 245 1 C:\Bruker\TopSpin4.D.B\data[: o
- o
L o
=)
e
- o
L
L=
—Q
- o
- o
o
—Q
=]
T | T T T | T T T | T T T | T T T | T T T I T T T |
70 5.8 6.5 5.4 5.2 6.0 [ppm]
= Scale factor 0.620
Final average P = 0.623+0.021, or if expressed in logarithmic scale logP = —-0.21+0.02
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