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General Remarks.

Unless otherwise mentioned, all reagents were purchased from commercial sources. Room
temperature (r.t.) refers to ambient temperature. Temperatures of 0 °C were maintained using an
ice—water bath. Yields refer to chromatographically and spectroscopically pure compounds unless
otherwise stated. Where possible, reactions were monitored by thin layer chromatography (TLC)
performed on commercially prepared glass plates precoated with Merck silica gel 60 F254 or
aluminium oxide 60 F254. Visualisation was by the quenching of UV fluorescence (A= 254 nm)
or by staining with potassium permanganate. All flash chromatography was carried out using slurry-
packed Merck 9325 Keiselgel 60 silica gel unless otherwise stated. Infrared spectra were recorded
neat (unless otherwise stated) on a Perkin—Elmer Spectrum One spectrometer with internal

referencing. Selected abrorption maxima (Angy) are reported in wavenumbers (cm™'). Melting points
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were obtained using a Biichi Melting Point B-545 instrument and are uncorrected. Microwave
heating was performed in a C.E.M. Discover S-Class apparatus. 'H NMR were recorded using an
internal deuterium lock at ambient probe temperatures on the following instruments: Bruker DPX-
400 (400 MHz), Bruker Avance 400 QNP (400 MHz) and Bruker Avance 500 BB ATM (500
MHz). Chemical shifts (8) are quoted in ppm, to the nearest 0.01 ppm, and are referenced to the
residual non-deuterated solvent peak. Coupling constants (J) are reported in Hertz (Hz) to the
nearest 0.5 Hz. Data are reported as follows: chemical shift, multiplicity (br = broad; s = singlet; d =
doublet; t = triplet; m = multiplet), integration and assignment and coupling constant(s). Proton
assignments were determined either on the basis of unambiguous chemical shift or coupling pattern,
by patterns obrerved in 2D experiments (‘H-"H COSY, HSQC) or by analogy to fully interpreted
spectra for related compounds. *C NMR were recorded by broadband proton-spin-decoupling at
ambient probe temperatures using an internal deuterium lock on the following instruments: Bruker
DPX-400 (100 MHz), Bruker Avance 400 QNP (100 MHz) and Bruker Avance 500 BB ATM (125
MHz). Chemical shifts (3) are quoted in ppm, to the nearest 0.1 ppm, and are referenced to the
residual non-deuterated solvent peak. Assignments were supported by DEPT and 2D experiments
(HSQC) or by analogy to fully interpreted spectra for related compounds. Any numbering in
selected spectral data does not follow the IUPAC naming system and is used for the assignment of
the "H NMR and >C NMR spectra. The general numbering used for the compounds is shown in
Fig. S1, S2 and S3. High Resolution Masses were measured using a Spectrometer or a Micromass
Quadrapole-Time of Flight (Q-ToF) spectrometer. Mass values are reported within the error limits
of £5 ppm mass units. The ionisation technique used was electrospray ionisation (ESI). Optical
rotations were recorded on a Perkin—Elmer 343 polarimeter. [a] *’p values are reported in 10~ deg
ecm® g at 589 nm, concentration (c) is given in g(100mL)™". Full spectral data for all novel
compounds are given below, all previously characterized compounds gave spectra consistent with

the literature. Other abbreviations used: microwave heating (MW), aromatic (arom.).
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Fig. S1. Nomenclature for '"H NMR assignment of the building blocks.
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Fig. S2. Nomenclature for 'H NMR assignment of the linear peptidomimetics.
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Fig. S3. Nomenclature for "H NMR assignment of the macrocyclic peptidomimetics.
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Synthesis of the building blocks.

(S)-2-azido-3-phenylpropanoic acid 1a, (R)-2-azido-3-phenylpropanoic acid 1b, Boc-L-Lys(Z)-
OMe & 4-pentynoic acid succinimidyl ester 5 were prepared by literature procedures (1-3).

H-L- Lys(L-Ns-Phe)-OMe-TFA 4a. Boc-L-Lys(Z)-OMe (3.90 g, 9.91 mmol) was dissolved in
MeOH (40 mL) and hydrogenated overnight over 10% palladium charcoal (200 mg) at room
temperature and pressure. The mixture was filtered through a pad of Celite and the solvent was
removed under reduced pressure. The slurry was co-evaporated with Et,O (3x) and petrol ether
40:60 (3x) to yield 2.32 g of Boc-L-Lys-OMe (2.32 g) as an oil which was used without further
purification. Boc-L-Lys-OMe (2.05 g, 8.3 mmol) was dissolved in dry CH,Cl, (25 mL).
Triethylamine (2.3 mL, 16.6 mmol), EDC.HCI (1.60 g, 8.3 mmol) and HOBt (1.28 g, 8.3 mmol)
were added sequentially. After total dissolution, (§)-2-azido-3-phenylpropanoic 1a (1.59 g, 8.3
mmol) in dry CH,Cl, (25 mL) was added to the solution of 3 and the mixture was stirred overnight
at room temperature. Subrequently, the CH,Cl, was removed under reduced pressure and EtOAc
(50 mL) was added to the slurry. The organic layer was washed with H,O (2 x 40 mL) and saturated
aqueous NaHCO; (2 x 40 mL). Extra EtOAc (50 mL) was added to the organic phase and it was
washed with 5% citric acid (2 x 40 mL) and H,O (2 x 40 mL). The organic layer was then dried
(MgSQ,), evaporated to dryness under reduced pressure performing co-evaporations with CH,Cl,
(3x) giving 2.84 g of Boc-L-Lys-(N3-L-Phe)-OMe. The Boc group of the latter was removed upon
treatment with TFA (16 mL) in CH,Cl, (16 mL) for 2h at rt. The organic solvent was removed
under reduced pressure, the slurry was then co-evaporated with CH,Cl, (3x), Et;0O (3x) and dried at
high vacuum to remove all traces of TFA. H-L- Lys(L-N3;-Phe)-OMe-TFA was obtained as an
brown oil (2.86 g, 73% yield over 3 steps). [a]”p= +39.0 (¢ 0.5, MeOH). IR: vmax (neat)/cm’
2956, 2117, 1751, 1668; 'H NMR (500 MHz, DMSO-d,) & 8.37 (br, 3H, NH;"), 8.20 (t, 1H, &-NH,
J=5.5 Hz), 7.33-7.23 (m, 5H, CH arom.), 4.05-3.97 (m, 1H, a-CH), 3.94 (dd, 1H, o’-CH, J= 8.5
Hz, J’= 6.0 Hz), 3.76 (s, 3H, CH3), 3.10-3.02 (m, 3H, 1H B’-CH,, e-CH,), 2.93 (dd, 1H, B’-CH,, J=
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14.0 Hz, J’= 8.5 Hz), 1.80-1.68 (m, 2H, p-CH,), 1.42-1.16 (m, 4H, y-CH,, 3-CH,). *C NMR (125
MHz, DMSO-ds) & 169.9 (C), 168.6 (C), 136.7 (C), 129.0 (CH), 128.3 (CH), 126.6 (CH), 62.5
(CH), 52.7 (CH3;), 51.7 (CH), 38.1 (CH,), 36.9 (CH,), 29.6 (CH,), 28.2 (CH,), 21.5 (CH;). HRMS
(ESI): m/z caled. for C;H24NsO5 [M + H'] 334.1879, found 334.1867.
H-Lys-(N3;-D-Phe)-OMe-TFA 4b. A procedure analogous to the one used for the synthesis of 4a
but using (R)-2-azido-3-phenylpropanoic 1b as starting material yielded H-Lys-(N3;-D-Phe)-
OMe-TFA as an brown oil(1.4 g, 65% yield over 3 steps). [0]*p=-19.8 (c 0.5, MeOH). IR: vmax
(neat)/cm™ 2950, 2111, 1751, 1670; "H NMR (500 MHz, DMSO-d;) & 8.36 (br, 3H, NH;"), 8.19 (t,
1H, &-NH, J= 5.5 Hz), 7.34-7.24 (m, 5H, CH arom.), 4.05-3.97 (m, 1H, o-CH), 3.94 (dd, 1H, o’-
CH, J= 8.5 Hz, J’= 6.0 Hz), 3.76 (s, 3H, CH3), 3.10-3.02 (m, 3H, 1H B’-CH,, ¢-CH,), 2. 93 (dd,
1H, p’-CH,, J= 13.5 Hz, J’= 8.5 Hz), 1.80-1.68 (m, 2H, B-CH,), 1.42-1.16 (m, 4H, y-CH,, 6-CH,).
C NMR (125 MHz, DMSO-d,) 8 169.9 (C), 168.6 (C), 136.7 (C), 129.0 (CH), 128.3 (CH), 126.6
(CH), 62.5 (CH), 52.7 (CH3), 51.7 (CH), 39.4 (CH,), 38.1 (CH,), 36.9 (CH,), 29.6 (CH,), 28.2
(CHy), 21.4 (CH,). HRMS (ESI): m/z caled. for CsH24NsO3 [M + H]" 334.1879, found 334.1883.
Boc-L- Lys(N-4-Pentynoyl)-OH 6a. To a suspension of Boc-L-Lys-OH (4.2 g, 17.05 mmol), in dry
DMEF (75 mL), was added a first fraction of DIPEA (3.1 mL, 18.76 mmol). A solution of 5 (4.0 g,
20.46 mmol) in dry DMF (30 mL) was then added dropwise over 10 minutes. At the minute 5, a
second fraction of DIPEA (3.1 mL, 18.76 mmol) was added and the mixture was stirred at room
temperature for 4 hours. The organic solvent was removed under reduced pressure and the slurry
was diluted with H,O (100 mL). The pH was adjusted to 8-9 by addition of saturated Na,CO3 and
washings with Et;0O (3 x 60 mL) were performed. The aqueous layer was then acidified to pH 2-3
with conc. HCI and extracted with EtOAc (3 x 75 mL). The organic extracts were dried (MgSO,)
and evaporated to dryness under reduced pressure. After precipitations in Et,O, Boc-L-Lys(N-4-
Pentynoyl)-OH was obtained as a white solid in 86% yield (contaminated with 5% by mass of N-
Hydroxysuccinimide, '"H NMR). [a]”p= +4.8 (¢ 0.5, CHCL). mp= 92.0-94.0°C. IR: vmax
(neat)/cm™ 3284, 2936, 1738, 1683, 1619, 1545; 'H NMR (400 MHz, CDCls): & 5.99 (br, 1H, NH
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carbamate), 5.26 (d, 1H, e-NH_ J= 7.0 Hz), 4.33-4.23 (m, 1H, a-CH), 3.33-3.23 (m, 2H, &-CH;),
2.54 (td, 2H, CH,CH,CO, J= 6.5 Hz, J’= 2.5 Hz), 2.41 (t, 2H, CH,CH,CO, J= 6.5 Hz), 2.04 (t, 1H,
CH alkyne, J= 2.5 Hz), 1.93-1.79 (m, 1H, B-CH,), 1.79-1.67 (m, 1H, B-CH,), 1.62-1.48 (m, 2H, o-
CH,), 1.45 (s, 9H, CH; ‘Bu), 1.48-1.35 (m, 2H, y-CH,). C NMR (100 MHz, CDCl;): 175.3 (C),
172.1 (C), 155.8 (C), 82.8 (CH), 80.1 (C), 69.6 (CH), 53.1 (CH), 39.2 (CH,), 35.2 (CH,), 31.9
(CH,), 28.7 (CH,), 28.3(CH3;), 22.3 (CH,), 14.9 (CH,). HRMS (ESI): m/z calcd. for C;¢H»sN,OsNa
[M + Na]" 349.1739, found 349.1773.

Boc-D- Lys(/V-4-Pentynoyl)-OH 6b. A procedure analogous to the one used for the synthesis of 6a
but using Boc-D-Lys-OH as starting material yielded Boc-D- Lys(N-4-Pentynoyl)-OH (474 mg,
73%) as a white solid. [a]”p= -4.9 (¢ 0.39, CHCl;), mp= 92.5-95.0°C. IR, '"H NMR (400 MHz,
CDCl3), *C NMR (100 MHz, CDCl;) and HRMS data were identical to those of Boc-L-Lys(N-4-
Pentynoyl)-OH. HRMS (ESI): m/z calcd. for CsH,sN,OsNa [M + Na]™ 349.1739, found 349.1739.
Boc-L-4-amino-phenylalanine(/V-4-pentynoyl)-OH 6¢. A procedure analogous to the one used for
the synthesis of 6a but using Boc-L-4-amino-phenylalanine-OH as starting material and extending
the reaction time to 15h yielded Boc-L-4-amino-phenylalanine(N-4-pentynoyl)-OH as a white solid
(750 mg, 58% yield) and an estimated purity of 90% (‘H NMR). [a]*p= +14.7 (¢ 0.70, CHCI;).
mp= 86-89°C. IR: vmax (neat)/cm™ 3288, 2974, 2935, 1668, 1603, 1540, 1515, 1159; 'H NMR
(500 MHz, DMSO): &= 9.90 (s, 1H, NH aniline), 7.48 (d, 2H, CH aniline, J= 8.5 Hz), 7.15 (d, 2H,
CH aniline, J= 8.5 Hz), 7.06 (d, 1H, , a-NH, J= 8.5 Hz), 4.04 (m, 1H, a-CH), 2.96-2.92 (m, 1H, -
CH,), 2.79 (t, 1H, CH alkyne, J= 2.5 Hz), 2.78-2.74 (m, 1H, B-CH,), 2.52-2.43 (m, 4H,
CH,CH,CO), 1.32 (s, 9H, CH; ‘Bu). *C NMR (125 MHz, DMSO): &= 173.5 (C), 169.0 (C), 155.3
(C), 137.3 (O), 132.5 (C), 129.1 (CH), 118.7 (CH), 83.5 (CH), 77.9 (C), 71.3 (CH), 55.1 (CH),
35.7 (CH,), 35.0 (CH,), 28.0 (CHj3), 14.0 (CH,). HRMS (ESI): m/z calcd. for C;9HN,OsNa [M +

Na]" 383.1583, found 383.1596.



Linear peptidomimetics synthesis.

Linear peptidomimetic 7a (15,28,3S). Compound 4a (1.41 g, 3.25 mmol) was dissolved in dry
CH,Cl, (30 mL). Triethylamine (1.13 mL, 8.13 mmol) was added followed by EDC-HCI (748 mg,
3.90 mmol) and HOBt (550 mg, 3.90 mmol). When all products were dissolved, free carboxylic
acid 6a (1.27 g, 3.90 mmol) in dry CH,Cl, (7 mL) was added and the mixture was stirred overnight
at room temperature. Most of the organic solvent was removed under reduced pressure without
heating. EtOAc (100 mL) was added to the slurry and the resulting suspension was washed with
H,O0, saturated aqueous NaHCO; (2 x 60 mL each). Extra EtOAc (30 mL) was added and washings
with 5% citric acid and H,O (2 x 60 mL each) were performed. The organic phase was dried
(MgS0O,4) and evaporated to dryness under reduced pressure. After purification by flash
chromatography on silica gel (1% MeOH in EtOAc), compound 7a was obtained as a white solid
(735 mg, 37% yield). [0]* p= +10.9 (c 0.53, CHCl;). mp= 86-89°C. IR: vmax (neat)/cm™ 3301,
2935, 2106, 1724, 1640, 1542, 1522; '"H NMR (400 MHz, CDCl;): 8= 7.33-7.24 (m, 5H, CH
arom.), 6.83 (d, 1H, a-NH, J= 7.5 Hz), 6.48 (t, 1H, e-NH, J= 5.5 Hz), 6.03 (t, 1H, e-NH, J= 5.0
Hz), 5.32 (d, 1H, o-NH, J= 6.5 Hz), 4.51 (td, 1H, o-CH, J= 8.0 Hz, J'=5.0 Hz), 4.15 (dd, 1H, o’-
CH, J= 8.0 Hz, J'= 5.0 Hz), 4.17-4.10 (m, 1H, o-CH), 3.74 (s, 3H, CH;0), 3.33-3.25 (m, 3H, e-
CH,, 1H B'-CH,), 3.24-3.12 (m, 1H, &-CHy), 3.03 (dd, 1H, B'-CH,, J= 14.0 Hz, J'= 8.0 Hz), 2.52
(td, 2H, , CH,CH,CO, J= 7.0 Hz, J’= 2.5 Hz), 2.39 (t, 2H, , CH,CH,CO, J= 7.0 Hz), 2.02 (t, 1H,
CH alkyne, J= 2.5 Hz), 1.92-1.79 (m, 2H, 1H B-CH,, 1H B-CH,), 1.69-1.62 (m, 2H, 1H B-CH,, 1H
B-CH,), 1.59-1.50 (m, 2H, 5-CH,), 1.48-1.37 (m, 4H, y-CH,, 8-CH,), 1.43 (s, 9H, CH; ‘Bu), 1.32-
1.24 (m, 2H, y-CH,). "C NMR (100 MHz, CDCl;): 8= 172.6 (C), 172.2 (C), 171.2 (C), 168.9 (C),
155.8 (C), 136.2 (C), 129.4 (CH), 128.6 (CH), 127.2 (CH), 83.1 (CH), 80.1 (C), 69.3 (C) 65.3 (CH),
54.2 (CH), 52.4 (CHs), 51.8 (CH), 38.8 (CH,), 38.7 (CH,), 38.4 (CH»), 35.3 (CH,), 31.7 (CH,), 31.5
(CH,), 28.9 (CH,), 28.6 (CH,), 28.3 (CHs), 22.3 (CH,), 22.3 (CH,), 14.9 (CH;). HRMS (ESI): m/z

caled. for C3,HysN;O, [M + H]™ 642.3615, found 642.3597.



Linear peptidomimetic 7b (18,2R,3S). A procedure analogous to the one used for the synthesis of
7a but using 4a and 6b as starting materials yielded 7b as a white solid (564 mg, 39% yield). [o]*
p=+32.2 (¢ 0.50, CHCl;). mp=91-92°C. IR: vmax (neat)/cm™ 3315, 2934, 2107, 1738, 1642, 1524;
'H NMR (400 MHz, CDCls): 8= 7.33-7.24 (m, SH, CH arom.), 6.77 (d, 1H, a-NH, J= 7.5 Hz), 6.51
(t, 1H, e-NH, J= 5.0 Hz), 5.97 (t, 1H, e-NH, J= 5.5 Hz), 5.28 (br, 1H, a-NH), 4.54 (td, 1H, o-CH,
J=8.0 Hz, J'=4.8 Hz), 4.14 (dd, 1H, o’-CH, J= 8.0 Hz, J'=4.5 Hz), 4.12-4.04 (m, 1H, a-CH), 3.73
(s, 3H, CH;0), 3.33-3.20 (m, 4H, 3H ¢-CH,, 1H B’-CH,), 3.18-3.10 (m, 1H, &-CH,), 3.01 (dd, 1H,
B’-CH,, J= 14.0 Hz, J'= 8.0 Hz), 2.52 (td, 2H, CH,CH,CO, J= 7.0 Hz, J’= 2.5 Hz), 2.38 (t, 2H,
CH,CH,CO, J= 7.0 Hz), 2.03 (t, 1H, CH alkyne, J= 2.5 Hz), 1.90-1.80 (m, 2H, 1H B-CH,, 1H B-
CH; ), 1.70-1.60 (m, 2H, 1H B-CH,, 1H B-CH, ), 1.56-1.47 (m, 2H, 3-CH,), 1.47-1.35 (m, 4H, §-
CH,, y-CH,), 1.44 (s, 9H, CH; ‘Bu), 1.32-1.22 (m, 2H, y-CH,). >C NMR (100 MHz, CDCl;): &=
172.5 (C), 172.0 (C), 171.3 (C), 168.8 (C), 155.8 (C), 136.3 (C), 129.4 (CH), 128.6 (CH), 127.1
(CH), 83.0 (CH), 80.2 (C), 69.4 (C) 65.3 (CH), 54.5 (CH), 52.4 (CHj3), 51.7 (CH), 39.0 (CH,), 38.6
(CH,), 38.5 (CH,), 35.4 (CH,), 31.7 (CH,), 31.3 (CH), 29.1 (CH,), 28.6 (CH,), 28.3 (CHs), 22.3
(CHy), 22.2 (CH,), 14.9 (CH,). HRMS (ESI): m/z caled. for C3,HygN,O; [M + H]™ 642.3615, found
642.3625.

Linear peptidomimetic 7¢ (1S,25,3R). A procedure analogous to the one used for the synthesis of
7a but using 4b and 6a as starting materials yielded 7¢ as a white solid (659 mg, 43% yield). [a]*
p=-34.9 (c 0.68, CHCl;). mp= 69-71°C. IR: vmax (neat)/cm™ 3312, 2943, 2103, 1738, 1646, 1522;
'H NMR (400 MHz, CDCl;): 8= 7.33-7.26 (m, 5H, CH arom.), 6.87 (d, 1H, a-NH, J= 6.0 Hz), 6.48
(br, 1H, e-NH, J= 5.0 Hz), 6.05 (br, 1H, &-NH), 5.26 (d, 1H, o-NH, J= 7.0 Hz), 4.51-4.41 (m, a-
CH, 1H,), 4.34-4.28 (m, 1H, o’-CH), 4.12 (d, 1H, o-CH, J= 6.0 Hz), 3.74 (s, 3H, CH;0), 3.34 (dd,
1H, p’-CH,, J=14.0 Hz, J'=4.5 Hz), 3.30-3.25 (m, 3H, e-CH; Lys), 3.16-3.06 (m, 1H, e-CH, Lys),
3.02 (dd, 1H, pB’-CH,, J= 14.0 Hz, J'= 8.0 Hz), 2.50 (td, 2H, CH,CH,CO, J= 7.0 Hz, J'= 2.5 Hz),
2.38 (t, 2H, , CH,CH,CO, J= 7.0 Hz), 2.01 (t, 1H, CH alkyne, J= 2.5 Hz), 1.88-1.78 (m, 2H, 1H B-
CH,, B-CH; ), 1.75-1.63 (m, 2H, 1H B-CH,, 1H B-CH, ), 1.60-1.50 (m, 2H, 3-CH,), 1.50-1.37 (m,
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4H, y-CH,, 8-CH,), 1.43 (s, 9H, CH; ‘Bu), 1.35-1.23 (m, 2H, y-CH,). *C NMR (100 MHz, CDCl;):
0=172.7 (C), 171.2 (C), 171.2 (C), 169.2 (C), 155.7 (C), 136.1 (C), 129.5 (CH), 128.6 (CH), 127.2
(CH), 83.1 (CH), 80.0 (C), 69.3 (C) 65.2 (CH), 54.1 (CH), 52.4 (CH3), 52.0 (CH), 38.7 (CH,), 38.5
(CH,), 38.3 (CH,), 35.3 (CH,), 32.0 (CH,), 30.9 (CH,), 28.8 (CH,), 28.7 (CH,), 28.3 (CHs), 22.3
(CH,), 22.1 (CH,), 15.0 (CH,). HRMS (ESI): m/z caled. for C3,Hi;gN;0; [M + H]" 642.3615, found
642.3627.

Linear peptidomimetic 12. A procedure analogous to the one used for the synthesis of 7a but
using 4a and Boc-L- 4-amino-Phe(N-Pentynoyl)-OH as starting materials yielded 12 as a yellowish
solid (770 mg, 87% yield). In this case the product was not purified by column chromatography as
in our hands it proved to be unstable to silica gel. The estimated purity is more than 80% ('H
NMR). [a]* p=-2.0 (¢ 0.5, CHCl;). mp= 145-147°C. IR: vmax (neat)/cm™ 3286, 2929, 2115, 1732,
1684, 1647, 1519; '"H NMR (500 MHz, DMSO-dj): 8= 9.90 (s, 1H, NH aniline), 8.23 (1H, al-NH),
8.15 (t, 1H, €1-NH), 7.47 (d, 2H, CH aniline, J= 8.5 Hz), 7.32-7.17 (m, 7H, CH arom.), 6.84 (d, 1H,
, 02-NH, J= 8.5 Hz), 4.25-4.18 (m, 1H, al-CH), 4.17-4.13 (m, 1H, a2-CH), 3.92 (d, 1H, o’-CH, J=
8.5 Hz, J’= 6.5 Hz), 3.61 (s, 3H, CH;0),3.09-2.88 (m, 5H, f’-CH,,1H B2-CH,, e-CHy), 2.79 (t, 1H,
CH alkyne, J= 2.5 Hz), 2.69-2.64 (m, 1H, $2-CH,) 2.54-2.33 (m, 4H, , CH,CH,CO), 1.75-0.80 (m,
6H, B1-CH,, y1-CH,, 51-CH,), 1.30 (s, 9H, CH; ‘Bu). °C NMR (125 MHz, DMSO- d,): 8= 172.6
(©), 172.0 (C), 169.2 (C), 168.7 (C), 155.3 (C), 137.4 (C), 136.8 (C), 132.8 (C), 129.5 (CH), 129.2
(CH), 128.4 (CH), 126.8 (CH), 118.8 (CH), 83.7(CH), 78.1 (C), 71.6 (CH), 62.7 (CH), 55.6 (CH),
51.9 (CHs;), 51.9 (CH), 38.4 (CH,), 37.1 (CH,), 36.9 (CH,), 35.3 (CH,), 30.7 (CH,), 28.5 (CH,),
28.3 (CH3), 22.6 (CH,), 14.2 (CH,). HRMS (ESI): m/z caled. for CssHysN;0;Na [M + Nal”

698.3278, found 698.3278.



Macrocyclic peptidomimetics synthesis.

Macrocyclic peptidomimetic 8a (IS,28,35-1,4-triazole). 7a (310 mg, 0.48 mmol, 1 eq) was
suspended in dry THF (400 mL) in a three neck round-bottomed flask, DIPEA (0.24 mL, 1.45
mmol, 3 eq) was added. The reaction mixture was bubbled with Argon for 30 min. At this point Cul
(184 mg, 0.97 mmol, 2 eq) was added and the reaction refluxed under N, for 15h. The solvent was
removed under reduced pressure and the product was purified by column chromatography (CH,Cl,-
MeOH) yielding 279 mg of a white solid. 156.8 mg of this solid were treated with 1.25M HCI-
MeOH (2.75 mL) 24h at rt, the solvent was removed under reduced pressure, co-evaporations with
MeOH and CH,Cl, were performed. 8a was obtained as an off-white solid (141 mg, 90% yield over
2 steps). [a]” p= +6.4 (¢ 0.5, MeOH). mp= 227-228°C. IR: vmax (neat)/cm™ 3240, 3060, 2935,
1735, 1665, 1550, 1438, 1216; 'H NMR (500 MHz, DMSO-d): 6= 8.90 (d, 1H, a-NH, J= 6.0 Hz),
8.67 (t, 1H, e-NH, J= 5.5 Hz), 8.23 (d, 3H, NH;', J=4.5 Hz), 7.84 (t, 1H, &-NH, J= 5.5 Hz), 7.81 (s,
1H, CH triazole), 7.24-7.15 (m, 5H, CH arom.), 5.61 (dd, 1H, o’-CH, J= 9.0 Hz, J’= 6.5 Hz), 4.12-
4.08 (m, 1H, a-CH), 3.96-3.92 (m, 1H, a-CH), 3.60 (s, 3H, CHj3), 3.41 (dd, 1H, p’-CH,, J= 14.0 Hz,
J’= 6.5 Hz), 3.31 (dd, 1H, p’-CH,, J= 14.0 Hz, J'= 9.0 Hz), 3.16-3.07 (m, 1H, 1H &-CH,), 3.09-
3.01 (m, 2H, &-CH; ), 3.02-2.94 (m, 1H, &-CH,), 2.90-2.79 (m, 2H, CH,CH,CO), 2.38-2.35 (m, 2H,
CH,CH,CO), 1.80-1.60 (m, 4H, B-CH,), 1.55-1.20 (m, 8H, y-CH,, 3-CH,). >C NMR (125 MHz,
DMSO-dy): 171.4 (C), 170.9 (C), 168.8 (C), 167.2 (C), 145.8 (C), 136.3 (C), 128.8 (CH), 128.2
(CH), 126.6 (CH), 121.2 (CH), 63.6 (CH), 52.4 (CH), 51.8 (CH3), 51.7 (CH), 38.0 (CH,), 37.7
(CHy), 37.1 (CH,), 34.3 (CH,), 30.7 (CH,), 28.8 (CH,), 28.1 (CH,), 28.1 (CH,), 21.8 (CH,).21.2,
(CH,) 21.0 (CH,). HRMS (ESI): m/z calcd. for C,7H4N,Os [M + H]" 542.3091, found 542.3095.

Macrocyclic peptidomimetic 8b (15,2R,3S-1,4-triazole). A procedure analogous to the one used
for the synthesis of 8a but using 7b as starting material afforded 8b as an off-white solid (167 mg,
81% yield). [a]” p=-15.2 (¢ 0.31, DMSO-d,). mp= 191-193°C. IR: vmax (neat)/cm™ 3283, 2934,
1718, 1649, 1548; '"H NMR (500 MHz, DMSO-d;): 8= 8.92 (d, 1H, a-NH, J= 8.0 Hz), 8.51 (t, 1H,
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e-NH, J= 5.5 Hz), 8.21 (d, 3H, NH;", J= 4.5 Hz), 7.83 (s, 1H, CH triazole), 7.81 (t, 1H, e-NH, J=
5.5 Hz), 7.25-7.15 (m, 5SH, CH arom.), 5.43 (dd, 1H, o’-CH, J= 9.0 Hz, J'= 6.5 Hz), 4.40-4.36 (m,
1H, a-CH), 3.86-3.80 (m, 1H, a-CH), 3.66 (s, 3H, CHs), 3.37 (dd, 1H, f’-CH,, J= 14.0 Hz, J'= 6.5
Hz), 3.25 (dd, 1H, B’-CH,, J= 14.0 Hz, J’= 9.0 Hz), 3.03-2.86 (m, 4H, &-CH, ), 2.86-2.81 (m, 2H,
CH,CH,CO), 2.39-2.27 (m, 2H, CH,CH,CO), 1.80-1.60 (m, 4H, 2 B-CH,), 1.40-1.10 (m, 8H, vy-
CH,, 3-CH,). >C NMR (125 MHz, DMSO-d,): 171.8 (C), 170.6 (C), 168.6 (C), 167.1 (C), 145.5
(0), 136.2 (C), 128.8 (CH), 128.2 (CH), 126.6 (CH), 121.0 (CH), 63.6 (CH), 52.0 (CH3), 51.9 (CH),
51.1 (CH), 38.6 (CH,), 38.0 (CH,), 37.8 (CH,), 34.5 (CH,), 30.9 (CH,), 30.5 (CH,), 28.6 (CH,),
28.0 (CHp), 22.2 (CH,), 21.4, (CH,) 21.3 (CH,). HRMS (ESI): m/z calcd. for C,7H4N;0s5 [M +
H]",542.3091, found 542.3116.

Macrocyclic peptidomimetic 8c (I5,2S,3R-1,4-triazole). A procedure analogous to the one used
for the synthesis of 8a but using 7¢ as starting material afforded 8¢ as an off-white solid (47
mg, 68% yield). [0]* p=-4.8 (¢ 0.37, MeOH). mp= 230-231°C. IR: vmax (neat)/cm” 3250, 3040,
2933, 1738, 1663, 1552, 1438, 1213; '"H NMR (500 MHz, DMSO-d,): 5= 8.74 (t, 1H, &-NH, J= 6.0
Hz), 8.55 (d, 1H, a-NH, J= 6.0 Hz), 8.27 (d, 3H, NH;", J= 4.0 Hz), 7.84 (s, 1H, CH triazole), 7.81
(t, 1H, e-NH, J= 5.5 Hz), 7.25-7.18 (m, 5H, CH arom.), 5.51 (dd, 1H, o’-CH, J= 9.0 Hz, J'= 7.0
Hz), 4.02 (dd, 1H, o-CH, J= 13.0 Hz, J’= 6.0 Hz), 3.92-3.85 (m, 1H, a-CH), 3.58 (s, 3H, CHs),
3.38 (dd, 1H, B’-CH,, J= 14.0 Hz, J'= 7.0 Hz), 3.30 (dd, 1H, B’-CH,, J= 14.0 Hz, J'= 9.0 Hz),
3.15-2.98 (m, 4H, &-CH, ), 2.91-2.80 (m, 2H, CH,CH,CO), 2.45-2.33 (m, 2H, , CH,CH,CO), 1.85-
1.65 (m, 4H, 2 B-CH,), 1.45-1.05 (m, 8H, y-CH,, 3-CH,). °C NMR (125 MHz, DMSO-d,): 171.6
(©), 170.9 (C), 168.8 (C), 167.8 (C), 146.1 (C), 136.1 (C), 128.9 (CH), 128.2 (CH), 126.6 (CH),
120.6 (CH), 63.7 (CH), 52.7 (CH), 51.8 (CH3), 51.8 (CH), 37.7 (CH,), 37.4 (CH,), 37.4 (CH,), 34.5
(CH,), 30.7 (CH»), 28.9 (CH,), 28.3 (CH,), 28.0 (CH,), 21.9 (CH,), 20.9 (CH,). C3;H4N-Os [M +
H]" 542.3091, found 542.3107.

Macrocyclic peptidomimetic 9a (IS§,28,35-1,5-triazole). 7a (100 mg, 0.156 mmol, 1 eq) was

suspended in dry toluene (125 mL) under Argon. The reaction mixture was heated to 80°C and
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bubbled with Argon for 30 min. [Cp*RuCl]s (16.9 mg, 0.016mmol, 0.1 eq) was added and the
reaction was refluxed for 20h. Then, it was cooled to rt, filtered through a pad of Celite washing it
with CH,Cl, and MeOH. The filtrate was evaporated to dryness under reduced pressure and purified
by column chromatography (CH,Cl,-MeOH, 95:5) yielding 90.2 mg of a white solid. 87.7 mg of
this solid were treated with 1.25M HCI-MeOH (2.75 mL) 24h at rt, the solvent was removed under
reduced pressure and co-evaporations with MeOH and CH,Cl, were performed. 9a was obtained as
an off-white solid (78.9 mg, 90% yield over 2 steps). [a]* p= +39.8 (c 0.54, MeOH). mp= 233-
235°C. IR: vmax (neat)/cm™ 3250, 3060, 2932, 1743, 1672, 1552, 1443, 1218; 'H NMR (500 MHz,
DMSO-dy): 5= 9.03 (d, 1H, a-NH, J= 5.5 Hz), 8.83 (t, 1H, e-NH, J= 5.5 Hz), 8.21 (d, 3H, NH;", J=
4.0 Hz), 7.96 (t, 1H, &-NH, J= 5.5 Hz), 7.40 (s, 1H, CH triazole), 7.29-7.12 (m, 5H, CH arom.), 5.75
(dd, 1H, o’-CH, J= 10.5 Hz, J’= 5.0 Hz), 4.18-4.15 (m, 1H, a-CH), 4.12-4.06 (m, 1H, a-CH), 3.62
(dd, 1H, B'-CH,, J= 14.0 Hz, J’=10.5 Hz), 3.54 (s, 3H, CHs), 3.40 (dd, 1H, pB'-CH,, J= 14.0 Hz, J'=
5.0 Hz), 3.29-3.22 (m, 1H, &-CH,), 3.16-3.09 (m, 2H, &-CH,), 3.00-2.92 (m, 1H, &-CH,), 2.72 (t,
2H, CH,CH,CO, J= 8.5 Hz), 2.37-2.26 (m, 2H, , CH,CH,CO), 1.84-1.25 (m, 12H, B-CH,, y-CH,,
3-CH,). >C NMR (125 MHz, DMSO-d;): 171.3 (C), 170.4 (C), 169.1 (C), 167.2 (C), 137.2 (C),
136.9 (C), 130.8 (CH), 129.1 (CH), 127.9 (CH), 126.4 (CH), 61.5 (CH), 52.7 (CH), 51.7 (CH), 51.6
(CH3), 37.2 (CH,), 37.1 (CH,), 36.7 (CH,), 33.9 (CH,), 30.6 (CH,), 28.9 (CH,), 28.0 (CH,), 21.2,
(CH,) 21.0 (CH,), 19.0 (CH,). C,7H4oN,O5 [M + H]" 542.3091, found 542.3105.

Macrocyclic peptidomimetic 9b (IS,2R,3S5-1,5-triazole). A procedure analogous to the one used
for the synthesis of 9a but using 7b as starting material afforded 9b as an off-white solid (162 mg,
90% yield). [0]* p= -55.4 (¢ 0.36, MeOH). mp= 295-297°C. IR: vmax (neat)/cm™ 3215, 3040,
2935, 1736, 1668, 1552, 1439, 1218; '"H NMR (500 MHz, DMSO-d;): 6= 8.88 (d, 1H, 0-NH, J=7.5
Hz), 8.24-8.17 (m, 4H, NH;" and e-NH), 8.02 (t, 1H, &-NH, J= 5.5 Hz), 7.39 (s, 1H, CH triazole),
7.19-7.07 (m, SH, CH arom.), 5.44 (dd, 1H, o’-CH, J= 10.0 Hz, J'= 5.5 Hz), 4.29-4.24 (m, 1H, a-
CH), 3.84-3.77 (m, 1H, a-CH), 3.66 (s, 3H, CHj3), 3.50-3.45 (m, 2H, B'-CH,), 3.12-2.98 (m, 2H, &-

CH,), 2.98-2.93 (m, 2H, &-CH), 2.66-2.57 (m, 1H, CH,CH,CO), 2.47-2.42 (m, 1H, CH,CH,CO),
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2.37-2.31 (m, 2H, CH,CH,CO), 1.78-1.57 (m, 4H, B-CH,), 1.42-1.35 (m, 2H, 3-CH,), 1.30-1.10
(m, 6H, 2 x y-CH,, 8-CH,). >C NMR (125 MHz, DMSO-d;): 172.0 (C), 170.7 (C), 168.4 (C), 167.0
(©), 137.5 (C), 136.9 (C), 131.3 (CH), 128.9 (CH), 128.0 (CH), 126.4 (CH), 61.5 (CH), 52.0 (CH,),
51.9 (CH), 51.7 (CH), 38.3 (CH,), 38.0 (CH,), 36.7 (CH,), 33.6 (CH>), 30.6 (CH,), 30.3 (CH,), 28.8
(CH,), 27.9 (CHy), 22.2, (CH,) 20.8 (CH,), 17.8 (CH,). Co;HyN,Os [M + H]" 542.3091, found
542.3080.

Macrocyclic peptidomimetic 9c (7S,2S,3R-1,5-triazole). A procedure analogous to the one used
for the synthesis of 9a but using 7c¢ as starting material afforded 9c¢ as an off-white solid (54 mg,
87% yield). [0]* p=+6.4 (c 0.37, MeOH). mp=251-253°C. IR: vmax (neat)/cm” 3240, 3040, 2921,
1736, 1666, 1550, 1438, 1213; "H NMR (500 MHz, DMSO-dj): 8= 8.60 (d, 1H, a-NH, J= 5.5 Hz),
8.35 (t, 1H, e-NH, J= 5.5 Hz), 8.20 (d, 3H, NH;", J= 4.5 Hz), 7.97 (t, 1H, e-NH, J= 5.5 Hz), 7.36 (s,
1H, CH triazole), 7.20-7.07 (m, SH, CH arom.), 5.42 (dd, 1H, o’-CH, J= 10.0 Hz, J'= 5.5 Hz),
4.10-4.07 (m, 1H, a-CH), 3.75-3.68 (m, 1H, a-CH), 3.61 (s, 3H, CH;), 3.51 (dd, o’-CH 1H, J=
14.0 Hz, J’= 5.5 Hz), 3.40 (dd, 1H, B'-CH,, J= 14.0 Hz, J’= 10.0 Hz), 3.16-3.02 (m, 4H, &-CH,),
2.69-2.63 (m, 1H, CH,CH,CO), 2.57-2.45 (m, 1H, CH,CH,CO), 2.43-2.33 (m, 2H, CH,CH,CO),
1.80-1.60 (m, 4H, B-CH,), 1.50-1.20 (m, 8H, y-CH,, 3-CH,). >C NMR (125 MHz, DMSO-dj):
171.3 (C), 170.7 (C), 168.7 (C), 167.0 (C), 137.5 (C), 136.8 (C), 131.2 (CH), 128.9 (CH), 128.0
(CH), 126.4 (CH), 61.7 (CH), 52.6 (CH), 51.9 (CH3), 51.8 (CH), 38.4 (CH,), 37.2 (CH,), 36.7
(CH,), 33.3 (CH,), 30.3 (CH,), 29.3 (CH,), 28.2 (CH,), 28.1 (CH,), 21.8 (CH;) 21.0 (CH,), 18.2
(CHy). Cy7H4N;O5 [M + H]" 542.3091, found 542.3071.

Macrocyclic Diketopiperazine 10a (1S,2S,35-1,4-triazole). 8a (50 mg, 0.086 mmol) and
morpholinomethyl-polystyrene (136.8 mg, 0.48 mmol) were placed in a microwave (MW) tube.
2-butanol (6 mL) was added followed by AcOH (35 pL, 0.61 mmol). The mixture was heated
with MW (150°C) for 3h. Then the resin was filtered and washed with MeOH, CH,Cl,. The
filtrate was evaporated to dryness under reduced pressure, performing co-evaporations with
CH,Cl,(3x). Final DKP compound 10a was obtained as an off-white solid (41.4 mg, 94%). [a]*

13



p="-7.1 (¢ 0.36, MeOH). mp= 229-230°C. IR: vmax (neat)/cm™ 3250, 3040, 2923, 1666, 1640, 1544,
1454; "H NMR (500 MHz, DMSO-d): = 8.34 (t, 1H, &-NH, J= 5.5 Hz), 8.18 (d, 1H, 0-NH, J=2.5
Hz), 8.04 (d, 1H, o-NH, J= 2.5 Hz), 7.80 (s, 1H, CH triazole), 7.78 (t, 1H, e-NH, J= 5.5 Hz), 7.25-
7.11 (m, 5H, CH arom.), 5.44 (dd, 1H, o’-CH, J= 9.5 Hz, J'= 6.0 Hz), 3.80-3.76 (m, 1H, a-CH),
3.68-3.64 (m, 1H, a-CH), 3.30 (dd, 1H, B'-CH,, J= 14.0 Hz, J'= 6.0 Hz), 3.19 (dd, 1H, B'-CH,, J=
14.0 Hz, J’= 9.5 Hz), 3.14-2.94 (m, 4H, ¢-CH,), 2.91-2.77 (m, 2H, CH,CH,CO), 2.40-2.30 (m, 2H,
CH,CH,CO), 1.75-1.55 (m, 4H, B-CH,), 1.50-1.10 (m, 8H, y-CH,, 8-CH,). >*C NMR (125 MHz,
DMSO-dy): 170.8 (C), 167.5 (C), 167.3 (C), 167.0 (C), 145.6 (C), 136.1 (C), 128.8 (CH), 128.2
(CH), 126.8 (CH), 121.0 (CH), 63.6 (CH), 54.1 (CH), 53.9 (CH), 38.5 (CH;), 38.0 (CH,), 38.0
(CH,), 34.5 (CH,), 34.3 (CH,), 33.1 (CH,), 29.0 (CH,), 28.6 (CH,), 21.6, (CH,) 21.2 (CH,), 21.2
(CHy). CyH3¢N;04 [M + H]" 510.2829, found 510.2841.

Macrocyclic Diketopiperazine 10b (IS,2R,3S-1,4-triazole). A procedure analogous to the one
used for the synthesis of 10a but using 8b as starting material and increasing the MW heating time
to 4h yielded 10b an off-white solid (41.9 mg, 93% yield). [0]* p= +22.8 (¢ 0.38, MeOH). mp=
249-251°C. IR: vmax (neat)/em™ 3260, 2929, 1653, 1547, 1436; 'H NMR (500 MHz, DMSO-dy):
0= 8.48 (t, 1H, e-NH, J= 6.0 Hz), 8.10 (s, 1H, a-NH), 8.05 (d, 1H, a-NH, J= 3.0 Hz), 7.96 (t, 1H, &-
NH, J= 5.5 Hz), 7.83 (s, 1H, CH triazole), 7.24-7.16 (m, 3H, CH arom.), 7.09 (d, 2H, CH arom., J=
7.0 Hz), 5.45 (dd, 1H, o’-CH, J=10.0 Hz, J’= 5.6 Hz), 3.88-3.85 (m, 1H, a-CH), 3.72-3.69 (m, 1H,
a-CH), 3.29-3.15 (m, 4H, B'-CH,, 1H &-CH,, 1H ¢CH,), 3.07-2.96 (m, 2H, 1H &-CH,, 1H &-CH,),
2.92-2.78 (m, 2H, CH,CH,CO), 2.47-2.30 (m, 2H, CH,CH,CO), 1.99-1.91 (m, 1H, B-CH,), 1.79-
1.70 (m, 1H, B-CH,), 1.65-1.44 (m, 6H, 1H B-CH,, 1H B-CH,, y-CH,, 6-CH>), 1.42-1.20 (m, 4H, y-
CH,, 3-CH,). °C NMR (125 MHz, DMSO-d,): 171.1 (C), 169.8 (C), 168.7 (C), 167.7 (C), 146.1
(©), 136.0 (C), 128.9 (CH), 128.2 (CH), 126.6 (CH), 120.3 (CH), 63.9 (CH), 54.6 (CH), 53.1 (CH),
38.6 (CH,), 38.5 (CH,), 37.4 (CH,), 33.8 (CH,), 32.3 (CH,), 31.7 (CH,), 28.8 (CH»), 28.3 (CH,),

23.0, (CH,) 21.3 (CH,), 20.9 (CH,). CasH3sN;0, [M + H]' 510.2829, found 510.2818.
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Macrocyclic Diketopiperazine 10c (IS,2S,3R-1,4-triazole). A procedure analogous to the one
used for the synthesis of 10a but using 8¢ as starting material afforded 10c as an off-white solid
(43.8 mg, 90% yield). [a]” p= +16.6 (¢ 0.32, MeOH). mp= 230-231°C. IR: vmax (neat)/cm™ 3284,
2934, 1655, 1544, 1454; "H NMR (500 MHz, DMSO-d,): 8= 8.34 (t, 1H, e-NH, J= 5.5 Hz), 8.11 (d,
1H, a-NH, J= 2.5 Hz), 8.06 (d, 1H, a-NH, J= 2.5 Hz), 7.85 (t, 1H, &-NH, J= 5.5 Hz), 7.74 (s, 1H,
CH triazole), 7.25-7.13 (m, 5H, CH arom.), 5.47 (dd, 1H, o’-CH, J= 10.0 Hz, J'= 6.0 Hz), 3.76-
3.74 (m, 1H, a-CH), 3.70-3.66 (m, 1H, o-CH), 3.32 (dd, 1H, B'-CH,, J= 14.0 Hz, J’= 6.0 Hz), 3.22
(dd, 1H, B'-CH,, J= 14.0 Hz, J'= 10.0 Hz), 3.18-3.12 (m, 1H &-CH,), 3.11-3.05 (m, 1H &-CH,),
3.04-2.97 (m, 2H, 1H &-CH,, 1H &-CH,), 2.88-2.79 (m, 2H, CH,CH,CO), 2.35 (t, 2H, CH,CH,CO,
J=6.5 Hz), 1.81-1.73 (m, 2H, 1H B-CH,, 1H B-CH,), 1.69-1.62 (m, 1H, f-CH,), 1.58-1.52 (m, 1H,
B-CH,), 1.46-1.38 (m, 2H, 8-CH,), 1.38-1.30 (m, 4H, y-CH,, 8-CH,), 1.30-1.18 (m, 2H, y-CH,). ®C
NMR (125 MHz, DMSO-dy): 170.8 (C), 167.4 (C), 167.3 (C), 167.2 (C), 145.6 (C), 136.1 (C),
128.8 (CH), 128.1 (CH), 126.6 (CH), 120.7 (CH), 63.6 (CH), 54.1 (CH), 54.1(CH), 38.4 (CH),
38.0 (CH,), 37.7 (CH,), 34.5 (CH,), 34.1 (CH,), 33.1 (CH»), 29.0 (CH,), 28.7 (CH,), 21.8, (CH,)
21.1 (CH,). Ca6H36N,O4 [M + H]" 510.2829, found 510.2807.

Macrocyclic Diketopiperazine 11a (1S,2S8,35-1,5-triazole). A procedure analogous to the one
used for the synthesis of 10a but using 9a as starting material afforded 11a as an off-white solid
(46.5 mg, 91% vyield). [0]* p=-44.3 (c 0.54, MeOH). mp= 182-184°C.IR: vmax (neat)/cm™ 3235,
2928, 1663, 1558, 1456. '"H NMR (400 MHz, DMSO-d): 8= 8.16 (t, 1H, &-NH, J= 5.5 Hz), 8.00 (d,
1H, o-NH, J= 1.5 Hz), 7.93-7.88 (m, 2H, a-NH, &-NH) 7.38 (s, 1H, CH triazole), 7.21-7.08 (m, 5H,
CH arom.), 5.36 (t, 1H, o’-CH, J= 7.5 Hz), 3.90-3.86 (m, 1H, a-CH), 3.84-3.79 (m, 1H, a-CH),
3.48 (d, 2H, B'-CH,, J= 7.5 Hz), 3.20-2.80 (m, 4H, &-CH,), 2.60-2.30 (m, 4H, CH,CH,CO), 1.80-
1.50 (m, 4H, B-CH,), 1.45-1.10 (m, 8H, y-CH,, 5-CH,). C NMR (125 MHz, DMSO-d,): 170.6 (C),
167.0 (C), 167.0 (C), 166.9 (C), 137.5 (C), 136.9 (C), 131.0 (CH), 128.9 (CH), 128.0 (CH), 126.4

(CH), 61.5 (CH), 53.9 (CH), 53.7 (CH), 38.4 (CH,), 37.8 (CH,), 36.6 (CH,), 33.4 (CH,), 32.6

15



(CH,), 31.8 (CH,), 29.3 (CH,), 28.6 (CH,), 20.8, (CH,) 20.4 (CH,), 18.0 (CH,). CyH;5sN;O,Na [M
+ Na]" 532.2648, found 532.2650.

Macrocyclic Diketopiperazine 11b (1S8,2R,3S-1,5-triazole). Compound 9b was reacted using a
procedure analogous to the one used for the synthesis of 6a but increasing the MW heating time to
6h.. After removal of the solvent under reduced pressure, cold MeOH was added to the crude. The
resuling white solid was washed with small amounts of cold MeOH and dried to yield 11b (14.5
mg, 50% yield). [a]® p= +24.8 (¢ 0.43, DMSO-dy). mp= 191-193°C. IR: vmax (neat)/cm™ 3340,
3322, 3199, 2927, 1658, 1645, 1528, 1450; 'H NMR (500 MHz, DMSO-d;): = 8.23 (dd, 1H, e-
NH, J= 7.1 Hz, J’= 3.5 Hz), 8.02 (d, 1H, a-NH, J= 3.0 Hz), 7.94 (s, 1H, a-NH), 7.86 (t, 1H, J=3.0
Hz, e-NH), 7.35 (s, 1H, CH triazole), 7.24-7.13 (m, 5SH, CH arom.), 5.36 (dd, 1H, o’-CH, J= 10.0
Hz, J'=5.0 Hz), 3.80-3.76 (m, 1H, a-CH), 3.70-3.66 (m, 1H, a-CH), 3.60 (dd, 1H, B'-CH,, J= 14.0
Hz, J’=10.0 Hz), 3.49 (dd, 1H, p'-CH,, J= 14.0 Hz, J’= 5.0 Hz), 3.37-3.30 (m, 1H, &-CH,), 3.28-
3.21 (m, 1H, &-CH,), 3.02-2.95 (m, 1H, &-CH,), 2.91-2.85 (m, 1H, &-CH;), 2.71-2.61 (m, 2H,
CH,CH,CO), 2.43-2.30 (m, 2H, CH,CH,CO), 1.89-1.82 (m, 1H, B-CH,), 1.73-1.61 (m, 2H, $-CH,),
1.48-1.22 (m, 9H, 1H B-CH,, y-CH,, 8-CH,). °C NMR (125 MHz, DMSO- dj): 170.4 (C), 169.0
(C), 168.8 (C), 166.9 (C), 137.3 (C), 136.9 (C), 130.8 (CH), 128.9 (CH), 128.0 (CH), 126.4 (CH),
62.0 (CH), 54.8 (CH), 52.9 (CH), 38.5 (CH,), 37.2 (CH), 36.2 (CH,), 32.5 (CH,), 32.3 (CH,), 31.1
(CH,), 28.7 (CH,), 27.6 (CH,), 22.7 (CH,), 21.0 (CH,), 18.6 (CH,). CyH3N,O4 [M + HJ

510.2829, found 510.2838.

Macrocyclic Diketopiperazine 11c¢ (IS,2S,3R-1,5-triazole). A procedure analogous to the one
used for the synthesis of 10a but using 9¢ as starting material afforded 11¢ as an off-white
solid (32.5 mg, 91% yield). [a]*”’ p=+10.3 (c 0.39, MeOH). mp= 175-177°C. IR: vmax (neat)/cm’
3284, 2930, 1662, 1553, 1455; '"H NMR (500 MHz, DMSO-d,): 6= 8.13 (t, 1H, &-NH, J= 5.5 Hz),
7.96 (s, 2H, 2 a-NH), 7.88 (t, 1H, &-NH, J= 6.0 Hz), 7.37 (s, 1H, CH triazole), 7.19-7.08 (m, 5H,

CH arom.), 5.42 (dd, 1H, o’-CH, J= 9.0 Hz, J'= 6.5 Hz), 3.90-3.86 (m, 1H, 0-CH), 3.86-3.82 (m,
16



1H, o-CH), 3.48-3.45 (m, 2H, B'-CH,), 3.18-2.92 (m, 4H, 2 &-CH,), 2.60-2.46 (m, 2H,
CH,CH,CO), 2.41-2.34 (m, 2H, CH,CH,CO), 1.80-1.68 (m, 2H, B-CH,), 1.59-1.48 (m, 2H, B-CH,),
1.45-1.05 (m, 8H, y-CH,, 8-CH,). >C NMR (125 MHz, DMSO-dy): 170.6 (C), 167.0 (C), 166.9 (C),
137.6 (C), 137.0 (C), 130.9 (CH), 128.9 (CH), 128.0 (CH), 126.4 (CH), 61.3 (CH), 54.0 (CH), 53.6
(CH), 38.5 (CH,), 37.7 (CH,), 36.6 (CH,), 33.1 (CH»), 32.6 (CH,), 31.6 (CH,), 29.3 (CH,), 28.3
(CHy), 20.6, (CH,) 20.5 (CHy,), 17.8 (CH,). C5H35N;,04Na [M + Na]™ 532.2648, found 532.2654.

Macrocyclic peptidomimetic 13. 12 (176.8 mg, 0.261 mmol, 1eq) was suspended in dry THF (215
mL) in a three neck round-bottomed flask, DBU (0.117 mL, 0.784 mmol, 3 eq) was added. The
reaction mixture was bubbled with Argon for 30 min. At that point Cul (99.5 mg, 0.523 mmol, 2
eq) was added and the reaction refluxed under N, for 15h. The solvent was removed under reduced
pressure. The reaction mixture was filtered and 79.6 mg of a white solid were obtained. 60 mg of
this solid were treated with 1.25M HCl-dioxane (2.75 mL) 16h at rt, the solvent was removed under
reduced pressure and co-evaporations with MeOH and CH,Cl, were performed. 8a was obtained as
a brownish solid (54.4 mg, 45% yield over 2 steps). The product was not purified by column
chromatography due to its instability to silica gel. The estimated purity is more than 90% (low
molecular weight impurities present, 'H NMR) [a]* p= +30.2 (¢ 0.39, DMSO-d,). mp>300°C. IR:
vmax (neat)/em’ 3295, 2923, 1724, 1661, 1521, 1455; "H NMR (500 MHz, DMSO-dy): 6= 9.89 (s,
1H, NH aniline), 8.50-8.42 (m, 3H, NH;"), 8.35-8.30 (m, 2H, &-NH, al-NH), 7.87 (s, 1H, CH
triazole), 7.44 (d, 2H, CH aniline, J=8.4 Hz), 7.25-7.11 (m, 7H, CH arom.), 5.38 (t, 1H, a’-CH, J=
7.5 Hz), 4.00-3.92 (m, 1H, a2-CH), 3.73-3.67 (m, a1-CH), 3.54 (s, 3H, CH3), 3.50-3.30 (m, 1H, B'-
CHy), 3.22 (dd, 1H, p'-CH,, J= 14.0 Hz, J'= 9.0 Hz), 3.14-3.05 (m, 2H, 1H B2-CH,, 1H &-CH,),
2.98-2.86 (m, 2H, CH,CH,CO), 2.82 (dd, 1H, B2-CH, J= 13.0 Hz, J’= 11.5 Hz), 2.78-2.70 (m, 1H,
g1-CH,), 2.70-2.58 (m, 2H, CH,CH,CO), 1.62-0.86 (m, 6H, p1-CH,, y1-CH,, §1-CH,). °C NMR
(125 MHz, DMSO-dp): = 170.8 (C), 169.7 (C), 167.1 (C), 166.6 (C), 145.7 (C), 137.8 (C), 136.2
(C), 129.4 (CH), 129.2 (C), 128.8 (CH), 128.1 (CH), 126.6 (CH), 120.7 (CH), 119.2 (CH), 63.8
(CH) , 53.2 (CH), 52.7 (CH), 51.6 (CH3), 37.9, 37.7 (CH,), 37.5 (CH,), 36.1 (CH,), 35.0 (CH,),
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29.6, 28.6 (CH,), 28.2, 28.0 (CH,), 21.7 (CH,), 20.8 (CH.). C3oH3sN;0s [M + H]* 576.2934, found
576.2947.

Macrocyclic DKP 14. Compound 13 was reacted using a procedure analogous to the one used
for the synthesis of 10a but increasing the MW heating time to 9h. Then the resin was filtered
and washed with DMSO-DMF (1:1) and DMF. The final DKP compound 14 was obtained
as a brownish solid (8.7 mg, 40% yield). The product was not purified by column
chromatography due to its instability to silica gel. The estimated purity is more than 90%
(low molecular weight impurities present, 'H NMR). [a]*® ,= +10.6 (c 0.51, DMSO-d,).
mp>300°C. IR: vmax (neat)/cm” 2928, 1666, 1517, 1454, 1411; '"H NMR (500 MHz, DMSO-dy):
6= 9.79 (s, 1H, NH aniline), 8.16-8.11 (m, 2H, o-NH, &-NH), 7.97 (d, 1H, o-NH, J= 1.8 Hz), 7.77
(s, 1H, CH triazole), 7.45 (d, 2H, CH arom., J= 8.5 Hz), 7.25-7.14 (m, 5H, CH arom.), 7.45 (d, 2H,
CH arom., J= 8.5Hz), 5.29 (t, 1H, o’-CH, J= 7.7 Hz), 4.14-4.11 (m, 1H, a2-CH), 3.42-3.24 (m, 3H,

B'-CH,, al-CH), 3.11-3.04 (m, 2H, 1H p2-CH,, 1H &-CH,), 2.95-2.87 (m, 2H, CH,CH,CO), 2.73-

2.58 (m, 3H, 1H p2-CH, CH,CH,CO), 2.56-2.44 (m, 1H, &-CH, ), 1.80-0.10 (m, 6H, B1-CH, yI-
CH,, 51-CH,). *C NMR (125 MHz, DMSO-dy): = 169.6 (C), 166.9 (C), 166.5 (C), 165.8 (C),
146.3 (C), 138.3 (C), 136.6 (C), 130.8 (CH), 130.2 (C), 129.1 (CH), 128.4 (CH), 126.7 (CH), 120.5
(CH), 118.3 (CH), 103.1 (CH), 64.1 (CH), 55.5 (CH), 53.4 (CH), 38.1 (CH,), 37.7 (CH,), 36.9
(CH,), 35.2 (CH,), 33.7 (CH,), 31.9 (CH,), 27.9 (CH,), 23.2 (CH,), 21.2 (CH,), 20.4 (CH,).

CyoH34N;04 [M + H]* 544.2672, found 544.2697.

18



H-L- Lys(L-Ns-Phe)-OMe-TFA 4a.
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H-L- Lys(D-N;-Phe)-OMe-TFA 4b.
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Boc-L- Lys(N-4-Pentynoyl)-OH 6a.
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Boc-L-4-amino-phenylalanine(/V-4-pentynoyl)-OH 6c¢.
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Linear peptidomimetic 7a (1S,2S,3S).
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Linear peptidomimetic 7b (1S,2R,3S).
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Linear peptidomimetic 7c (15,2S,3R).
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Macrocyclic peptidomimetic 8a (1S5,2S,35-1,4-triazole).

| fa\
__JUXL_)'“. G | "'; ""‘JL"I WJ.M ﬁ f \: ‘JN.!\JJ ""“L_&_

T I T T T T I T T T T I T T T T I T T T T I
- -n =

20 8.0 7.0 6.0 5.0 40 30 20 1.0

T T T T I.l T T T ] T T T I-l T T T T I.l T

26



Macrocyclic peptidomimetic 8b (15,2R,3S-1,4-triazole).

J

-

s

|
U




Macrocyclic peptidomimetic 8c (1S,2S,3R-1,4-triazole).
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Macrocyclic peptidomimetic 9a (1S5,2S,35-1,5-triazole).
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Macrocyclic peptidomimetic 9b (1S,2R,35-1,5-triazole).
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Macrocyclic peptidomimetic 9c (1S,2S,3R-1,5-triazole).
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Macrocyclic Diketopiperazine 10a (1S,2S,35-1,4-triazole).




Macrocyclic Diketopiperazine 10b (1S,2R,3S-1,4-triazole).
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Macrocyclic Diketopiperazine 10c (1S,2S,3R-1,4-triazole).
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Macrocyclic Diketopiperazine 11a (1S,2S,35-1,5-triazole).
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Macrocyclic Diketopiperazine 11b (1S,2R,3S-1,5-triazole).
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Macrocyclic Diketopiperazine 11c (1S,2S,3R-1,5-triazole).
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Linear peptidomimetic 12
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Macrocyclic peptidomimetic 13.
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Macrocyclic DKP 14.
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Analysis of Chemical Space Coverage

We analyzed the chemical diversity of the 14 macrocyclic compounds reported in this work
as follows.

Firstly, in order to put the diversity of compounds into context to other typical chemical
libraries we randomly selected a set of 657 approved drugs from DrugBank[1] and 746
compounds from the Chembridge screening library, as downloaded from ZINC[2] (all
structures are given as well in the supplementary material). For both libraries as well as our
newly synthesized structures TAE/RECON)[3] electrostatic potential (RECON_EP1 to
RECON_EP9) and electrostatic potential autocorrelation descriptors (RA_EP1 to RA_EP9)
were calculated as implemented in the Molecular Operating Environment (MOE). These
descriptors capture the diversity of chemical structures with respect to their electrostatic
surface properties which are of crucial importance to binding, but implicitly and partially
(due to the autocorrelation descriptors) also information about the shape of the molecule.
The resulting 20-dimensional descriptor space was subject to principal component analysis
(PCA) in the same program and the first two resulting principle components were displayed

in Figure 5 in the manuscript.

[1] DrugBank: a knowledgebase for drugs, drug actions and drug targets. Wishart DS,
Knox C, Guo AC, Cheng D, Shrivastava S, Tzur D, Gautam B, Hassanali M. Nucleic Acids
Res. 2008; 36: D901-6.

[2] ZINC - A Free Database of Commercially Available Compounds for Virtual Screening.
Irwin JJ, Shoichet BK. J. Chem. Inf. Model. 2005; 45: 177-82.

[3] New developments in PEST shape/property hybrid descriptors. Breneman CM,
Sundling CM, Sukumar N, Shen L, Embrechts MJ. J. Comp.-Aided Mol. Des. 2003; 17:
231 —240.
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SMILES of FDA-Approved Drugs

P (OCclcnc(C)c(0)clC=0) (=0) ([0-]) [0-]
0=C1N=C (NC=2NCC (NC1=2)CNclccc (ccl)C(=0)N[CRE@H] (CCC(=0) [0-])C(=0) [0-])N
O=C ([0O-]) [CQRE@H] ([NH3+])Ccl[nH]cncl

0=C(C(=0) [0-])C

OCC[N+] (C) (C)C

0=C ([0-]) [CREH] ([NH3+])CCCC [NH3+]

0=C([0-]) [C@RH] ([NH3+])CCC[NH+]=C(N)N

[NH2+] (CCCC[NH2+]CCC[NH3+])CCC[NH3+]
1

0=C ([0-]) [C@RH] ([NH3+])CCC[NH3+]
0=C (N) CC[CQH] ([NH3+])C (=0) [0O-]
P(OC[CRH]10[CRRH] (n2c3ncnc (N) c3nc2) [CRH] (0) [CRRH]10) (=0) ([0-1) [0-]

ocl1cc(C) () c(\c=c\c (=c\c=C\C (=c\c=Cc\C=C (\C=C\C=C (\C=C\C2C (CC (0) C=C2C) (C)C) /C)/Cc)\C)\C)=C(C1l)

C
O=C1NC (=0)N=C2N (c3cc (C)c(cc3N=C12)C)C[C@QRH] (O) [CRRH] (O) [CRE@H] (O)CO
1[CQH] (CO) [CREH] (O) [CQRH] (O) [C@RRH] (NC(=0)C)C1l0
O=C ([0O-]1)CCI[CQH] ([NH3+])C(=0) [0O-]
P(OC[C@H] ([NH3+])C(=0) [0-]) (OC[CRH] (OC (=0) CCC) COC (=0) CC) (= )[O—]
O[C@H]1C\C (=C\C=C/2\C3CC[CRH] ([CRE@H] (CCCC(O) (C)C)C) [CRI3(CCC\2)C)\C(CC1)=C
O=C([0O-])CN(C (=[NH2+])N)C
O=C([O-])C([NH3+])CC(C)C
O=C ([0-]) [CRQH] ([NH3+])Cclc2c ([nH]cl)cccc2
C[CQH] ([NH3+])C (=0) [0-]
slc[n+] (Cc2cnc (nc2N)C)c (C)clCCO

O=C ([0O-]) [C@W@H] ([NH3+])CCCNC (=0)N

O0=C ([0-]1) [C@QH] ([NH3+]) [CQH] (O)C

P(OC[CRH]10[CREH] (N2C=C (CC=C2)C(=0)N) [CQH] (O) [CQEGH]10) (OP (OC[C@H]10O[CREH] (n2c3ncnc (N)c3nc2) [
C@H] (O) [CRRH]10) (=0) [0-]) (=0) [0-]

0=C1N=C (Nc2ncc (ncl2)CNclccc(ccl)C(=0)N[C@@H] (CCC (=0) [0-])C(=0) [0-]1)N
O0=C([0O-]) [CRQRH] ([NH3+])C

O=Clc2c (cccc2)C(=0)Cc=ClC

O=C([0O-1) [C@H]1[NH2+]CCC1

[nH]1c2c (ncnc2N)ncl
O=C(N)C[C@H] ([NH3+])C (=0) [0-]
FC(F) (F)clccc(ccl)C (=NOCC[NH3+])CCccocC
O=C (N ([CQR@H] (C(C)C)C(=0) [0-])Cclccc(ccl)-clccceccl-cln[n-]nnl)CCCC
O(CC)C(=0) [CQRH] ([NH2+] [C@H] (C(=0O)N1[C@@H]2[C@H] (C[C@H]1C(=0) [O-])CCC2)C)CCclccccel
Oclcc (ccclO)C[C@H] ([C@H] (Cclcc(0O)c(O)ccl)C)C
Clclccc(ccl)C(CC(=0) [0-]1)CI[NH3+]

[NH+]1 (CCCClclccecnel)C
S1C[C@@]2(O[C@H]1C)CICC[NH+] (C2)CCl
ClclccceclCl=NC (0O)C(=0)Nc2clcc(Cl)cc?2
O(CC(O)C[NH2+]C(C)C)clccc(ccl)CCcC(oC)=0
C1C=CC (0O) (CC)C#C

[NH3+]C (Cclcccecel) (C)C
0=C (N)C1l (c2c (-c3clcccc3)ccecc2)CCC[NH2+]C(C)C
O(C)clcc(ccecl) [CRR]L (O)CCCC[C@@H]IC[NH+] (C)C

1[CQH] (CO) [CQRE@H] (O) [CRH] (O) [C@RH]1Inlc2ncnc (N)c2ncl
O(CC(0O)C[NH2+]C(C)C)clccc(ccl)ccocclicel
Fclcc (F)ccclC(0O) (Cnlncncl)Cnlncncl
O(C(CC)CC) [CRRH]1C=C(C[C@H] ([NH3+]) [C@H]1NC (=0)C)C (0CC)=0
O (C(=0)CCC(OCC[N+] (C) (C)C)=0)CC[N+] (C) (C)C
S (=0) (=0) (NICC[NH+] (CC1l)C)clcc (C2=NC (=0)c3n(nc(c3N2)CCC)C)c(0CC)ccl
S (=0) (=0) (Nclccc(ccl)CC[NH+] (CCOclccc (NS (=0) (=0)C)ccl)C)C
Clclccc(ccl)-clc(nc(nclN)N)CC
0O(C)clc(0C)cc(cclOC)C(O[CRRH]IC[C@H]2[C@H] (C[C@H]3[NH+] (CCc4c5c([nH]c34)cc(0C)cch)C2) [CRH] (C
(0OC)=0) [CRH]10C)=0

1[CR@H] (CC) [CR] (O) (C) [CRH] (O) [CQH] ([NH+] (C[CR@EH] (C[CQ] (O) (C) [CRH] (O[CRERH]20[CRRH] (C[CRH] ([NH
+1(C)C) [CRH]20)C)C(C) [CRH] (O[CRERH]20[CERH] (C) [CRH] (O) [CR] (OC) (C2)C) [CEEH] (C)Cl=0)C)C)C
ClclccccecclC[NH+]1CCc2sccc2Cl
O(C)clcecc(cclCl2CC3CC(Cl)CC(C2)C3)-clcc2e(cc(cec2)C(=0) [0-])ccl

S (=0) ([0-]) (=NC(=0)NC(C)C)clc[nH+]ccclNclcc(cccl)C

Oclcc2C[CRH] (/ [N+] (/c2ccl0)=C\C=C/1\C=C (N[CRRH] (C\1)C(=0) [0-])C(=0) [0-])C(=0) [0-]

S (=0) ([0-1) (=NC(=0)NC1CCC(CC1l)C)clccc(ccl)CCNC (= )NlCC(C):C(CC)Cl o]

F[CQQ]12[CQH] ([CRE@H]3CI[CEH] (C) [C@] (OC(=0)C) (C(=0)COC(=0)C) [C@]3(C[CREH]1O)C)C[CRH] (F)Cl=CC (=

0)Cc=C[cCcr@]12C
01C (COC12CCCCC2) C[NH+]=C(N)N
1[CQEH] (C[CEEH] (O)CC1=0)CC[CRRH]1[CRRH]2C (=C[CEEH] (C[CREH]20C (=0) [CEH] (CC)C)C)C=C[CRRH]1C
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CIC(F)C(F) (F)OC(F)F

slcc (nclN)CC(=0)N[C@H]1[C@H]2SCC (CSc3nnnn3CC[NH+] (C)C)=C(N2C1=0)C (=0) [0O-]
O=C ([0O-]1)C[C@H] (CC(C)C)C[NH3+]

Clclcc2c (N(C)C(=0)C(0)N=C2c2ccccc?)ccl

Clclcc2NC (N (S (=0) (=0)c2cclsS (=0) (=0)N)C)CCl

Oclcc (N)ccclC (=0) [0-]

O1CC[NH2+]C[CRH]1[CRRH] (OclccccclOCC)cleecececl

BrCCC (=0)N1CCN (CC1)C (=0)CCBr

0O=C1NC (=0)NC (=0)Cl (C(CcC)C)cCccC

O=C1Nc2c (nccc2C)N (c2ncceccl?2)ClCCl

Clclnc (N)c2ncn(c2nl) [CRRH]IO[C@H] (CO) [C@E@H] (O)C1

Oclccc (N) cclC (=0) [0-]

O(C(clccccel)clceceeecl)CIC[C@Q@H] 2 [NH+] ([C@QH] (Cl)CC2)C

S (=0) (=0) (clccc (N)ccl)clcec (N)ccl
Clclcc(Cl)cccl[C@QR]1I(O[CRH] (COL1)COclccc (N2CC[NH+] (CC2)C(C)C)ccl)Cnlnencl
O=C1NC (=0)NC1 (clcccccl)clccccecl

Oclc2c(cccl) [CREH] ([C@RH]1C(C(=0) [C@R]I3(0) [CRH] ([CRH] ([NH+] (C)C)C(=0)/C(=C(/[0-
1) \N) /C3=0) [C@H]10)=C2[0-])C

Oclccc(ccl)C(=C(CC)clcecc(0O)ccl)CC

ClclcccceeclC(nlcencl) (clccececl)clecececl

Clclc2CN3CC (=0) N=C3Nc2ccclCl

O0=C (N (CC)clcccceccelC) C=CC
Olc2c(ccecc2)C(=0)C(CC=2C (=0)c3c (0C=2[0-]1)cccec3)=Cl[0-]

Iclc(C(=0) [0-1)c(I)c(NC(=0)C)c(I)clNC(=0)C

S (=0) (=0) (Nclcc (OC)c (Nc2c3c([nH+]cdc2cceccd)cceel3)ccl)C
O0=CIN(C)C(=0)N(c2nc[nH]cl2)C

O=C (N)C(CC[NH+] (C(C)C)C(C)C) (clccccecl)clneccecl

0=C (Nclc (cccclC)C)CI[NH+] (CC)CC

P (=0) ([0-]1) ([0-]1)C(P(=0) ([0O-]) [0O-]) (O)CC[NH3+]

Clclccc(ccl) [CR@] (OCC[CRE@H]1I[NH+] (CCC1)C) (C)clceceeel

S (Oclcc2CC[C@H]3[CRE@H]4CCC (=0) [CR]4 (CC[CRE@H]3c2ccl)C) (=0) (=0) [0-]
O(C(=0)cln(cncl)C(C)clcccecl)CC
O1[CRQ@H]2[CR@]34[CQRH] ([CW@H] ([NH+] (CC3)C)Cc3cd4clc(0)cc3)C=C[CW@Q@H] 20
S([C@H]1C[C@H] ([NH2+]C1l)C (=0)Nclcc(cccl)C(=0) [0-])C=1[C@@EH] ([CEH]2N (C=1C (=0) [O-
])C(=0) [CRRH]2[CRH] (O)C)C

O=CIN(C)C(=0)N(C)C(=0)Cl(C(CC)C)cc=C

S (=0) (=0) (Nclccc(ccl)C(0O)CCC[NH+] (CCCcccee)ce) e
O(C)clcc2N([CQRRH]3[CRE@]4 ([C@H]5[NH+] (CC=C[C@QR]5(CC) [CREH] (O) [CR]I3(0)C(=0)N)CC4)c2ccl[CRRR]1(c
2[nH]c3c (c2CC[NH+]2C[CQ@Q] (O) (C[CRH] (C1)C2)CC)cccc3)C(0C)=0)C

slc2cc (OCC)cecec2nclS (=0) (=0)N

O1C[CRH] (NC1=0)Cclcc2c ([nH]cc2CC[NH+] (C)C)ccl

Clclcc (Nc2ncnc3c2cce (OCCC[NH+]2CCOCC2) c(0C)c3) ceclF
O1[CQRQRH]2[CQ@]34[C@H] ([CE@H] ([NH+] (CC3)C)Cc3c4clc(0C)cc3)C=C[CE@@H] 20
S1[C@H]2N([CQR@H] (C(=0) [0-])C1(C)C)C(=0) [CA@H]2NC (=0) [C@H] (NC (=0) NICCN (CC)C (=0)C1l=0)clcccccl
O1[CQ] (NC(=0) [CA@H]2C[CRH]3[CRH] ([NH+] (C2)C)Cc2c4c3ccccd[nH]c2) (C)C(=0)N2[CRE@H] (Cc3cccece3)C(
=0)N3[CQ@EH] (CCC3) [C@T120

[NH+] (CCC=Clc2c (CCc3clcccc3)ccec2) (C)C

F[CQ@]12[CQH] ([CRERH]3CCI[CE@] (O) (C(=0)C) [CA]I3(C[CREH]10)C)C[CRRH] (C1l=CC(=0)C=C[C@@]12C)C
O=[N-]

OCC ([NH2+]CC[NH2+]C (CC)CO)CC

[NH+] (=C(N)N) C (=[NH2+])N(C)C

O(CC(O)C[NH2+]C(C)C)clccc(ccl)CC(=0)N

O0=C (N) clnccncl

[NH2+] (CCCClc2c (C=Cc3clcceceld)cecc?)C

O1CCCC1C (=0) NCCCN (C) clnc (N)c2cc (0OC)c (0OC)cc2nl

FC(F) (F)clcc ([N+] (=0) [0-])c(ccl)C(=0)C1lC (=0)Ccccl=0

ON1C (N)=CC (=NC1=N)N1CCCCC1

O=C1CC[CQ@]2 ([C@@H]3[CQ@H] ([C@RH]4CCI[C@] (O) (C(=0)C) [Cr@T4(CC3)C)C=C(Cc2=Cl)C)C
Clclcc2NC (Oc2ccl) =0

O=C1NC (=0) CCC1 (CC)clccc(N)ccl

S (=0) (=0) (Nclncccnl)clcecc (N)ccl

Clclcc2NC (N3CC[NH+] (CC3)C)=C3C (=Nc2ccl)C=CC=C3

O(C(C) (clcccecl)clneececl)CC[NH+] (C)C

Slc2c (N(c3clccecc3)CCC[NH+]1CC[NH+] (CC1)C)cc (SCC)cc2

[NH2+] (CC[NH2+]CC[NH3+])CC[NH2+]CC[NH3+]

OC (CC[NH+]1CCCCC1l) (CclcccccCl)clececcecl

O=C1NC (=0) C[NH+] (C1)C[C@@H] ([NH+]1CC (=0)NC (=0)C1l)C

ClclccecclClC (C(OCC)=0)=C(NC(C)=C1lC (0OC)=0)COCC[NH3+]

[nH+]1c2c (CCCC2)c (N)c2clcecee2

FC(F) (F)C(=0)NC1CC(OC(C)Cl10)O[CRE@H]1c2c (C[CR] (O) (C1)C (=0)COC (=0)CCCC)c(0)clc(C(=0)c3c(cccec30
C)C1=0) c20
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OC (CC[NH+]1CCCC1l) (CclcceecCl)clecccecl

O1CC (=CC1=0)ClCC[C@]2(O) [C@H]3[CRH] (C[CR@RH] (O) [C@R]12C) [CRR]1 ([CRRH] (C[CRRH] (O[CREH]20[CRH] (C
) [C@RRH] (O[CRRH]40[CRH] (C) [CRRH] (O[CRRH]S5O[CRH] (C) [CRRH] (O) [CRRH] (0)C5) [CRRH] (0)C4) [CRRH] (0)C
2)Cccl)yce3)c

S (=0) (=0) (N)clcc (C(=0)NCC2[NH+] (CCC2)CC)c (0C)ccl

O (C(=0)C=1C(C(C(OCCOC)=0)=C(NC=1C)C)clcc ([N+] (=0) [0-])cccl)C(C)C
Cl1[CQRQ@]12[CQH] ([CR@H]3CI[CQH] (C) [C@] (O) (C(=0)CO) [C@]I3(C[CREH]10)C)CCCLl=CC(=0)C=C[Cr@]12C
O[CRQH] ([CQ@H] ([NH3+])C)clccceccl

Clclccc(ncl)N1[CQ@EH] (OC(=0)N2CC[NH+] (CC2)C)c2nccnc2Cl=0

Clclcc2c (-n3c (nnc3C)CN=C2c2ccccc?)ccl

Brclccc(ccl) [C@H] (CC[NH+] (C)C)clnccecl

[N+] (C) (C)=C1lC=CC (C=Cl)=C(clccc(N(C)C)ccl)clccc(N(C)C)ccl

Clclcc2c (Oc3c (N=C2N2CC[NH+] (CC2)C)cccc3)ccl

O(CC[N+] (C) (C)C)C(=0)N

S (=0) ([0-1) (=NC(=0)NC1lCCCCCl)clccc(ccl)C(=0)C

Olc2cc (C[C@H]3[N+] (CCcdcc (0OC)c (0OC)c (0chbececec (C[CRRH]B6[N+] (CCc7cc (0C)clececohT) (C)C)ceh)e34) (C)C)c
cc20C

S1[CEH]2N([CQREH] (C(=0) [0-])C1(C)C)C(=0) [CE@H]2NC (=0) COclcccccl

O=C1NC (=0)NC (=0)C1 ([CR@H] (CCC)C)CC=C

Slc2c (N (c3clcccc3)CCC[NH+] (C)C)ccece2

O (CC(0)COC(=0)N)clccececcloC

O (C(=0) [C@H] (CO)clcccecl)ClCC2[NH+] (C(Cl)cc2)C

O=C (N(C)C)Ccln2C=C (C=Cc2ncl-clccc(ccl)C)C

[NH+]1 (CCCC1l)C\C=C(/clccc(ccl)C)\clnccecel

O1[CQH] (CO) [CQRRH] (O) [CRH] (O) [CRRH] (NC (=0) N (N=0)C) [C@H] 10

O[CQH]1CI[CREH] (O) [CRH] (\C=C\[CEQ] (O) (CCCCC)C) [CRH]1C\C=C\CCCC (=0) [0-]
ClcClc(Cl)c(cl)yc(clyc(clrycicl

FC(F) (F)C1l=CN([CR@H]20[C@H] (CO) [C@RRH] (O)C2)C (=0)NC1=0

Clclcc2N (c3c (Sc2ccl)ccee3)CCCINH+]1CC[NH+] (CCL)C

0 (C)clc(0C)cc(cclOC)Cclene (nclN)N

FC1(F) [C@H] (O) [CRH] (O[C@H]1INIC=CC (=NC1=0)N)CO

0=C1N=C (Nc2n (cncl2) [CE@H]1C[C@H] (O) [C@Q@H] (CO)C1l=C)N
slcccclClOC[CRH]20[CRRH] (O[CRH]3[CRRH]4[CQRRH] ([CR@RH] (c5c3cc30C0c3c5)c3cc(0C)c(0)c(0C)c3)C(0C
4)=0) [CQH] (O) [CQERH] (O) [C@rRH]201

O1[CQREH] (C) [CQH] (O) [C@RRH] ([NH3+])C[CRR@H]10[CREH]1c2c (C[CE] (O) (C1)C(=0)CO)c(0)clc(C(=0)c3c(cc
cc30C)C1=0)c20

CI1C(Cl)C(=0)NC(C(0O)clccc ([N+] (=0) [0-]1)ccl)CO

S (=0) (Cclnccc (OCC(F) (F)F)clC)cl[nH]c2c (nl)cccc2

Fclccec(ccl)C (=0)CCC[NH+]1CCC(N2c3c (NC2=0)cccc3)=CC1
Iclcc(cc(I)clOclecc(I)c(0O)c(I)cl)C[CRH] ([NH3+])C(=0) [0-]
Clclc2c(C([0-])=C3[CQRH] (C[CRRH]4[CRE] (O) (C(=0)\C(=C(/[O~-

1) \NCO) \C (=0) [C@H]4 [NH+] (C)C)C3=0) [CER]2(0)C)c (0)ccl

O(C(=0)C1l(CC[NH+] (CCl)C)clccceel)CC
Clclcc2c(ccl)C(clncececclCC2)=CICCN(CC1l)C (0OCC)=0

slcccclCC(=0)N[C@H]1[C@H]2SCC (COC(=0)C)=C(N2C1=0)C (=0) [0-]

olcccclC (=0)N1ICCN (CC1l)clnc (N)c2cc (0OC)c(0C)cec2nl

[NH+] (CCCN1lc2c (CCc3clccece3)ccce2) (C)C

0(C)clcc(C)c(\C=C\C (=C\C=C\C(=C/C(=0) [0-])\C)\C)c(C)clC

O (C(=0)C1l=CC=C2C3=NC (=Cc4 [nH]c (C=C5N=C (C=c6[nH]c (=C3)c(C)co6C=C)C (C)=C5CCC (=0) [0O-
1) c(CCC(OC)=0)c4C) [C@]2(C) [CRE@H]1C(OC)=0)C

O (C)clcc2c(cc(cc2)CCC(=0)C)ccl

01C2[C@H]30C (=0) [CRR]450[CREH]4C[CRAQ] (O) (C([CREH]2C(O) (C)C)C1=0) [CrR@]35C
Fclcc2c (nclNICC[NH2+]JCCl)N(C=C(C(=0) [0-])C2=0)CC

O (C)clcc2c(nccc2[CRRH] (O) [CRH]2[NH+]3C[CRRH] (C(C2)CC3)C=C)ccl

0lc2c ([CRH]3[CREH] (CCC(=C3)C)CL(C)C)c(0)cc(c2)cccee

Clclcc2nc (ccc2ecl) \C=C\clcc (cccl) [CRH] (SCC1 (CC1)CC(=0) [0-])CCclccececlC(0) (C)C
O (C(=0)clccceccl)C(C[NH2+]C1CCCCCL)C

0=C1N (C)C (=0)NC (=0)C1 (C(C#CCC)C)CC=C

slccccl[CRE@H] (Oclc2c(cccl)ceccc2)CC[NH2+]C

O=C1NC (=0) CCC1IN1Cc2c (cccc2N)Cl=0

slc2c(ccc(0)c2)c(C(=0)c2ccc (OCC[NH+]3CCCCC3)cc2)cl-clcec(0)ccl

S (=0) (=0) (N)clccc (-n2nc (cc2-c2ccc(cc2)C)C(F) (F)F)ccl

O (CC[NH+] (CC)CC)clc (OCC[NH+] (CC)CC)cccclOCC[NH+] (CC)CC
Brclc2nccenc2ccclNC1l=[NH+]CCN1
Clclccecc(Cl)cl-clnoc(C)clC(=0O)N[CRH]1[CRH]2SC(C) (C) [CRRH] (N2C1=0)C (=0) [0-]
Fclcc2c (N(C=C(C(=0) [0-])C2=0)CC)cclNICC[NH+] (CCl)C
nlc(nc(nclN(C)C)N(C)C)N(C)C

S (=0) (=0) (Nclccc(ccl)C(O)C[NH2+]C(C)C)C

O=C1N (CCCC[NH+]2CCN (CC2)c2ncccn2)C (=0)CC2 (Cl)cCccec2

O1[CQH] (CO) [CRRH] (N=[N+]=[N-])C[C@QH]1N1C=C (C)C (=0)NC1=0
01lCCc2cc(cccl2)CC[NH+]1C[CQ@@H] (CC1)C(C(=0)N) (clccceel)clceceecl
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OC (CC[N+] (CC

) (CC)CC) (ClcccccCl)clecececl
O=C1CC[CQ@H]2

[

1

(C
[C@GRH]3[CRH] ([C@GRH]4CC[CRR] (O) (C#C) [CR]4 (CC3)CC)ccee=Cl
01CC (=CC1=0) [C@
[CA@H]40[C@H] (C
3)C
O(C)clcc2[CQ@]34[C@ERH] ([C@H] ([NH+] (CC3)C)Cc2ccl)CCCC4
[A1H2-] (O[A1H2-]10)0
S(CCC)Clch[nH] (nc2ccl)NC(0OC) =
O=C ([ 1) \C=C (\C=C\C=C (\C=C\C= lC(CCCC 1C) (c)c)/c)/c
Clclcc2NC( (c3cccece3C)C(=0)c2cclS (=0) (=0)N)C
S=C (Oclcc2c(ccl)cccc2)N(C)clcec(ceel)C
O (CCCC)clnc2c(ccecec2)c(cl)C(=0)NCC[NH+] (CC)CC
O (C(=0)C=1C(C(C(0OC)=0)=C(NC=1C)C)clcc ([N+] (=0) [O-
1)cccl)C(C[NH+] (CCC(clccecececl)cleececeel)C) (C)C
P (=0) ([0=]) ([0-])C(=0) [O-]
Fclcc2c (N (C=C(C(=0) [0-])C2=0)C2CC2)cclNICC[NH2+]CC1
ClCC\C (=C(\clccc (OCC[NH+] (C)C)ccl) /clccececl)\clececeeel
O(C)clcc2N([CQRH]3[CRE@]4 ([C@H]5[NH+] (CC=C[C@QR]5(CC) [CRRH] (OC(=0)C) [CRI3(0)C(0OC)=0)CC4)c2ccl]
C@@]1(c2[nH]c3c (c2CC[NH+]2C[C@@] (O) (C[CE@H] (C1l)C2)CC)ccce3)C(0C)=0)C=0
O(C(=0)N(C)C)clccc[n+] (cl)C
F[CQ@]12[CRH] ([CRQRH]3C[CREH] (C) [CAH] (C(=0)CO) [CR]3(C[CREH]10)C)CCCl=CC (=0)C=C[C@@]12C
O=C ([O-])CCCCCCCC (=0) [0-]
S=C1NC (=CC (=0)N1)CcCC
0lc2c (C=CC1=0)cclc (occl)c20C
S1(=0) (=0)N(C)\C(=C(\[0-]) /Nc2ncccc2)\C(=0)c2clcccc?
FC(F) (C(F) (F)F)C(F) (F)F
Clclccc(ccl)C([NH+]1CC[NH+] (CC1l)CCOCCO)clcceecl
1[CQEH] ([C@H] (O) [CQRH] (O)CO) [CQ@H] (NC(=0)C) [C@QQ@H] ([NH+]=C(N)N)C=C1C (=0) [0-]
S (=0) (=0) (Nclnc (nc (OCCO)clOclccececlOC) -clnceenl)clecee(ccl)C(C) (C)C
Oclc2c (C[CQRRH]3C(C(=0) [CRR]4 (O) [CRRH] (C3) [CRH] ([NH+] (C)C)C(=0) /C(=C(/[0-])\N)/C4=0)=C2[O-
1) c(N(C)C)cclNC(=0)C[NH2+]C(C) (C)C
O1CC[NH+] (CC1)CCCICN(CC)C(=0)Cl (clcccecel)clceccecel
1[CE@H]2N(C(C(=0) [0-]1)=C(C1)C)C(=0) [CQH]2NC (=0) [CQH] ([NH3+])clcccccl
O(C)clcc2N([CQRH]3[CRE@]4 ([C@H]5[NH+] (CC=C[C@QR]5(CC) [CRRH] (OC(=0)C) [CRI3(0)C(0C)=0)CC4)c2ccl]
C@@]1(c2[nH]c3c(c2CC[NH+]2C[C@@] (O) (C[CR@ERH] (C1)C2)CC)cccec3)C(0C)=0)C
O(CC(O)C[NH2+]C(C)C)clc2c(cccl)ceee2
O(clcc(cccl)C(C(=0) [0-])C)clccceel
Clclcccc (Cl) c1INC1=[NH+]CCN1
0=C1N=C (Nc2n (cncl2)COCCOC (=0) [C@Q@H] ([NH3+])C(C)C)N
Clclccc(ccl)Cl (0O)N2C (=NCC2)c2clccecc2

]1CC[C@] (O) [C@GH]3[CRH] (CC[CR]12C) [CRR]1 ([CREH] (CC(O[CRRH]20[CRH] (C) [CRRH] (O
O[CREH]50[CRQH] (C) [CRRH] (O) [CREH] (OC(=0)C)C5) [CREGH] (0)C4) [CRRH] (O)C2)CCl)CC

Fclcc (F)ceccl[C@] (O) ([CRRH] (C)clncncclF)Cnlncnecl
O0=C ([0O-])C[CQRH] (O)C[N+] (C) (C)C
O (CC)C(=0) [CQH] ([NH2+] [CQH] (C (=0)NICCC[CRH]1C (=0) [0-])C)CCclcccccl

slcc (ncl\C=C\clcc (NC(=0)CC(CC) (CC)C(=0) [0-])cccl)ClCCCl
01c2c (OCC1C (=0)N1ICCN (CC1l)clnc (N)c3cc(0OC)c(0C)cc3nl)cecece?
[NH2+]1CC[NH2+]CC1
Oclccc (cclC(=0)N)C(0)C[NH2+]C(CCclccceccel)C
O(Cclccceel)clecec (0)ccl
O=C1CC[CQRE]2([CRRH]3[CQRH] ([CREH]4CC[CR] (O) (C(=0)C) [CRI14(CC3)C)C[CrRrH] (C2=C1)C)C
Clclcc (C(=0)NC2CC[NH+] (CC20C)CCCOc2ccc (F)cc2)c (0C)cclN
S (=0) (C)clccc(ccl)C=Clc2c(cc(F)cc2)C(CC(=0) [0-])=C1lC

1[C@H]2N([CRE@H] (C(=0) [0-])C1(C)C)C(=0) [CA@H]2NC (=0) clc2c (ccclOCC) ccece2
S=C(N)clcc(nccl)CC
O(CC(0O)C[NH2+]C(C)C)clccc(cecl)Coccoc (C)C
Clclcc2[nH+]ccc (Nc3ce (C[NH+] (CC)CC)c (0)cec3)c2cecl
O1CCN (N=Cc2oc ([N+] (=0) [0-]) cc2)C1=0

F[C@QR]J12[CRH] ([CREH]3CI[CRRH] (O) [CQ@] (O) (C(=0)CO) [CR]I3(C[CERH]10)C)CCC1l=CC (=0)C=C[CRR@]12C
O1C[C@]2([CEH] (CC1=0)CCI[C@H]1[CR@QRH]3CC[CRA] (O) (C) [C@]3(CcCIcrrH]12)C)C

Slc2c (N (c3clccec3)CCC[NH+]1CC[NH+] (CC1)CCO)cc(cc2)C(F) (F)F

O=C1CC[CQR@]2([CRRH]3[CQRH] ([CR@H]4CC[CRH] (O) [C@]4 (CC3)C)ccc2=Cl)C

Clclcc2c (NC(O[CR]2 (C#CC2CC2)C (F )( ) )=0) ccl

Clclcc2c (NC(=0)C (N=C2c2ccccc2)C(=0) [0-])ccl

Ooccceceeeceeceececeecececcecece

[nH]1lcncclC(C)clccec (C)clC
S (=0) ([0=]) (=NC(=0)C)clccc (N)ccl
Fclcccec(ccl)Cnlc2c (nclINCICC[NH+] (CCl)CCclccc (0OC)ccl)cecec?2
Clclccecc(Cl)clsC(CCclcecc(Cl)ccl)Cnlcencl

1[C@H] (CO) [C@QRH] (O) [CQRH] (O) [CRE@H] 1nlc2ncnc (N)c2ncl

1[CQQRH] (C[CRRH] (O)CC1l=0)CC[CRRH]1[CQRRH]2C (=C[CREH] (C[CRRH]20C (=0)C(CC) (C)C)C)C=C[CRRHA]1C
O=C1N=C (Nc2[nH]cc(cl2)CCclccc(ccl)C(=0)N[C@H] (CCC(=0) [0-]1)C(=0) [0-1)N
O(C(=0)Ncl[nH]c2cc (ccec2nl)C (=0)clcecececl)C
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O (CCCC)clccc(ccl)C(=0)CC[NH+]1CCCCCL
01C(C)C(C)C(0)C (\C=C\C=C\CC\C=C\C=C\C=C\C=C\C (0OC20[CR@H] (
0)C(C(=0) [0-])C(O)CC(=0)CC(O)C(O)CCC(O)CC(O)CC(0)CCcL=0)C
O(C(Cclcccecel) (C(CINH+] (C)C)C)clceceecel)C(=0)CC
1[C@@H] (C=C[CRQRH] 1N1C=C (C)C (=0)NC1=0)CO
0O=C1IN(C)C(=0)N(c2ncn(cl2)CC(0)CO)C
O[CREH]ICI[CR@H] (O) [C@H] (C\C=C\CCCC (OC(C)C)=0) [CAH]1CC[CRE@H] (O)CCclcccccl
0O (C)clcc(cececlOC)C(C(C)C) (CCC[NH+] (CCclcec (OC)c (0OC)ccl)C)CHN
0 (C)clc(0C)cc(cclOC)C (=0)NCclcce (OCC[NH+] (C)C)ccl
FC(F) (F)clcc(N2C(=0)C(NC2=0) (C)C)cccl[N+] (=0) [0-]
Oclcc (ccclO) [C@QE@H] (O) C[NH2+]C
0=C1Nc2cccnc2N (c2clcecec2)C(=0)C[NH+]1CC[NH+] (CCl)C
Fclccc(ccl) [C@H]1[NH+] (CCO[C@H]10O[C@H] (C)clcc(cc(cl)C(F) (F)F)C(F) (F)F)CC1=NC (=0) [N-]N1
O (CC[NH+] (C)C)clccc(ccl) \C(=C(\CC) /clcccecel)\clcceecel
Clclnc (n(Cc2ccc(cc2)-c2cccecc2-c2n[n—-]nn2)clCO)CCCC
Slc2c (N(c3clccee3)CCCL [NH+] (CCCCL1)C)cc(SC)ce2
Slc2c(N(c3€lcccc3) (=0) CC[NH+]1CCOCC1) cc (NC (OCC)=0) cc2
1[CQQRH] (C) [CR@H] (C) [CRH] (O) [CQH] (C=CC=CC=CC=CC=CC=CC=C[CRH] (O[C@RRH]20[CRH] (C) [CQRRH] (O) [CRH] (
[NH3+])[C@@H]2O)C[C@@H]2O[C@@](O)(C[C@H](O)[C@H]2C(:O)[O—
])C[C@QH] (O) C[CQRQH] (O) [C@H] (O)CC[CREH] (O)C[C@EH] (O)CC1=0)C
Clclcc2c (-n3c (CN=C2c2ccccc2F)cnc3C)ccl

C) [C@QH] (O) [C@H] ([NH3+]) [CRERH]20)CC (

Fclcc (F)ccclNIC=C(C(=0) [0-]1)C(=0)c2cc (F)c(ncl2)N1C[CQRE@H]2[C@H] (C1)C2[NH3+]
1[C@H]2N(C(C(=0) [0-]1)=C(C1l)COC(=0)C)C (=0) [CA@H]2NC (=0) [C@H] ([NH3+])clcccccl
0O (C)clcc2C[CRH] (N(Cc2cclOC)C (=0) [CRRH] ([NH2+] [CRRH] (CCclcccecel)C (0CC)=0)C)C(=0) [0-]
1[CQEH] (C) [CRQRH] (O) [CREH] ([NH3+])C[C@RH]1O0[C@RH]1c2c (C[CR] (O) (C1)C(=0)C)c(0)clc(C(=0)c3c(cc
cc30C) C1=0) c20
S1\C (=N/C (=0)C) \N(N=C1S (=0) (=0)N)C
S (=0) (=0) (N)clcc(ccclOC)C[C@H] ([NH2+]CCOclccececlOCC)C
S1C[C@H] (O[C@H]1CO)N1C=CC (=NC1=0)N
O=C (N (CC)CC)NICC[NH+] (CC1l)C
Fclcc(cccl-clcceceel)C(C(=0) [0-]1)C
1[CQH]2N([CQRQH] (C(=0) [0-])C1(C)C)C(=0) [CAH]2NC (=0) clc (noclC)~-clcccccl
Fclccc(ccl) [CRRH]ICC[NH2+]C[CR@H]1COclcc20C0Oc2ccl
P (OCOC (=0)C(C) (C)C) (OCOC (=0)C(C) (C)C) (=0)COCCnlc2ncnc (N)c2ncl
[NH+]1 (CCC(CC1l)=Clc2c (CCc3clnccc3)ccece2)C
ClC(Cl) (P(=0) ([0-]) [0=-1) P (=0) ([O-]) [O-]
O(C)clccc(0OC)cclC(O)C([NH3+])C
nlc2c(c3n(cnc3clN)CC(C)C)cccec2
O(C(=0)C(0)clcccecl)CLICC2[N+] (C(Cl)cC2) (C)C
O ([N+] (=0) [0-]) C(CO[N+] (=0) [0=]) CO[N+] (=0) [O-]
O1CC[NH+] (CC1) [C@GH]1IC[C@]2([C@H] (C[CRGH]10)CC[CRH]1[CRERH]3C[CRH] ([N+]4 (CCCC4)CC=C) [CE@H] (OC (=

0)C) [C@]3(CC[Cr@H]12)C)C
[N+]1(CCC(CCl)=C(clcccccl)clcceecl) (C)C

O=C(N[C@@H] (Cclcccccl)C(=0) [O-])ClCCC(CCl)Cc(C)C

O=[NH+]\C=C/1\N(C=CC=C\1)C

S (=0) (Cclncc (C)c(0OC)clC)cl|

Clclccc(ccl)C([NH+]1CC[NH+]

O (CCCCCOclcecc (cecl)C(=[NH2+]
1[C@H]2N ([CQRRH] (C(=0) [0-1])
slc2cc (OC (F) (F)F)ccc2nclN

O=C1lCC[CRE@]2([C@RH]3[CRH] ([C@RH]4CC[C@] (O) (C(=0)CO) [CRI4(C[CrE@H]30)C)CCC2=Cl)C

O1C2C3[NH+] (C(CC(OC (=0)C (CO)cdcccecc4d)C3)Cl2)C

01CCc2c ([nH]c3c2ccecc3CC)Cl (CC(=0) [O0-])CC

0=C (NclccccclC)C ([NH2+]CCC)C

ClC(OC(F)F)C(F) (F)F

O=C1IN(CC)C (=0)NClclcccccl

0=C ([0-]) C=C (C=CC=C (C=CC=1C (CCCC=1C) (C)C)C)C

01CC2=C (C=C3N (Cc4c3nc3c (cc (0OC(=0)N5CCC ([NH+]6CCCCCH)CC5)cc3)cd4CC)C2=0) [CRE] (O) (CC)C1=0

S=C1NC=CN1C

nH]c2cc (OC) ccc2nl

(CCl)Cclcc(cccl)C)clececccel

JN)clccc (ccl)C(=[NH2+])N

Cl1(C)C)C(=0) [C@H]2NI1C (=0) [C@H] ([NH2+]C1(C)C)clcccccl

1[CRR]12C([CRRH]3C[CRRH] (C) [CR] (O) (C(=0)CC1) [CR]I3(C[CRRH]10)C)CCC1=CC (=0)C=C[CRR]12C
O\1[CQ@H]2N ([CQQH] (C(=0) [0-]) /C/1=C/CO)C(=0)C2
0=C1C[CRQRQRH] (O) [CRH] (C=C[CRRH] (0)CCCCC) [CRH]1CCCCCCC (=0) [0-]
O1C[CQRH]2[CQRRH] ([CQRRH] (c3c (cc40COc4c3) [CRH]20[CRRH]20[CRH]3[CRRH] (O[CRRH] (OC3)C) [CRH] (0O) [CRH
120) c2cc (0C) ¢ (0) ¢ (0C) c2) C1=0
S (=0) (=0) (N) clcc2S (=0) (=0)NCNc2cclC (F) (F)F
Slc2c (N(c3clccec3)CC([NH+] (C)C)C)cc(cc2)C(=0)CC

1[CQH] (CC) [C@] (O) (C) [CQH] (O) [CRE@H] (C)C (=NOCOCCOC) [CREH] (C[CQ] (O) (C) [C@H] (O[CRE@H]20[CRQH] (C[
C@H] ([NH+] (C)C) [CRH]20)C) [CRQRH] (C) [CQH] (O[CRRH]20[C@EH] (C) [CRH] (O) [CR] (OC) (C2)C) [CRRH] (C)C1l=

o)C
O=Clc2ccc (nc2N (C=C1lC(=0) [0-])CC)C
O=C (N[CQQH] (C(C) (C)C)C(=0)NC) [CRRH] ([CRH] (0)C(=0)N[O-])CC(C)C
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O (C)clcc2c(cc(cc2)C(C(=0) [0-])C)ccl

O=C ([0O-=])C[NH+] (CC[NH+] (CC(=0) [0-]1)CC(=0) [O-])CC[NH+] (CC (=
O(CC)C(=0) [C@QH] ([NH2+] [CQ@H] (C(=0)N1[CR@H]2[C@H] (C[C@H]1C(
[NH+] (CCN (Cclcccceccl)clneccececel) (C)C

IC#CCOclcc (Cl)c(Cl)cclcCl

S (=0) (=0) (Nclnccccl)cleee (N\N=C/2\C=C (C(=0) [0-])C (=0)C=C\2)ccl

01C (0C2C (0) C(OC30CC(0) (C)C([NH2+]C)C30)C([NH3+])CC2[NH3+])C([NH3+])CCCIC([NH2+]C)C
Clclc2c(cc(0)clO)C(C[NH2+]CC2)clccec (0)ccl

Clclcc2c (N(CC(F) (F)F)C(=0)CN=C2c2ccccc2)ccl

O=C1N (N=NN1CC)CC[NH+]1CCC (N (C(=0)CC)c2ccccc2) (CCl)cocC

O1CC[NH+] (CC1l)CCNclnnc (cclC)-clcccecl

O (CCC)clccec (cclN)C(OCC[NH+] (CC)CC)=0

OC (CC[NH+]1CCCCC1) (Cclc2cc(Cl)C=C2)clccccel

Oclcc(cc(0)cl)C(O)C[NH2+]C(C)C

Clclcc2c3c([nH]c2ccl)cc(ce3)C(C(=0) [0-])C

O(C(=0)C) [CR]1(CC[CQRH]2[CQH]3[CQRH] ([CRE@H]4C(=C[CR@QRH] (OC(=0)C)CC4)CC3)CCI[CrR]12C)CH#C
O[C@Q@H]1C[CR@H] (CC[CRH]IC(C)C)C

01lc2c (OCl)cclN(N=C(C(=0) [0-]1)C(=0)clc2)CC

Clclcc2c (N(C)C (=0)CN=C2c2ccccc2)ccl

O=CIN(C)C(=0)CClclcccccl

ClC=1CS[C@H] 2N (C=1C(=0) [0-])C(=0) [CQH]2NC (=0) C ([NH3+])clcccccl

0=C1CCC2=C3[CE@H] ([C@RH]4CC[CR@] (O) (C#CC) [CR]4(C[C@RH]3c3ccc(N(C)C)cec3)C)ccce=C1
Clclccc(ccl)Cl (O) CC[NH+] (CC1)CCC(C(=0)N(C)C) (clcceceel)cleeceecl

Cl1[CQRQ@]12[CQH] ([CRE@H]3CI[CRAH] (C) [C@H] (C(=0)COC(=0)C(C) (C)C) [CRI3(C[CRE@H]1O)C)C[CRH] (F)C1l=CC(
=0)C=C[C@@]1l2C

S (=0) ([0-]) (=NC(=0) [N-]N1CCCCCCl)clccc(ccl)C

Oclcc(ccclO)CC[NH2+]C (CCclccc (O)ccl)C

Clclcc2c (NC (=0)C(0O)N=C2c2ccccc2)ccl

F[CQRQ@H]1C2=CC (=0)CC[C@QR]2([C@@H]2[C@H] ([C@R@H]3C[C@H]40C (O[CRR]4 (C(=0)CO) [CRI3(C[CREH]20)C) (C
)Cc)c1l)c

SCC[NH3+]

Clclcc2N(c3c(Sc2ccl)ccecc3)CCC[NH+]1CC[NH+] (CC1l)Ccco

0=C (N) C/1=NC=N\C\1=N/NN(C)C

O[CQH] ([C@QH] ([NH2+]C)C)clcccecel

[NH+] (Cclc2c(cccl) cecee2) (CC=CCH#CC(C) (C)C)C
0=C1C=C2CC[CQREH]3[CRQRH] ([CR]2(C=C1)C) [CERRH] (O)C[CR]1([C@H]3CC[CRI1(O)C(=0)CO)C

S (=0) (=0) (NICC[NH+] (CC1l)CC)clcc (C2=NC (=0)c3n(N2)c(nc3C)CCC)c(0CC)ccl

O1[CQ@H] (C(=C[CQH]2C[CRQRH] (OC) [C@H] (O)CC2)C) [CR@H] (C) [C@RRH] (O)CC(=0) [CRRH] (C=C(C[CRRH] (C[CRH] (
OC) [C@H]20[C@] (O) ([CRE@H] (C[CRRH]20C)C)C(=0)C(=0)N2[C@EH] (CCCC2)C1l=0)C)C)CC=C

Oclccc (ccl)CCINH2+] [C@H] ([C@H] (O)clccc(0O)ccl)C

O (C(=0)clccc (NCCCC) ccl) ccoccoccoccoccoccoccoccoccecoc

s1c2S (=0) (=0) C(CC ([NH2+]CC)c2cclS (=0) (=0)N)C

Oclcc(cc(0)cl)C(O)C[NH2+]C(C) (C)C

O=C (N1CCc2[nH]c (nc2-c2clcccc2)C)clcecc (NC (=0)c2ccececec2-c2cecece?) cel

C1COC (=0) [CR@]1(OC(OCC)=0)CC[C@H]2[C@H]3[C@EH] ([C@R]4 (C(=CC(=0)C=C4)CC3)C) [C@QRH] (O)C[C@]12C
O (CC(0)CO)clcececececloc

Slc2c(cc(cc2)C(F) (F)F)C(c2clcccc2)=CCC[NH+]1CC[NH+] (CC1l)CCO

slcccclCC (=Ccln(Cc2ccc(cc2)C(=0) [0-])c(ncl)CCCC)C(=0) [0-]

Clclccc (N\C (=[NH+]\C (=[NH+]\CCCCCC\ [NH+]=C (\ [NH+]=C (\Nc2ccc (Cl)cc2) /N) /N)\N) \N) ccl

S1C[C@H] (O[C@H]1CO)N1C=C (F)C(=NC1l=0)N

C1\C(=C(/clccc (OCC[NH+] (CC)CC)ccl)\clcececeel) \clececececel

O1[CQRH]2[CQH] (OC[CRRH]20[N+] (=0) [0-]) [CQH] (O[N+] (=0) [0-])C1l

CI1CCI[NH+] (CCCl)C

O=C (NC1CC2[NH+] (C(Cl)CCC2)C)clnn(c2clccce2)C
S (=0) (=0) (Nclnccececl)clcee (N)ccl
+
(

[0-])CC (=0) [0-]

0)
=0) [0-])CCCC2)C)Ccce

O (CCCC)clcc(cceclN)C(OCC[NH+] (CC)CC)=0

O1[CQ@R]2([CEH] ([CEH]3[CEH] (CC2) [CRR]2 (C(=CC(=0)C=C2)CC3)C)CCC1l=0)C
0=C1C=C2CCC3C([CR@]2(C=C1)C) [CQREH] (O)C[C@]1(C3C[CEEH] (C) [Cr@]IL1(C(=0)CC)C)C
O (C(=0)C1(N(C(=0)CC)c2cccecc?2)CC[NH+] (CCl)CCC (0C)=0)C

O1[CQREH] (CC[CRERH]1Inlc2NC=NC (=0)c2ncl)CO

Slc2c (N (c3clcccc3)CCLCC[NH+] (C1l)C)cccc2

Clclc(Cl)c(OCC(=0) [0-1)ccclC(=0)C(CC)=C

O[CRH]1C[CRE@H] (O) [C@H] (\C=C\ [CRRH] (O) CCc2ccccc?) [CAH]1C\C=C/CCCC (=0) NCC
slccc (C)clC(=CCC[NH+]1C[CQR@H] (CCC1l)C(=0) [0-])clsccclC

O(C(=0)clcccecel) [CAH]ICC2[NH+] (C(CC2) [C@H]1C(OC)=0)C
O(C)clcc2c(nccc2[C@H] (O) [CRE@H]2[NH+]3C[C@QH] ([CQH] (C2)CC3)C=C)ccl

S (=0) (=0) (N)Cclnoc2clcccc?

S (=0) (=0) (CCnlc(nccl[N+] (=0) [O-])C)CC

O(CC)clcc(ccclC(=0) [0O-])CC(=0)N[C@@H] (CC(C)C)clccceelNlCCccCl

[NH+] (=C (\ [NH+]=C (N)N) /N) /CCclcccccl

OCCnlc (nccl[N+] (=0) [0-])C
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0=C1C[CQQH] (O) [CQH] (\C=C\ [CQQH] (O)CCCCC) [C@H]1C\C=C/CCCC (=0) [0-]
S (=0) (=0) (N1CCCCl)Cclcc2c ([nH]cc2CC[NH+] (C)C)ccl
1[CQ@H]2[CQH] (O[C@RH]30[CREH] (CC(=0) [C@]130)C) [C@RH] (O) [C@H] ([NH2+]C) [CQH] (O) [CQRH] 2 [NH2+]C
O=C1NN=C ([CRE@H] (C1)C)clccc (NN=C (C#N)C#N)ccl
ClCC[NH+](Cclcccccl)C(COclcccccl)C
slcc (ncl[NH+]=C(N)N)CSCCC (N)=NS (=0) (=
Oclc2c(cccl)C([CRRH]IC(C (= )[C@@] (0)
1) \N) /C3=0) [CRH]10)=C2[0-])=C
[NH2+] (CCCC1l2CCC (c3clccece3)clc2ccecl)C
OclcccecclC (=0) [0-]
Oclccc (cclCO)C (0) C[NH2+]CCCCCCOCCCCclcccececl
Olc2c(cccc2)C(c2clecececec?2)C(OCC[N+] (CC) (CCc)cC) =0
O (C(=0)N (CCCCCCCCCCN (C(Oclcc ([N+] (C) (C)C)cccl)=0)C)C)clcc ([N+] (C) (C)C)cccl
Olc2c(ccecec2)C(=0)C(C(CC)c2cceceec2)=Cl[0-]
1[C@H] 2N ([CQRRH] (C(=0) [O-
]1)C1(C)C)C(=0) [CQH]2NC (=0) [CQRH] (NC (=0) NICCN (S (=0) (=0)C)C1=0)clcccccl
O (CC(COC (=0)N)clcccececl)C(=0)N
O=C (NN) clccnccl
1[CQH] (CC) [CRR] (O) (C20[CRE@H] ([NH2+] [C@H] ([C@Q@H]2C) [CRRH] (C[C ](O
[C@H] ([NH+] (C)C) [C@H]20)C) [CREH] (C) [CQ@H] (O[CRRH]20[CRRH] (C) [CQH] (
=0) C) CoCccocC) C
O(C(=0)C) [CQ]1(CCICRH]2[CQRH]3[CR@QRH] ([CRE@H]4C(=C/C(=N/0)/CC4)CC3)CCI[CrR]12CC)CH#C
O=C ([0O-])C1l(CCC1l)C (=0) [0-]
O=C1C=C2[CQQ] ([CRRH]3[CQH] ([CRE@H]4CC[CR] (O) (C(=0)CO) [CQ14(C[C@RH]30)C)C[C@QRH]2C) (C=C1)C
O=C (Nclc(cccclC)C)C1[NH+] (CCCC1l)C
Brclccc(ccl)C(=0)clcccc (CC(=0) [0-1)clN
Clclcc(N)cc(Cl)clINC1l=[NH+]CCN1
O=CIN(CCc2n(c3c(cl2)cccc3)C)Cclnc[nH]clC
Clclcece(ccl)CC1l=NN(C2CCC[NH+] (CC2)C)C(=0)c2clcccc?2
Fclccc(ccl) [C@RH] (O)CCICRE@H]1I[CQ@H] (N(C1=0)clccc(F)ccl)clcec(0)cel
OCCN (CCO) clnc (N2CCCCC2) c2nc (nc (N3CCCCC3) c2nl) N (CCO) CCO
Fclc2N(C=C(C(=0) [0-])C(=0)c2cc(F)clNICC([NH2+]CCl)C)CC
OC1 (CCCC1l)C(C(OCC[NH+] (C)C)=0)clcccccl
O=C ([0-])C=C (C=CC=C (C=CC=1C (CCcCc=1C) (C)C)C)C
O(C)clccec(ccl)CC([NH2+]CC(0O)clcc (NC=0)c (0O)cecl)C
O=C1lCC[CQ@H]2[C@Q@H]3[CQ@H] ([C@RH]4CCI[C@H] (OC (=0)CCcbcccceh) [C@T4 (CC3)C)ccee=C1
O(C(clccceccl)cleccececl)CC[NH+] (C)C
O (C(=0)C(0) (C1CCCCl)clcccecl)CLICC[N+] (CL) (C)C
O=C1CC[C@H]2[CQH]3[C@H] (CC[CR]12C) [C@R]L(C(=CC(=0)C=Cl)C(C3)=C)C
olc(c(nclCCC(=0) [0-])-clccccel)-clcccececel
0 (C (=0) CCC (=0) C[NH3+])C
S(cln(cncl[N+] (=0) [0-])C)clncnc2nc[nH]cl2
[S-]1C10OC(COC(=0)C)C(OC(=0)C)C(OC(=0)C)Cl0C(=0)C
O=C ([0O-])CC1 (CCCCC1l)C[NH3+]
1[CQRH] (C) [CRRH] (O) [CRQH] ([NH3+])C[CRRH]1O[CRRH]1c2c (C[CR] (O) (C1)C(=0)C0O)c(0)clc(C(=0)c3c(c
ccc30C) C1=0) c20
Oclccc (cclCO)C(0O)C[NH2+]C(C) (C)C
Clclcc(Cl)cecclC(OCclcesclCl)Cnlcencl
S (OCCCCOS (=0) (=0)C) (=0) (=0)C
O=C (clcc(cccl)C(C(=0) [0-])C)clcccecel
Oclcc ([N+] (CC) (C)C)cccl
0=C1C=C/C (=N/Nc2ccc (cc2)C (=0)NCCC (=0) [0-]) /C=C1C (=0) [0-]
S (=0) ([0-]) (=Nclnoc(cl)C)clccc (N)ccl
Clclccecc(Cl)clCC(=0)N=C(N)N
O(C(C[N+] (C) (C)C)C)C(=0)N
1[CQH]2[CQRH] (OC[CRR@H]20) [CRH] (O[N+] (=0) [0-])C1
O=Clc2c(cccc2)C(=0)C(C)=ClCC=C (CCCC(ccce(ceeec(eye)ye)e)ce
01Cc2c (c (0)c (C\C=C (\CCC(=0) [0-])/C)c(0C)c2C)C1l=0
Olc2c(cc(cc2)C(C)C)C(=0)c2cc(C(=0) [0-])c(ncl2)N
Clclcc(Cl)cccl[C@]1(O[CRE@H] (COL1l)COclcece (N2CCN(CC2)C(=0)C)ccl)Cnlcencl
Cl1C(Cl)C(F) (F)OC
O (C(=0)N)C1 (CCCcCl)Cc#C
S (=0) (=0) (N (CCC)CCC)clccc(ccl)C(=0) [0-]
S=C1N=CNc2nc[nH]cl2
O=C (NCC[NH+] (CC)CC)clccc(N)ccl
Oclccc (ccl[CRRH] (CC[NH+] (C(C)C)C(C)C)clceceeel)C
[NH+] ([CRRH] (Cclccceel)C) (CC#C)C
Clclccc(ccl)C(=0)clcecc (OC(C(OC(C)C)=0) (C)C)ccl
0=C/1C=C (C=C\C\1=C\C=C1C=CC (C=C1)=C (N)N)C (N)=N
O=C1NC (=0) CCC1INI1C (=0)c2c (cccc2)C1l=0
CICCN (CCC1l)clccc(ccl)CC([NH3+])C(=0) [0-]

O)N
[C@H] ([CQH] ([NH+] (C)C)C(=0) /C(=C(/ [0~

) (C) [CQH] (O[CQEH]20[CQEH] (C
0) [C@] (oC) (c2)C) [ceer] (C)Cl
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Fclcc2c (N (C=C(C(=0) [0-])C2=0)C2CC2)c(0C)clN1CC ([NH2+]CC1l)C

FC(F) (CCCC) [CR@]1(O[CRH]2[C@H] (CC1) [CAH] (CCCCCCC (=0) [0-])C(=0)C2)0
C[CQRRH]1CC(n2c3nc (nc (NC4CC4)c3nc2)N)C=C1l

O1C (NC (=0) C2CC3C ([NH+] (C2)C)Cc2cdc3ccccd [nH]c2) (C(C)C)C(=0)N2C(C(CC) (C)C)C(=0)N3C(CCC3)C120
O=C ([0O-])C(C)clccc(ccl)CC(C)C

O (C(=0)C=1C(C(C(0OC)=0)=C(NC=1C)C)clcc ([N+] (=0) [0-])cccl)CC

1[CQH]2N ([CQE@H] (C(=0) [0-1)C1(C)C)C(=0) [CRH]2NC (=0) [CQH] ([NH3+])clccc(0O)ccl
Oclcc (ccclO)C(0O)C[NH2+]C(C)C
S (=0) ([O0-]) (=NC(=0)NC1CCCCC1l)clccc (ccl)CCNC (=0)clncc(ncl)C

ClclccececlCl=NCC (=0)Nc2clcc ([N+] (=0) [0-])cc2
OC1C\C (=C\C=C/2\C3CCC (C(\C=C\C(C(C)C)C)C)c3(Cccch\2)c)y\c(cclyc
Slc2c (N(c3clccee3)CCIC3CC[NH+] (C1)CC3)ceee?
O(C(=0)N[C@QH] (C(C) (C)C)C(=0)N[C@H] ([C@@H] (O)CN(NC (=0) [CRQ@H] (NC (OC)=0)C(C) (C)C)Cclccc(ccl) -
clncceccl)Cclecceel)C
O(C(clccceccecl)cleecceecl)CC[NH+] (C)C
01CC (=CC1=0) [CQRH]1CCI[CQ@]2(O) [CAH]3[C@E@H] (C[CREH] (O) [CR]12C) [CRR]1([CREH] (C[C@QRH] (O[CREH]20]C
@H] (C) [CREH] (O[C@Q@H]40[CQH] (C) [C@QRH] (O[C@E@H]50[CRH] (C) [C@RH] (O[CRE@H]60[CRH] (CO) [CREH] (O) [CRH
] (O) [C@H]60) [C@QH] (O)C5) [C@RH] (0O)C4) [CRE@H] (O)C2)CCL)CC3)C
O=C ([O-])CCC([NH3+])C=C
O(C(=0)C1(CC[NH+] (CC1l)CCC(C#N) (clccceccl)clececceel)clececeecl)CC
O (CCnlc2c(nclNICCCI[NH+] (CC1l)C)cccec2)CC
O1C[CQH] (Cc2n(cnc2)C) [C@H] (CC)C1=0
01CC (=CC1=0) [CRH]1CCI[CR]2(0O) [CRH]3[CRR@H] ([C@]4(CO) [CRR] (O) (C[CRERH] (O[CRRH]50[CREH] (C) [CRH] (O
) [C@QH] (O) [C@H]50) C[C@H]40)CC3) [C@H] (O)C[C@]12C
0lc2c(C(=0)C[C@H]1clcc(0)c(0OC)ccl)c(0)cc(0)c2
Fclccc(ccl) -clc2e(n(C(C)C)cl\C=C\[CRH] (O)C[C@H] (O)CC (=0) [0-])cccc2
OCclcc2CCC (Nc2ccl [N+] (=0) [0-]1)C[NH2+]C(C)C
S (=0) (=0) (N(C)clnc (-c2ccc (F)cc2)c(\C=C\[CQH] (0O)C[CRQRH] (O)CC(=0) [0-])c(nl)C(C)C)C
FC1=CN([CRQ@H]20[C@H] (C) [CR@H] (O) [CA@H]20) C (=0) N=C1NC (OCCCCC) =0
Oclcc (ccclO) [CRQE@H] (O) C[NH2+]CCCCclccc (0)ccl
Clclcc2[nH+]c3c(cc(0C)cc3)c(NC(CCC[NH+] (CC)CC)C)c2ccl
Clclcc(Cl)cecclC(OCclcecc(Cl)cclCl)Cnlcencl
1[CRH] 2N (C(C(=0) [0-]1)=C(C1)COC (=0)N)C (=0) [C@H]2NC (=0) \C (=N\0C) \clocccl
Iclcc(cc(I)clOCC[NH+] (CC)CC)C(=0)clc2c (oclCCCC)ceccc?
Clclcc2S (=0) (=0)N=C (Nc2ccl)C
O=C (NC (=0)N) Cclcccccl
ClclcccecclC[N+] (CCNC(=0)C (=0)NCC[N+] (CclccceclCl) (CC)CC) (Ccc)cc
O (C)clccc(ccl)ClC(=0)c2c (cccec2)Cl=0
FC(F) (F)clccc(cclNC(=0) [CAH]ICC[C@H]2[C@H]3C(CC[CR]12C) [C@R]L1 ([CRH] (NC(=0)C=C1)CC3)C)C(F) (F)
F
Clclcc(Cl)ccclC(OCclcecc(Cl)ccl)Cnlcencl
S (=0) (=0) (C[CR] (O) (C(=0)Nclcc (C(F) (F)F)c(ccl)C#N)C)clccc (F)ccl
O (C(OCC)=0)C1(CCC2C3C(C4(C(=CC(=0)C=C4)CC3)C)Cc(0)ccLac)c(=0)coc(=0)cc
O (CC[NH2+4+]CC(0)COclc2c3c([nH]c2ccecl)cceec3)clececececlOC

1[CRH]2N(C(C(=0) [0-1)=C(C1l)COC(=0)C)C (=0) [C@H]2NC (=0) CSclccnccl
Olc2c (cccc2C (OCC[NH+]2CCCCC2)=0)C(=0)C(C)=Clclcccccl

1[CQH]2N (C(C(=0) [0-]1)=C(C1)\C=C\C)C (=0) [C@H]2NC (=0) [C@H] ([NH3+])clccc(0)ccl
[NH2+4] (CCCNlc2c (CCc3clccece3)ceece?)C
Clclcc(Cl)cecclC(OCclc2c(scl)c(Cl)cecc?2)Cnlcencl

S=C1INC (=0)C (C(CCC)C) (CC=C)C (=0)N1
Fclcc2c (nclNICC (C[NH3+]) /C(=N\OC) /C1l)N(C=C(C(=0) [0-])C2=0)C1lCCl
O[CRH]1C[CRE@H] (O) [C@H] (\C=C\ [CRE@H] (O) CCCCC) [C@H]1C\C=C/CCCC (=0) [0-]
Clclcc (N)ccclC (OCC[NH+] (CC)CC)=0
1[CRH]2N ([CQRRH] (C(=0) [0-])C1(C)C)C(=0) [C@H]2\N=C\N1CCCCCC1
Fclcc2ce3N (C=C (C(=0) [0-])C2=0)C (COc3clNICC[NH+] (CC1l)C)C
Clclcc(Cl)cccl[C@ER]1(O[CE@H] (COL1l)COclcecc (N2CCN (CC2)c2cecc (N3C=NN(C(CC)C)C3=0)cc2)ccl)Cnlncncl
1[C@H] (C[NH3+]) [CQQRH] (O) [C@H] (O) [C@EQH] (O) [CAH]1O[C@H]1[CE@H] (O) [CQ@H] (O[CRH]20[CQH] (CO) [CREH
] (O) [C@H] ([NH3+]) [C@H]20) [CA@H] ([NH3+])C[C@@H] 1 [NH3+]
O=C1NC (=0) NC (=0) C1 (CC) clcccccl
Fclccc (ccl) [CRR]1 (OCc2cc (cccl2)C#N)CCC[NH+] (C)C
1[CQEH] (C) [C@QRH] (O) [CREH] ([NH3+])C[CRRH]1O[CRRH]1c2c (C[CR] (O) (C1)C(=0)C)c(0)clc(C(=0)c3c(cc
cc3)C1l=0)c20
Clclccc(ccl)ClS (=0) (=0)CCC (=0)N1C
0O(C)clc(0C)cc(cclOC)C=CC(O[CRRH]IC[C@H]2[C@H] (C[C@H]3[NH+] (CCc4c5c ([nH]c34)cc(0C)cch)C2) [CRH
] (C(0OC)=0) [CRH]1O0OC)=
1[CQRH]2[CQR]34CC[NH+] ([CRH
F[C@@]12[CRH] ([C@@H]3CC[CRA
S(C[C@ERH]1C[C@H]2[CQRH] ([NH+

1¢( c5c3clc( )ccbh) [C@]14 (0)CCC2=0)CC=C
1 (
1 (
IclccceclC (CCCCCCCCC (0CcC)=0)C
1
C(

C
0) ) [CA]3 (C[CRRH]10)C)CCC1l=CC(=0)CC[Cr@]12C
Cl )CCC)Ccchchccc3[nH]c1)

1[C@RERH]2[CR]34CC[NH+] ([CQH

Ccb5c3clc(0)ceh) [CRI4 (0)Cccc2=0)C
O(CC(O)C[NH2+]C(C)C)clccc(NC (=

0)CCC)cclC(=0)C

50



C[C@H] (C(=0)N1ICCCI[CRH]1C (=0) [O-])C
Brcl[nH]c2c3clC[CRH]I[NH+] (C[C@QRH] (C=Clc3ccc2)C(=0)N[C@E@]1(O[CRI2(O)N([C@RH] (CC(C)C)C(=0)N3[
C@H]2CCC3)Ccl=0)C(C)C)C
C1CCN (N=0)C (=0)NClcCcCcccl

FC(F)(F)clcc(cccl)\C(=N/OCCCCC(=O)[O—])\clcccncl

Fclc (N2C[C@H] ([NH2+] [CQ@H] (C2)C)C)c(F)c2N(C=C(C(=0) [0-]1)C (=0)c2clN)CclccCl

1[CRRH] (CC) [CR] (O) (C) [CRH] (O) [CRH] (C)C (= )[C@@H](C[C@](O ) (C) [C@H] (O[CQRRH]20[CR@H] (C[CRH] ([
NH+] (C)C) [C@H]20)C) [CQE@H] (C) [CQH] (O[C@E@H]20[CREH] (C) [CQRH] (O) [C@] (OC) (C2)C) [CREH] (C)C1=0)C
O(C(=0)C)clc(C)c(C)c(OCC(0)C[NH2+]C(C)C)cclC
O=CIN[CQRE@H]2CC[CQRH]3[C@QRH]4CCI[CQH] (C(=0)NC(C) (C)C) [C@]4(CC[CR@H]3[C@]2(C=Cl)C)C
nlcn(ncl)Cclcc(cc(cl)C(C#N) (C)C)C(C#N) (C)C

0lc (ccclC=NN1CC (=0)NC1=0)-clccc([N+] (=0) [0-])ccl

1[CRQ@]2 ([C@H] (O[CRRH]1CCC)C[CRH]1[CRH]3[C@@H] ([CRR]4A(C(=CC(=0)C=C4)CC3)C) [CRRH] (O)C[C@@]12C
) C (=0) CO
O=CIN(C)C(=0)N(c2nc[nH]cl2)C
O([CRH] (C(C[CR@H] ([NH+] (C)C)C) (clccceel)cleeccecl)CC)C(=0)C

FC(F) (F)C(OCF)C(F) (F)F
Clclc (N2CC[NH+] (CC2)CCCCOc2cc3NC (=0)CCc3cc2)ccccllCl

Slc2c (N(c3clccecc3)CC(C[NH+] (C)C)C)ccece2

olnc (cclC)C(=0)NNCclccccel

S (=0) ([0-]) (=NC (=0)NC1CCCCCl)clccc(ccl)CCNIC(=0)C(c2c (cc(0C)cec2)C1l=0) (C)C

C[C@QH] (NC(=0) [CRQRH] 1C=C2[C@H] ([NH+] (C1l)C)Cclc3c2cccc3[nH]cl)C
Clclcccc (C)clINC (=0)clsc(ncl)Neclne (nc (N2CC[NH+] (CC2)CCO)cl)C
Clclcc (Nc2necnc3c2cce (cc3) —c2oc (cc2) C[NH2+]CCS (=0) (=0)C)ccclOCclcc (F)cccl

1[C@@]2([C@H] (OCL(C)C)C[C@H]1[C@H]3[CRE@H] ([C@E@]4 (C(=CC(=0)C=C4)CC3)C) [CRRH] (O)C[C@@]12C)C (=
0)Cco

O(C)clccec(ccl)C[C@H] ([NH2+]C[C@H] (O)clcc (NC=0)c (0O)cecl)C

S1C[CRH] (NC(=0) [CRRH] (NC(=0) [CRRH] (NC(=0) [CQQH] (NC(=0) [CQQRH] (N (C)C(=0)CCCl)Cclccc(0)ccl) [CRH
] (CC)C)CCC(=0)N)CC (=0)N)C (=0)NICCC[C@H]1C(=0O)N[C@@H] (CC(C)C)C(=0)NCC (=0)N

Clclcccce (F)clNclcec (cclCC(=0) [0-]1)C

Oclccc (nclCO)C(0)C[NH2+]C(C) (C)C

[B1iH]10C (=0) c2c (01) cccc2
O(C)clcc(ccclOC)CCINH2+]CC (0O)COclece(cecel)C
1[CQH] (CO) [CRE@H] (O) [CQRH] (O) [C@QRH] ([NH3+])C10
S (=0) (=0) (Nclncnc (OC)clOC)clccc (N)ccl
Oclc2c(cccl) [CQRE@] (O) ([C@RH]1C(C(=0) [C@R]3(0) [CR@H] (C1) [CRH] ([NH+] (C)C)C(=0)/C(=C(/[0O-
1) \NC [NH+]1CCCC1l) /C3=0)=C2[0-])C

0=CIN(C)C([0O-])=C2N=CN=C2N1C
S (=0) (=0) (N(CC(C)C)C[CRR@H] (OP(=0) ([0-]) [0O-]) [C@QRH] (NC(O[CRH]1CCOC1)=0)Cclccceccl)clecce (N)ccl
1[CQE@H] (C\C=C\C=C\ [C@H] (O) [C@RH] (C[CQ@H] (CC=0) [C@H] (O[CRE@H]20[CRH] (C) [CR@H] (O[CRE@H]30[CREH] (
C) [CRH] (OC (=0)CC(C)C) [CR] (0O) (C3)C) [CEH] ([NH+] (C)C) [CRH]20) [CREH] (OC) [CRH] (OC(=0)C)CCl=0)C)C
Clclcc2NC (N (S (=0) (=0)c2cclS (=0) (=0)N)C)CSCC(F) (F)F
Clclcc2NC (NC (=0)c2cclS (=0) (=0)N)CC
1[CQRQH]2N (C(C(=0) [0-])=C(C1l)CSclnnnnlC)C (=0) [CRH]2NC (=0) [C@H] (O)clcccccl

1[CQH]2N (C(C(=0) [0~
])=C(C1l)CSclnnnnlC)C (=0) [CAH]2NC (=0) C (NC (=0)NICCN (CC)C (=0)C1=0)clccc (0)ccl
S1C(SC1=C(C(=0)N)C(=0) [0-])C(=0)N[C@Q@]1 (OC)C23CC (CSc3nnnn3C)=C (N2C1=0)C (=0) [0-]

slcc (nclN) /C(=N/0OC)/C(=0)N[C@H]1[C@H]2SCC=C (N2C1=0)C (=0) [0-]
0lc2cc (C[CRH]3[N+] (CCcdcc (0C)c (0OC)c (Ochcece (C[CRRH]6[N+] (CCc7cc(0C)clceh7) (C)C)ecehH)c34) (C)C)c
cc20C
O(C(=0)C) [CRRH]L[CQRR]2 ([CRH] ([CERH]3[CRH] (CC2) [C@RI2([CRH] (C[CRH] (OC(=0)C) [CRERH] ([N+]4 (CCCCC4
)C)C2)CC3)C)C[C@@H]1[N+]1(CCCCCL)C)C
O(C(=0)C) [CRRH]1[CRR]2 ([CRH] ([CR@H]3[CRH] (CC2) [CRR]2([CRH] (C[CRH] (OC(=0)C) [CQRH] ([NH+]4CCCCC4
)C2)CC3)C)C[C@E@H]1[N+]1(CCCCCL)C)C
Brclc2cc (ccc2ocl-clccccclNS (=0) (=0)C (F) (F)F)Cnlc (C(=0)N)c (nclCC)ClcCCl
S1CCSC12C[C@H] (N(C2)C(=0) [CR@H] ([NH2+] [CQ@H] (CCclccceel)C(OCC)=0)C)C (=0) [0-]
O=C1NC (=0)NC (=0)Cl (Ccc(c)yc)cc
O=C1INC ([0O-])=NC (=0)C1l(C(C)C)CC=C
0O=C1NC (=0)NC (=0) C1 (CCCC) CcC
O=C1IN(C)C(=0)NC (=0)C1l (C)C=1cCcccee=1

[Li+]

O(C)clcc2CC[CR@H]3[CRRH]ACC[CRE] (O) (C#C) [CR]4 (CC[CRRH]3c2ccl)C
O(C[CREH] (O) C[NH2+]C(C) (C)C)clcccceclClCCCCl

1[CQRH] (C) [CQH] (C) [CQRH] (OC (=0)C) [CRRH] (C)C(=0) [CRR]2(0C2)C[CRH] (C) [CRH] (O[CRRH]20[CRRH] (C[C@
H] ([NH+] (C)C) [CRH]20C (=0)C)C) [CRRH] (C) [C@H] (O[CRRH]20[CR@RH] (C) [C@H] (OC (=0)C) [C@EeH] (OC)C2) [Cce

@H] (C)C1l=0
Iclc(C(=0)NCC(0O)CO)c(I)c(N(C(=0)C)CC(O)CO)c(I)clC(=0)NCC(0O)CO
O[CRQH] ([CQEH] ([NH2+]C)C)clcccecl

0Oclc2NC (=0)C=Cc2c(ccl) [CQRQRH] (O) [CRQRH] ([NH2+]C(C)C)CC

[NH2+] (CC#C) [C@QH] 1CCc2clcccc2

[MgH2-10
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S (=0) (=0) (Nclncc (0OCCOC)cnl)clccececl
F[C@RH]1C2=CC(=0)C=C[CR@R]2 ([CRRH]2[CRH] ([CRERH]3C[CREH] (C) [CR] (O) (C(=0)CO) [CR]3(C[CRERH]20)C)C
1)cC
0=C ([0-1) [O-]

1[C@]2([C@@H]3[C@H] ([CRH]4[CRH]5[C@H] (CC[CR]24C) [CR]2(CCC(=0)C=C2[C@H]2[CR@H]5C2)C)C3)CCCLl=
(¢}
01CC(=CC1=0) [CRH]1CC[CR]2(O) [CRH]3[CRH] (CC[CR]12C) [CRR]I1 ([CRRH] (C[CRRH] (O[CRRH]20[CRH] (C) [C@
@H] (O[C@QH]40[CQH] (C) [CRRH] (O[C@E@H]50[CQH] (C) [C@RH] (O) [C@RH] (O)C5) [C@RH] (O)C4) [C@QRH] (O)C2)CC
1)cec3)c
O(C(=0)clcccecclO)clcecececlC(=0) [0-]
O(C(=0)N(C)C)clcc([N+] (C) (C)C)cccl

[BiH]10C (=0) c2c (01l) cccc2
Slc2c (N(c3clccee3)C[CRRH] (C[NH+] (C)C)C)cc (0C)cc2
O1[CQRE@]2 ([C@H] (OCICICCCCCL1)C[C@H]1[C@H]3[C@EH] ([C@R]4(C(=CC(=0)C=C4)CC3)C) [C@QRH] (O)CI[CrRAR]12C
)C(=0)COoC(=0)C(C)C
Olc2c (ccece2) C(=0)C(C(CC(=0)C)c2ccc ([N+] (=
O=C1CC[C@@]2([C@@H]3[C@H] ([C@@H]4CC[C@H] (
O1[CQ@EH] (C[NH3+]) [CRQH] (O) [CQRH] (O) [CRRH] (
H]1[CQH] (O[CQ@H]20[CRH] (CO) [CREH] (O) [CRH] (
O
O=CIN(N(C)C(C)=CIN(C)C)clcccccl
O (C)clcec2n[nH]lnc2cclC (=0)NCC1 [NH+] (CCC1l)CC=C
O(C)clcc(0O)c(ccl)C(=0)clccececl
O[CQR]1(CC[CEH]2[CRH]3[CREH] ([CRRH]4C(CC3)=CCCC4)CC[Cr]12C)CC=C
O(C(C(CC([NH+] (C)C)C) (clccceel)clecececcl)CC)C(=0)C
O[C@H]1IC[CRH] (O)C\C(=C\C=C/2\[C@RH]3CC[CEH] ([CRRH] (CCCC(C)C)C) [C@]I3(CCC\2)C)\C1l=C
O=C1NC (=0) CCC1 (CC)clcccccl
nlc (N)c (N=Nc2ccccc2)ccclN
FclcccecclCl=NCC (=0)N (c2clcc ([N+] (=0) [0-])cc2)C
Brclcc2c (NC (=0) CN=C2c2ncccc2)ccl
ClclcccecclCl=NCC(=0)N(c2sc(ccl2)CC)C
O1CC[NH+] (C)C(C)Clclccccecl
O (CC(O)C[NH2+]C(C)C)clcceceeclocC=C
S (=0) (=0) (Nclnc(cc(nl)C)C)clccc(N)ccl
Clclcc2c (N (C)C (=0)CN3C2 (0OC (=CC3=0)C)c2ccccec?)ccl
O1[C@E@H] (CC(=0) [C@RH] (\C=C (\C) /[C@QH] (O) [C@RH] (OC) C (=0) [CRAH] (C[CRRH] (\C=C\C=C/C=C (/C)\ [CREH
] (OC)C[C@H]20[CR] (O) ([CRQRH] (CC2)C)C(=0)C(=0)N2[CR@RH] (CCCC2)C1=0)C)C)C) [CRRH] (C[CRH]IC[CRQH] (
OC) [C@H] (OCCO)CCl)C

[Zn]
S(C(Sclcc(C(C) (C)C)c(0)c(cl)C(C) (C)C) (C)C)clcc(C(C) (C)C)c(O)c(cl)C(C) (C)C
O(CC(=0O)N[CRH] ([CRE@H] (O)C[CRQH] (NC (=0) [CQQRH] (N1CCCNC1=0)C(C)C)Cclccceccl)Cclcceecl)cle (cececlC
)C
S1[CEH]2N([CQREH] (C(OCOC (=0)C(C) (C)C)=0)CL(C)C)C(=0) [CERH]2NC (=0) [CQH] ([NH3+])clcccccl
S1[CRH]2N (C (C(OCOC (=0)C(C) (C)C)=0)Cl(C)C)C(=0) [C@H]2\N=C\N1lcCcCccccCl
0=C/1C=CC=C\C\1=C/1\N\C (\NN\lclccc(ccl)C(=0) [0-])=C\1/C=CC=CC/1=0
0=C1N=C (Nc2n (cncl2) COC (COC (=0) [CRRH] ([NH3+])C(C)C)CO)N
Clclcc2[nH+]ccc (NC(CCC[NH+] (CCO)CC)C)c2ccl
O ([N+] (=0) [0-])C(C(O[N+] (=0) [0-]) CO[N+] (=0) [0-]) CO[N+] (=0) [0O-]
Slc2c (N(c3clccec3)CCC[NH+] (C)C)cc(cc2)C(=0)C
Slc2c (N (c3clccee3)CC([NH+] (C)C)C)cc(cec2)C(=0)C

[NH+] (CCC (clcccecl) clneceecl) (C)C
Slc2c(cc (S (=0) (=0)N(C)C)cc2)\C(\c2clccece?2)=C/CC[NH+]1CC[NH+] (CCl)C
Clclcc\2c (Sc3c(ceece3d) /C/2=C/CC[NH+]2CC[NH+] (CC2)CCO)ccl
0=C (N) C(CC[N+] (C(C)C) (C(C)C)C) (clcccecel)clecccecel
S (C) [CRH]1O[CRH] ([CRH] (NC(=0)C2[NH+] (C[CRQH] (C2)CCC)C) [CRH] (O)C) [CQRH] (O) [CRH] (O) [CRH]1O
Clclcc(c(ncl)-clccc(ncl)C)=-clccc (S(=0) (=0)C)ccl
S (=0) (=0) (CC[NH+] (CC)CC)CIC2N(CC1)C (=0)clnc (ocl)CC (=0)CC (0)\C=C (/C=C\CNC (=0)\C=C/C(C)C (0C2=0
)C(C)C)\C
0=C (Nclcccecel) CCCCCCC (=0)N[O-]
0O(C(=0)C) [C@H]/1C[CR@]2([CRQRH] (C[CRQH] (O) [CRRH]3[CRR]2(CC[CRH]2[CRH] (C) [CRH] (O)CC[CR@R]23C)C)\
C\1=C(/CCC=C(C)C)\C(=0) [0-])C
S (CC=1CO[CRH] 2N (C=1C (=0) [0-]1)C(=0) [CRR]2 (OC)NC (=0)C(C(=0) [0-])clccc (0O)ccl)clnnnnlC
Oclcc2CC[C@H]3[C@@H]4C[C@EH] (O) [CQ@H] (O) [CQ]4 (CC[CRE@H]3c2ccl)C
S (Oclcc2CC[C@H]3[CRE@H]4CCC (=0) [CR]4 (CC[CRE@H]3c2ccl)C) (=0) (=0) [0-]
O (C1CCCC1)clcc2CCICRH]3[CRRH]4CC[CRE@] (O) (C#C) [C@R]4(CC[CRRH]3c2ccl)C
nlccn(cl)C(clccec(ccl)-clccececl)clecccecel
ClclccceclC(0) (CC[NH+] (C)C)clccceecel
ClC=1C2=CC(=0) [C@H]3[CQ@H] (C3) [CRQR]2 ([CREH]2[CEH] ([CRE@H]3CC[CE] (O) (C(=0)C) [Ccr]3(cc2)Cc)c=1)C
Fclccec(ccl)C(CCCINH+]1CCC2 (N(CNC2=0)c2ccccc2)CCl)clcec (F)ccl

slcc (nclC)\C=C(/C)\[CRH]1INC(=0)C[CQEH] (O)C(C) (C)C(=0) [C@QRH] (C) [CRE@H] (O) [C@H] (CCC[CR]2(O[CRH]
2Ccl)c)c

0) [0-]1)cc2)=C1[0-]

OC (=0)CC) [CR]4(CC3)C)ccee=Cl)C

[NH3+]) [C@H]1O[C@H]1[CRE@H] (O) [C@RH] (O[CRRH]1CO)O[CE
0) [C@H] 2 [NH3+]) [C@EH] ([NH3+])C[CCEH] ([NH3+]) [CEEH]1
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Fclcc2CCC (Oc2ccl) C(0) C[NH2+]CC(0)Cl0Oc2c (cc (F)cec2)CCl

FC(F) (F)clcc (NC(=0)c2cc (Nc3nc (cen3) -c3ccene3)c(cc2)C)cecc(-n2cc(nc2)C)cl
OC12CC3 ([NH2+]CC(=0)N4CCC[C@H]4C#N)CC(Cl)CC(C3)C2

S(C)clccc(ccl)C(=0)C=1LNC (=0)NC=1C

O(C(=0)C[NH2+] [CQE@H] (C(=0)N1CC[CRH]1C (=0)NCclccc (ccl) /C(=N/0)/N)ClCCCCCl)CC
C1C(Cl)=CClC(C) (C)C1lC (OCclcc (0Oc2ccecee?)cecl)=0

O=C (Nclcc2c(ccl)C(CCC2(C)C) (C)C)clcecec(cecl)C(=0) [0-]

Clclcccc (Cl)clOC(C)Cl=[NH+]CCN1

S(=0) ([0-1) (=Nclnccenl)cleec (N) ccl
O=CIN(C)C(=0)CC1l(C)clcccccl
O=[N+] ([0-]) [0O-]

S (=0) (=0) ([0-1)clcc2c(cclC(C)C)CC[C@H]L[C@@] (CCC[C@@]12C) (C(=0) [0-1)C
0=C(C(C)C)clc2n(nclC(C)C)C=CC=C2

[C1+] ([O-1) [O-]

ClCl2C(C3CC(C)C(0) (C(=0)CO)C3(CCclO)C)Cccr1=CC (=0)Cc=Ccc12cC

Fclcccce (F)clCnlnnc(cl)C(=0)N

S([C@H]1C[C@H] ([NH2+]C1)CNS (=0) (=0)N)C=1[C@W@H] ([C@H] 2N (C=1C(=0) [0-])C(=0) [C@@H]2[C@H] (O)C)C
O=C (N (C1CC[NH+] (CCl)CCclcccccl)clcceccl)CC

P(=0) ([0-]) ([0=-])C(P(=0) ([0O-]) [O-]) [NHZ2+]CICCCCCC1

Oclcc (ccclO) [C@H] (O) [C@E@H] ([NH3+])C (=0) [0-]

Clclcc (Cl)ccclCnlnc (c2clcecec2)C(=0) [0-]

S (=0) (=0) (NCCC1[NH+] (CCC1l)C)clcc (C2=NC (=0) c3n(nc(c3N2)CCC)C)c(0CCC)ccl
olcccclCNC (=0) clccececclN(C(=0)COclcecceel)C
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O=CIN(CC(Cl)clcccccl)CC(=0)N1[C@Q@H]2[CRH] (CCC1)C[NH+] (CC2)CCclcccccl
S (CC(=0)N1CCC ([NH+]2CCC(CC2)C(=0)NCCc2ccccc?2)CCl)C

olnc (cclCOclccc(ccl)C(=0)C)C(=0)N1cCcCcCCl

S (=0) (=0) (C)clncc (nlCCCOC)C[NH+]1CC (OCc2nccecc2) CCCL
FclccececclC[NH+]1CCC (CC1)CN (CC1OCCCl)C (=0)CCnlnnncl
slc(ccclC)-clcc (OCC2CCC[NH+] (C2)C)c20CCN (Cc2cl)C(=0)Clcccl
O(C)clcccc (C[NH+]2CC ([NH+] (CC2)Cc2cccecec2)CCO)clo

Fclcc (F) cccl\C=C\C (=0)N1CCC2 (CC2C (=0)NC2CCN (CC2)C (0CC)=0)CC1
Oclcc(cccl)C[NH+]1CCC(CC1)Cl (NC (=0O)N(CC#CC)C1l=0)CCclcccccl

O=C1N (CC(CC1l)C (=0)NCCCclcccncl)Clccccceel

O (CCNC (=0) clcc2c (ncece2)ccl)cleecencl
olc(ccclC[NH+]1CC(CCCl)cl[nH]lnccl-clccc(ccl)C)CC

FC(F) (F)C(NC (=0)clcnn(clC)-clnc2-c3c(CCCc2cnl)ccce3)clcecencl

O (C)clnc (0OC)ccclC (=0)N1CCc2n (CCl)cnn2
Fclcc(cccl)CC[NH+]1CC(CCC1l)C[NH+] (Cclccc (NC(=0)C)ccl)CC
slcc(c2clccecc2) -clecc (OCC) c20CCN (Cc2cl) C(=0) clocccl
O(C)clcecec(ccl)CNIC (CC)=C(C(=0)N2CCN (CC2)c2nccecec?)C (=0)C=C1lC
slcc2c (CCCC2)clC(=0)N1CCC2 (CC2C (=0)N2CC[NH+] (CC2)Cc2cc (F)ccc2)CCl
ClclccccclC[NH+]1CCec2n (CCLl) c (nn2)CNC (=0)clcc(oclC)C

olnc (nclC[NH+]1CC[NH+] (CCl)Cclcc20C0Oc2ccl)-clcecccecl

Fclccc (OC) cclC[NH+]1Cc2cc (ccc20CCl) C[NH+]1CCC (Oc2cccenc2) CCl
Fclcc(ccecl)-clnc (nncl)NCCC=1CCCCC=1
slc(cnclN(C)C)CI[NH+] (CC1CCC[NH+] (Cl)CCclcc (F)cccl)CC

0=C (NC (C(C) (C)C)Cnlcecncl)clnnn(cl)C\C=C\clcccccl

O1C(CCCL2CCN (CC2)C(=0)C1CC1)CNC (=0)clccc(ccl)C=C

S (=0) (=0) (Nclcc(cc(cl)C(0OC)=0)CNC (=0)Ccl[nH]lnc(nl)C)clccc(F)ccl
olc (nnclCCC (=0)N(Cclcccecel)CCclececcecel)-clnoc(cl)C

0=C (N1CCc2c (Cl)cccc?)clnn (c2clCC([NH2+]CC=C)CC2)C
olc(ccclC)C[NH+]1CC([NH+] (CCl)ClCCCCl)CcCco

olcccclCNC (=0) C1l=C2N (CC[NH+] (CC2)Cc2cc (0C)c(0OC)cc?2)C (=0)C=C1l0C
slcc(cclC(=0)C)C(=0)NICC(CCCl)C(=0)clcc2c(cc(0C)cc2)ccl

O=C1N (CC[NH+] (C)C)C(=0)NCL1 (CCC(C)C)CICCN(CC1l)C(=0)cl[nH]c2c(cl)cccc2
C1C1=NN(CC(=0)N (CC2CC[NH+] (CC2)C2CCCC2)CC20CCC2)C (=0)C=C1l

[NH+] (CC1CC[NH+] (CCl)CclccceclC) (Ccleecenel) CCC
slc(ccclC[NH+]1CCC(CC1l)C(=0)Nclccec(ccl)-clcc(ccecl)C)C#CCO

Fclccc (OCc2o0cc (n2)C (=0)NC (Cc2ncenc2)C)ccl

slccccel\C=C\C (=0)NCC1l0c2c (Cl)cccc2-clcec (S (=0) (=0)C)ccl
slcc(nclC)C(=0)N1[C@H]2[C@H] (CCC1l)CN(CC2)C (=0)Cclcc(0C)cccl
Clclcc(cccl)-cloc(C)c(nl)C[NH+]1CC[NH+] (CC1l)Cclccecncl
O1CCC(CC1l)C(=0)N(CCICC[NH+] (CCl)cClcCCCl)Cclccencl
slcc(ccl)CC([NH2+]CLCCN(CC1l)clnc(c2c(nl)cc(0C)cc2)C)C

Fclcce (N2CCN (CC2)C (=0) C2=CN3CCc4c3c(cccd)C2=0)ccl

O1CC[NH+] (Cc2cc(cccl2)C[NH+]1CCC (0) (CCl)clcecencl)Cclec (OC)cc(0OC)cl
slc2c (cclC (=0)N1CC ([NH+]3CCN(CC3)c3ccecece3)CCCl) ceece2
O1C(CCC12CC[NH+] (CC2)Cclccc(ccl)C(C)C)CNC (=0)clnn(ccl)C

FC(F) (F)clcc(N2CC[NH+] (CC2) [C@@H]2CC[NH+] (C[C@QH]2CCC (=0) NCc2ccc (0C) cc2) Cc2ccccc2) cecl
Fclcc2N (CC[NH+]3CCCCC3)C(=0)C (=Cc2ccl)C[NH2+]Cclccc (0OC)ccl
slcc(ccl) [CRH]1[NH+]2[CR]3 ([CRERH] (C1)CN(Cclcc (OC)cccl)C3=0)CCC2
O (CC)clccccclC[NH+]1CC[NH+] (CC1CCO)Cclecc (0OC)ceccloC
Clclcc2C=C(COc2ccl)CNclnn(nnl)CC

S(C)clnnc (nl-clccc (OC)cecl)CCNC (=0)clccocl

slcc(ccl)CNC (=0)CCcloc (nnl)CCclcccccl

0olc (ccclCOC)C(=0)N1ICCC(CCLl)C(N(C(=0)Cnlncccl)C)CclccccclC
Clclccc(ccl)Cl(CCL)C(=0)N(Cclcc2c (nclN(C)C)c(0C)ccc20C)CCCNICCCC1=0
O=C (NC(C)clcnn (clC)-clc2c(cccl)ccec2)CCnlnnncl

S1CCN (CC1l)C(=0)C1l=C2N (CC[NH+] (CC2)Cc2n3C=CSc3nc2C)C (=0)C=Cl0C
slcccclC[NH+]1C[CRH] (n2nnc (c2)C(0OC)=0)C[C@H]1C (=0)NCCclccc (F)ccl
Fclcc (OC)c(ccl)C[NH+]1CCC (n2nccc2NC (=0) c2ccenc?2) CCl
O=CIN([CQR@H]2[C@H] (CC1)C[NH+] (CC2)Cclcc(cccl)C)CccCe
O(C(=0)C1(CCN(CC1l)C(=0)clccecnelC)CCCeclcecececl)CC
slcc(nclC[NH+]1CCc2n(CCl)c(nn2)CCclcccccl)-clccececl
olnc(ncl-clccccclNICCC (=0)NC1=0)C(C) (C)C

S1C=C (n2cc(ncl2)-clccc(ccl)C)C (=0)N1CCCCCCCl

O (C)clcc(cceclOC)C (=0)N(Cclcece (OCc2nceccecc2)ccl) [CRH]1CCCCNC1=0
s1c2CC ([NH2+]Cc3cc(cce3)C)CCc2¢c2c1IN=CN (CC[NH+] (C)C)C2=0
O(C(=0)cln(c2ncc (NC3CCN(CC3)C(=0)C)cc2clNC (=0)C0oC)C)C
Fclccc(ccl) -clnn(cclC[NH+] (C) C1CCOCCLl) -clccc(ccl)C



O(C)clc(cc(cclC)C(=0)CLICCCN(CLl)C(=0)clcc(-n2ncecc2)cccl)C

S (CC (=0)NCclnc (oclC)-clccccclNC (=0)C1CCCl)clneccecl

S (CCOclccccecl)clnnec (nl-clcc(cccl)C(F) (F)F)CNC(=0)C(C)C
s1c2CC[NH+] (Cc2ccl)Cclcc (OC)c (OCC(0O)C[NH+] (CC)CC)ccl
Clclcc2[nH]c(nc2ccl)CNC (=0) C1l=CN (C=C (C (=0)NCC2CCCCC2)C1l=0)C1lcCl
ClclcceccclCNC (=0) C1l=CC=C (NC1=0) C[NH+] (CC(O)clccceccl)C
slcccclC(=0)NCCICCC[NH+] (Cl)Ccl[nH]lnc(cl)C

O=C1IN(CCC[NH+] (C)C)C(=0)NC1 (CclccccclC)CICCN(CC1)C (=0)clccceclC
olnc (C)c (CCC(=0)N2Cc3c (n(nc3C(0OCC)=0)CC(C)C)CC2)clC
O(C)clccececclC[NH+]1CCC(CCL)C[NH+] (CclnccnlC)CC(C)C

O1CCC (NC (=0) C2CCN (CC2) c2nc (nc3c2CCC3) —c2cceccece2)CCl (C) C
O1CCC (CC1)CN1CC (OCc2nccecc2) C[NH+] (CC1=0)C(CclccceeclOC)C

O (C)clccccclCCNC (=0) [C@H] 1 [NH+] (C[CQRE@H] (n2nnnc2)Cl)Cclccc (OCc2ccccce2)ccl
S (=0) (=0) (N1CCCCl)clcc (cc(NCc2[nH]lcnc2C)cl)C (=0)NCclcecec (0OC)ccl
0lc2cc (ccc20Cl)C(CC(=0)NCcl[nH]c(nnl)C)clccececl
O(Cclnnn(cl)CCILCCN(CCl)clnc (NC)ccnl)C

[NH3+]CCnlc2c (cclC)ccecc2

S (C(CC([NH+]1CCC(CC1l)CCC(=0)NC1CC1)C) (C)C)C

O=C1N (Cc2cccnc2)C(=0)CC1 (CC(=0)NICCN(CCl)clccceel)clceceecl
Fclcc (F)cecclCelnec (onl)-clocnclC
O(C)clcc(ceccl)CC(=0)NCICCC[NH+] (Cl)cclceceecel

[NH2+] (C1CC[NH+] (CC1l)CC)ClCCCc2n(nccl2)-clcc(C)c(ccl)C
O=C1N (CCc2ccccc?2)C(=0)N(C)C1l2CC[NH+] (CC2)Cclccecncl
[nH]1c2c (nclC(C)clcceceel)n(nc2C(C)C)C

Fclcc (ccclF)CN1ICCCC (O) (C[NH+]2CC[NH+] (CC2)C(C)C)C1=0
S(CC(=0)N[C@Q@H]1lc2c (cccc2)C2 (CC[NH+] (CC2)Cc2cc (0C) c30C0Oc3c2) [CRH]10C)C
olnc (cclCC1l (O)CCI[NH+] (CCl)CC=C(C)C)-clcccccl

Fclcc2cc ([nH]c2cecl)C(=0)N1ICCC (=0)N(CC1l)Cclcc (0OC)cccl
olccccl\C=C\C[NH+]1Cc2cc (ccc20CCl)C[NH+]1CCC (0)CC1l
O1CC[NH+] (CC1)CCCNI1ICC (CCC1=0)C (=0)NICCC(CCl)C(=0)clcccccl
O(C)clccececclCC[NH+]1CCC(CCL1)CN(C (=0)clncceccl)C
O(CC)clccc(ccl)C[NH+] (CC1CC[NH+] (CCl)C1lCCCCl)Cclceencl
Clclccc(ccl)CCNICC (CCC1=0)C (=0)NC(CC)CC

Olc2cc (ccc20Cl) -cln[nH]cclC[NH+]1CCc2nc[nH]c2Clclnccecl
O(C)clcc(ccel)-clnn(cclC[NH+]1CCC ([NH+]2CCCC2)CCl)-clcccecl
[NH2+] (CC(C)C)ClCCCc2n (nccl2)-clnccccel
O(C)clcc(cc(0OC)cl)C[NH+]1CCNC (=0)ClCC (=0)NCC1lcCCl

Clclcc (C)c(OC(C(=0)N2[CRE@H]3[C@H] (CCC2)CN(CC3)C(=0)C)C)ccl
S1ICCN (CCl)clnc2nonc2nclN1CCC ( [NH+]2CCCC2)CC1l

0Olc2cc (ccc20Cl)C(CC(=0)NCC (C)=C)clccceccl
slcc(nclC(=0)N(Cclcn(ncl)C)C(C)C)C(C)C
slcccclC[NH+]1CC[NH+] (CC1CCO)Cclccc (Oc2ncecen?) ccl
0=Cclcc2C3c4c(C(c2ccl)clc3ccccl)ccec4d

BrC=1C (Oc2c (cccec2)C=1[0-])=0
O(C)clccec(ccl)C(=0)NC(Cclc2c([nH]cl)ccee2)C

0 (C)clcecec (0C)cclIN\N=C\1/CCCNC/1=0

Brclc2oc (C(OCC[NH+] (CC)CC)=0)c (c2cc (Br)clOC)C

O(C)clcc (N(N=0)C)cccl
ClclccccceclNIC (=0)C (=0)N(c2cc3c(cc2)cecec3)Cl=0

O=C (Nclcccccl)clcceeclNC (=0) C[NH+] (CC)CC
Oclcccecl\C=N\NC (=0) clcc ([N+] (=0) [0-])cc ([N+] (=0) [0-])cl
IclccceclC (=0)NclceccecclC#N

0=C (N1C=Cc2c (cccc2)Clclc2c ([nH]cl)ccece2)C
Clclccc(ccl)Cl (0)CC[NH+] (CCl)Cclonc (nl)-clnccncl
O(Cclcccecl)clcecece (cclOC)C(0O)C[N+] (=0) [0-]

Clclcc ([N+] (=0) [O-])ccclN1CCCCl
Fclccc(ccl)C(=0)NCCclccc (0C)ccl

0=C1Nc2c (ccc3c2ccecec3)C(Cl)clcece ([N+] (=0) [0-])ccl

S (=0) (=0) (CC1CC1l)clncc(nlCCLlCCCCCL)C[NH+]1CCC[CRH]1C(=0)N
CI1C(C1l) (C1l)C(NC (=0)CCC)NC (=S)NclccceceloC

S(C(F) (F)F)clcce (NC(=0)\C (=C\c2ccc (0C) cc2)\C#N) ccl

S1CC (=0)N(N2C (=0) C3C (C4CC3C=C4)C2=0)C1l=S

O=[N+] ([0-])clc2nc (-n3nc(cc3C)C)ccc2cecl

O=C1N (CC2N (CCc3c2ccecec3)C(=0)N(CC)CC)C (=0)c2clccec2
O1CC[NH+] (CC1l)CclnnnnlCCC (=0)N (CCLCCC[NH+] (Cl)CC)C
slcc(ccl)CNI1IC (=0)c2c (cccc2N2CC[NH+] (CC2)Cc2c (F) cccc2F)C1l=0
olc(ccclCOC)CINH+]1CCC (Oc2cc (0OC)ccc2C (=0)N2CCCC2)CCl

S (=0) (=0) (N1CCOCC1l)clcc (cccl)C(=0)Nclcc (0)cccl
Oclcc(cceclO) -clnc2c (c3clCCC3)clc (cec2) ceecl

S1\C (=C\c2ccc (0C) cc20C) \C (=0) N (CC (=0) [0-])C1=S

Oclccc (ccl) C(=0)NNC (=0) CCC (=0) [0-]
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01C2 (C3C(Clclccc(ccl)C)C(=0)N(C1CCCCCLl)C3=0)C (=0)clc(cccecl)C2=0
slcccclCIN(c2c (N1C)cecee2)C

Brclcc (cncl) C(=0)N\N=C/clc2c (ccclO)ccec?

Brclcc (cncl) C (=0)N\N=C\clcc ([N+] (=0) [0-])c (0O)c(0OC)cl

Brclcc (Br) cc (CNC (=0) c2ccccc2Cl) clOC(=0)C

FC(F) (F)C(NC(OC(C(C) (C)C) (C)C)=0)C(F) (F)F

S (CCOC (=0) C=1C(NC (=0)NC=1C)clccc(0C)ccl)clccceccl
olc2c(ncl-clcc(N)c(ccl)C)cc(cc2)C

Clclcc (Cl)ccclOCC (=0)N1CCCCl

olcccclC[NH+]1CCC[NH+] (CCl)C

ClclccceelC (0clec20C (=0)C=C(c2ccl)C)=0
ClclccccclNICC[NH+] (CCl)CclccececclC(F) (F)F
51c2CC ([NH2+]CCCOC (C)C)CCc2c2clN=CN (CC(C)C)C2=0

O (CC)clccccclNICC[NH+] (CCl)Cclecc ([N+] (=0) [0=-])c (0O)c(0OC)cl
Brclccc (\N=C\c2cc ([N+] (=0) [0-])ccc2Cl)ccl

01C (=CC=20C (N)=C (C#N) C (C=2C1=0)clcc(C)c(0C)ccl)C
ClclccccclNC (=0)clcc (NC(=0)C (c2ccecec2) c2cececcc?)cecl
Fclcccce (F)clCNclnece (ccl) C(=0)NCclnc (onl)C(C)C

S=C (N)N1INC (=CC1=0) clcccccl

O(C)clcc(0C)ccclClINc2c (NC3=C1C(=0)CC(C3) (C)C)ccce2
FclcceceelC (O\N=C (/N)\clcc ([N+] (=0) [0-])cccl)=0
Fclccc(ccl)CNICCCC (O) (C[NH+] (Cc2onc (c2)C)C)CLl=0

Clclcc ([N+] (=0) [0-])ccclC (=0)NCC#N

Iclccc (NC(NC(=0)c2sccec2)C(Cl) (C1l)Cl)ccl

P (OCCCC) (OCCCC) (=0)CC(=0)N
Clclcc20C0c2ccl\C=C/1\SC(NC\1=0)=N

0=C\ 1N (c2ccccec2C)C (=0)NC (=0) /C/1=C/NCCCnlccncl

[NH+]1 (CCN (CC1l)clncccecl)CCC(C)clecceecel

FclccccclN1ICC[NH+] (CC1l)Cclccc (OCCCCCC) ccl

olnc (nclC[NH+]1CCCCClclnccccel)-clcecc(0OC)c (0C)cloC

Clclccc (N=Nc2cc (\C=N\c3cdc (ccc3)cceccd)c(0)cc2)cecl
olc(cccl[N+] (=0) [0-])\C=N\NC (=0) clccoclC

Oclccc (ccl)C[NH+]1Cc2c (n (nc2C (=0)NCc2ncccc2)CCc2ccccc2)CCl
FC(F)OclccccclC(=0)Nclccc (NC(=0)C)ccl
O(CC)clccc(ccl)C(=0)NCICCL

Fclcc2nc (N3CCN(CC3)c3ccecece3)ce(c2cecl)C
olcccclC[NH2+]CCclcc (OC)c (0C)ccl

Fclccc (OC) cclC[NH+]1CC2 (CCCL1)CCN (C2)C(=0)cl[nH]c (cclC)C
ClclccceelC (=0)Nclsc2c (CCCCC2)clC (=0)N1ccoccl
FclcccecclCNICCCC (0) (C[NH2+]CC(C)C)C1l=0

S1\C (=C\C=C\c2ccccc2)\C(=0)N(C)C1l=S

Brclcc (NS (=0) (=0)c2cc (0C)c (0C)cc2)cecl

S (=0) (=0) (N(CC(=0)Nclcccncl)clcc(cc(cl)C)C)clcc (OC)c(0OC)ccl
S (=0) (=0) (N\N=C\clc2c (ccclOC)cccc2)clcceecl
Oclccc(ccl[N+] (=0) [0-])CINC (=0)NC (C)=C1lC (0OCCC)=0

Olc2cc (ccc20Cl) C1C2=C (NC (C)=C1C (OCCOC)=0)CC (CC2=0) (C)C

S (CC(=0)NCCclcc(0C)c (0OC)ccl)clnnnnl-clcccccl
slc(ccclC)C1lC2=C (OC (N)=CIC#N)CC (CC2=0) (C)C

[nH]1lnc (-c2cccec2) c(cl) \C=N\Nclnc (nc(nl)Nclcccc(C)clC)NICCC(CCl)C
slcc(ccl)C[NH+] (Ccln(CC(C)C)c(S(=0) (=0)Cc2ccccc2)necl)C
0=C (Nclcc(cc(cl)C)C)C(=0)NCCCnlccncl
O(C(=0)Cnlnc(C)c([N+] (=0) [0-])clC)CC

slc2c (CC(0C2) (C)C)c2clN=C (SCC)N (CC)C2=0

0(C)clcc(C2CC([0-])=C3C(=CC(CC3=0) (C)C)C2 (C#N)C#N)c ([N+] (=0) [0-])cclOC
slc(ccclC)-clnc2c(cccc2)c(cl)C(=0)Nclcc(C)c(ccl)C
Clclsc(ccl)-clnc2c(ccce2)c(cl)C(=0)NCCclcece (0OC)ccl

slc2c (CCCCCC2)c(C(0OC)=0)clINC (=0)clcccecclF

Clclcc(ccclCl)-clnc(scl)NC(=0)clccencl

slc2c (CCCCCC2) c (C(OCC)=0)clNC(=0)clcccccl[N+] (=0) [0-]
slc(C)c(CC)c(C(OC)=0)clNC (=0)ClcCl

Brclcc (F)c (NC(=0)c2cc (nc3c2ccecc3)-c2cc (Br)ccec2)ccl
0O=C1NC (=0)N (c2nc(n(cl2)CCC(C)C)N1CCCCCl)C

Clclcc(Cl) ccecl\C=C\1/N(C)C(NC/1=0)=

S1SC2=C (c3c (N (C(=0)COcdschbc(nd)cccech)C2(C)C)cecececl3)Cl=S
Clclccc(ccl)ClCC (=0)C2=C(NC(C)=C (C(OCCOC)=0)C2c2cc (F)ccc2)C1l
ClclccececlCSCCNC (=0) \C=C\clccc (0C)ccl

0=C (CC1=NC (Cc2clcccc2) (C)C)C

O (C(=0)clccc (NC(=0)CC (c2ccccc2)c2ccecc2)cel)C

0=C/1N (c2c (cccc2) \C\1=N\NC (=0) clccecncl) CC (0OCC) =0

O=C (clcc (NC (=0)c2cc ([N+] (=0) [0-])c(cc2)C)cccl)clccececel
olnc (-c2ccccc2) c(C(=0)NCc2cccnc?) clC
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0(C)clcc(0C)cccl\C=N\nlc(nnclC)C

Fclccec(ccl)C=NN1CCN (CCl)clnccccl

Oclc (ccccl\C=N\NC (=0)cl[nH]nc(cl)ClCC1l)CC=C

Brclcc (ccclN(C)C)\C=C\1/C(=NN(C/1=0)clcccccl)C

O1CCCC1COC (=0) C=1C (C2=C (NC=1C) CC(CC2=0) (C)C)clcc (OCc2ccccc2)cccl
Fclcc(ccecl)-cl[nH]c2c(nl)ccecec2

S (CC#C)clnc (cc(C)clC#N)C
0(C)clecc(0C)ceccl\C=C/1\C(=0)N(c2cc(ccc2)C)C(=0)NC\1=0
Clclccc(ccl)Cl (CCCLl)C (=0)NICCC2 (CC2C (=0)Nc2cc (F)ccec2)CCl
Clclccc (-n2c (C)c(cc2C)\C=C(\C(=0)N) /C#N)ccl

S (=0) (=0) (NC)clcc(cc(NCC(C)C)cl)C(=0)Nclcc2CCCc2ccl

Clclccc (cclNC (=0)COclccececl) -clsc2c(nl)cccc2

Brclccc (OCC (=0) Nc2cc (NC (=0) c3ccc (Cl) cc3Cl) cce2)ccl

Fclccc (NC (=0) \C (=C\c2cc (n(c2C)C2CCCCC2)C) \C#N) ccl

S (=0) (=0) (N(CC(=0)Nclcc(cc(cl)C)C)clceceeel)C

S([CRERH]ICI[CRH] ([NH+] (C1l)C\C(=C\C)\C)C(=0)NCclccccclOC)cl[nH]c2c (nl)cccec2
s1c2c (CCCC2)c(C(OCC)=0)cl-nlc(C)c(cclC)\C=C(\C(=0)Nclccc (F)ccl)/C#N
OCclnnn (cl)CCICC[NH+] (CC1)CI1CCN(Cl)clcccccel

S1\C (=C/c2oc (cc2)-c2cc ([N+] (=0) [0-])ccc2C)\C(=0)N (c2ccc (0C) cc2)Cl=S
S (=0) (=0) (N(CCclcccecel)CC(=0)Nclcecec (F)cecl)clec(0OC)c (0OC)ccl
Clclccc (NC (=0)\C(=C/c2occc2) \C#N) ccl

01CCOc2clcc (cc2)C(=0)N1ICC (Nc2ccec (cc2)C(C)C)Ccccl

Clclccce (NC (=0) \C(=C\c2oc (cc2)-c2cc (C(=0) [0-])c(Cl)cc2)\C#N)clC
Clclcc(cececl)C(=0)NC(COC)C
O(CC)clcc(cc([N+] (=0) [0-])clO)\C=C\1/C(=0)N(c2cc (ccc2)C)C(=0)NC/1=0
O(C)clccc(ccl)CIN(CCCC(=0) [0-])C(=0)C([0-])=C1lC(=0)clcccccl
Clclcc(C)c(ccl)C(=0)CICCC[NH+] (Cl)Cclsc(ncl)C
Clclccc(Cl)cclOCC120C3(C(C1l)CN (CC=C)C3=0)C=C2
0(C)clcc2c(n(C)c(C)c2\C=C\C2=Nc3c (cccc3)C (=0)N2C)ccl
Clclc(ccecclCl)Celsc (ncl)N1C (=0)c2c (cccec2)Cl=0

O=C (N1CCCC1l)C (=0)NClcccel

0O (CC)clccc (NC(=0)\C(=C/c2c3c(n(c2)CC#C)cccc3) \CH#N)ccl

olc2c (ncl-clccc (OCC)ccl)cc (NC(=0)clccece ([N+] (=0) [0-]1)clC)cc?2
S (=0) (=0) (N)clccc (NC (=0)Cc2ccccc20C)ccl

O (C)clcc(ccclOC)CCNC (=0)clcc ([N+] (=0) [0-])c(ccl)C

Clclcc (NC(=0)C2=Cc3c (0C2=0)c(ccc3)CC=C)ccclC

slcc (nclNC (=0)\C=C\clcc ([N+] (=0) [0-])cccl)C

O (CC(=0)N1CC[NH+] (CCl)CclccccclC)clec(ceccl)C
Brclccc (OCC (=0)NCC=C) ccl

O(C)clccec(ccl)CC[NH2+]C1CC(=0)N (C1=0)clccc(ccl)C(0OCcC)=0
O=CIN(CC(CC1l)C(=0)NCcl[nH]c2c(cl)cccc2)CClCCccccl

Brclccc (N2C (=0) \C (=C\c3cc (0) ccc3) \C (=0) NC2=0) cclC

S (Cclccc ([N+] (=0) [0-]1)ccl)clnnc(nl-clcccecl)ClOc2c (OCLl) ccec2
Clclccc(ccl)Cl (O)N(N=C(C1l)C)C(=0)clccc ([N+] (=0) [0-1)ccl
Clclccc (ccl) \C=C (\NC (=0) clocccl) /C(=0)N1CcCOCC1

0Olc2c (ccc (0CC=C)c2)C(C)=C(CC)C1l=0

O (C)clccc(ccl)Cclnn2c (NC (=CC2=0)c2ccc ([N+] (=0) [0-])cc2)cl-clccceccl
olc(nnclCOclccc(ccl)C(C) (C)C)-clccececl

olc2c (ncl-clcc (NC(=0)COc3ccc ([N+] (=0) [0-])cc3)ceccl)cecee2
Olc2c (cc ([N+] (=0) [0-])c(0)c2C)C(=CCl=0)C

0O=C (CC (=0)NC1lC2CcC3cclcc(cz)c3)c

Clclcc(cccl)CCNC (=0) clcecencl

Clclc (cc (OCC (O\N=C (/N)\c2cccnc2)=0)cclC)C

Clclcc (NC(=0)NCC(C)C)cccl

Clclcc (cccl)ClCC (=0)C=C(Nc2ccccc2)Cl
Clclcc(cccl)C(=0)NCclcc (cc (NS (=0) (=0)c2sccc2)cl)C(0C)=0
slcc(nclC([NH+] (Cclnc (oclC)-clcc(C)c(OC)ccl)C)C)C
Fclcc(ccel)-clnn2c (N=C(C=C2C)C)cl

S (=0) (=0) (Nclnccecnl)clcec (NC(=0)\C=C\c2cc (0OC)c (OCCC)cc2)ccl
Brclc (OC)c (OC)c (0OC)cclC(=0)Nclc(ccecclC(C)cyc(c)yc

O (CC(=0)Nclcc(cccl)C(OCCCC)=0)clccecc(C)clC

S (=0) (=0) (N(CC(=0)Nclcc(C)c(ccl)C)clcc(0OC)ccecl)clcece(ccl)C
S(C)clcc (OC)c(ccl)C(=0)NCclcccccel

C1C(C1l) (Cl)C(=0)Nclccc (0C)ccloC

Clclcc (N (S (=0) (=0)c2ccececc?2) CC(=0)Nc2cc (ccec2C)C)ceclCl

S (C1CC[NH+] (CCl)Cclnc (oclC)-clccecc (0OC)cl0C)clecece (F)ccl

S (=0) (=0) (N(C)C)N1CCC (CCl)C(OoCC)=0

Clclccc (SCC(=0)NCCCOC) ccl

slc(ccclC)CCNC (=0)clnoc(cl)C[NH+]1CCC(O)CCL
O(C)clcc(ccecl)-clnc(ncecl)-nlncec (C(=0)N2CCN (CC2)C=0)clClCC1l
Brclccc(ccl)C(=0)NC(=S)Nclc (cccclC)C
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olc2c (ncl-clcc (NC(=0)C(C) (c3cccecc3)c3cccec3) ceclO) cecec2
Fclccc ([N+] (=0) [0O-]1)cclNC(=0)COclccc(ccl)C(C) (C)C

O=C1C (=CN (C=C1C (=0)NC)C1CCCCC1l)C (=0)NCCclcccccl

S=C1NC (C(C(0OCC)=0)=C(N1)C)clcc2c(ccl)cccc2

S1I\C (=C/c2ccc (0CCOc3cc (cc(c3)C)C)cc2)\C(=0)NC1=N
Brclcc2-c3nnc (SCCCC)nc30C (Nc2cecl)C(=0)clececececl

S (CC=C) clnc20C(N(c3c (-c2nnl)cccec3)C(=0)C)clccc(N(C)C)ccl
slcc(ncl-nlncc (C(OCC)=0)clC[NH+]1C2CC(CC2)Cl)-clccc(0C)ccl
Clclccc (NC(=0)COc2cc3c(cc2)ccecl)ccl-cloc2cc (cce2nl)C
Clclccc(ccl)C(=0)NC (=S)Nclc2c3c(CCc3cecec2)ccl
S(C(C(=0)Nclccc(ccl)CC#N)C)clcecececel

O1CCN (CC1l) clccc (NC (=0)CC2Nc3cc (C) c(cec3NC2=0)C)ccl

S (Cclccc(ccl)C)CCNC (=0)CN (S (=0) (=0)C)clcc (ccclOC)C

O=C (NCclcccnclN(C)ClCCCCCl)C (nlncccl)C

S (=0) (=0) (N1CC[NH+] (CC1)C)clccc(cclC)C

Clclccc (SCCC (=0)NCCSCc2ccccec2) ccl
O(C)clcc(cceclOC)C(=0)clnc2CCCCc2nl0O

Clclccc (OCCCCOc2c3ncccc3cec2)ccl

S (=0) (=0) (N(CC(=0)NclcccecclC(=0) [0-])clcc(cccl)C(F) (F)F)C
Clclc2c(nccec2)c (0SS (=0) (=0)c2cc ([N+] (=0) [0-])ccc2)ccl

O=C (NCclnccccl)CICCC[NH+] (C1)CLICCN (CC1l)C (=0)NCCC

S1I\C (=C\c2ccc (0C) cc2)\C(=0)N(c2c3c(ccec2)ceecel3)Cl=S

slcc (nclNC (=S)NC (=0)clccc(ccl)C(C) (C)C)=-clcc([N+] (=0) [0-]1)cccl
S(Cclccc (F)ccl)cl[nH]c2c (nl)cc (OC)cc2

Oclccc (Nc2nnce (c3c2ccec3) —c2ccc(cc2)C(=0)N) ccl
Clclcc(cc(Cl)cl0O)\C=C/1\C (N2N=C (SC2=NC\1=0)CCCC)=N

O (C)clcc(0OC)ccclC[NH+]1CCC(CCl)C (=0)NlCcceel
Brclcc(cncl)C(=0)NC(=S)Nclccc (0OC)ccloC
Clclccc(ccl) \C=C\C (=0)NC (=S)Nclcc (0OC)cccl

O=C (N (CC1CC[NH+] (CCl)CCclccccclC)ClCCCCl)CCnlnecnecl

Sclnnc (nlN=Cclcccc (OCC)cl0O)-clcecc(ccl)C

O=C1C (=CN (C=C1C (=0)NC (C)C)ClcCcCcCCl)C(=0)N1ccceeecl

O=C1N (CC (=0)Nc2c (cc(cc2C)C)C)C(=0)C2C1Clc3c (C2c2clcecece?) cecece3
Olc2c (-c3c(cc(0C)cc3)Cl=0)ccc (0Cclcec (OC)ceccl)czC

Brclcc (Cl)c (OCC (=0)NCCCc2ccccec2)ccl

O (CC)clcceccclNC (=0)CCCclcceccececl

olc2c (cccc2)c(NC(=0)c2ccc (0C)cc2)clC(=0)clcecc(0C)ccl
Brclcc2C=C (C (=0)NC=3SCCN=3) C (Oc2ccl)=0
O=C1N (CCC (0OCC=C)=0)C (=0)c2clcc ([N+] (=0)
O (C(=0)clccccclNC (=0)CCC(C) (C)c1lceeecel)
s1c2CC (CCc2c (C(OCC)=0) cINC (=0)COclccc (F
slccccl-clscc (nl)C(=0)N
Fclccc(ccl)C1l[NH+] (CCCCl)Cclonc (nl)CClcCCl

0=C1C2=C (N(N(C)C)C(N)=C(C#N)C2c2cc ([N+] (=0) [0-])ccc2)CC(C1l) (C)C
S=C (NclccccclF)NICCN (CCl)C(=0)Clocccl

Clclcc (Cl)cccl\C=C\C (=0)Nclcc (NC(=0)CC)cccl

slccccl-clnn (cclCINC (=0)NC(C)=ClC(OC(C)C)=0)-clcccccl
Clclccc (SCC (=0)Nc2cecce (S (=0) (=0)Nc3cdc (cce3)ccecd)cec?2)cel
Clclcc(cc(OCC)clOS (=0) (=0)clccc(ccl)C)C(=S)N1CCOCCL
O=CIN(CC(C1)C(=0) [0-])Cclcccccl

nlc (cc(nclNCclcccecl)Neclcee (cclC)C)C
Clclcc(ccclC)-cloc2c(nl)cc (NC (=0)clccececlF)cec2

O (C)clccc(OC)cclC[NH+]1CCC([NH+]2CC[NH+] (CC2)CCO)CCl
ClclccenclNC (=0)C10c2c (0OCl) cccc2

O(CC)clccc(ccl)CINH+]1CCC ([NH+]2CCCCCC2)CCl
FclcceccclNC (=0)clcecce (OCc2ccceccec?)ccl

Clclcc (NC(=0)CN (S (=0) (=0)c2ccccec?)c2cecec (C)c2C)cecl

S (Ccloccecl) CCNC (=0)CN (S (=0) (=0)C)clccc(ccl)C(C)C

Brclcc2c (NC(=0)C2(0)CC(=0)c2c(cc(cc2C)C)C)ccl
Clclcc2c(nc(C)c (C[NH+]3CCCC3)c20)ccl

Brclcc (ccclOC)C (=0)Nclcee (NC(=0)c2sccc2)ccl
slcc(ccl)C[NH2+]CICCN(CCl)clcecec(ccl)C(=0)NC(C)clcceceel
Clclcceecl\C=C\C (=0)Nclsc(nnl)C(C) (C)C

Clclcc ([N+] (=0) [0-])c(ccl)C(=0)Nclccc (S (=0) (=0)N2CCOCC2)ccl
O (C)clcc (0OC)ccclCNC (=0) CCCICCC[NH+] (C1)CclncecnlC
S1/C(=C\C=C\c2ccccc?) /C(=0)N(CCC (=0)Nc2nccecec2)Cl=S

Slc2c (N (c3clccee3)C(O\N=C (/N)\clccc(ccl)C)=0)cccc?

S (=0) (=0) (N(Cclccceccl)CC(=0)Nclcc (ccclOC)C)clecec (F)ccl
Clclcccc (NC (=S)NCc2cccec2) clcC
Clclcc(ceccl)CSclnne (nlC)CCNC (=0)clccec (0OC)clocC

slcccclC (=0)C=1C (N (CC[NH+]2CCOCC2)C(=0)C=1[0-])clccc(0OCC)ccl

[0O-])cc2
C
)cclF)CC
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Clclccc (cclC(=0) [0-])-cloc (ccl) \C=C/1\C(=0)N(NC\1=0)clcc(C)c(ccl)C
Clclcc2c (OC (=0)C=C2CCCC) cclOC (=0)clcccecl

0lc2cc (ccc20Cl)CIN(CC[NH+] (CC)CC)C(=0)C([0-]1)=ClC(=0)clccc(OC(C)C)ccl
O (C(=0)C=1C (n2ncnc2NC=1clcccccl)clcecencl)CC

Fclccc (ccl)ClC2=C (NC=3NC (=0)NC (=0) C1=3) CCCC2=0

Oclc2cc (ccec2nc (C)clC[NH+]1CC[NH+] (CCl)C)CC

Clclcc (NC (=0)\C=C\c2ccc (OCCC) cc2) cecll

0=C1CC2 (CCC1l(C)C2(C)C)C(=0)Nclc2c(cccl)cecece2

Oclc2c(nc(C)clC[NH+] (C)C)c(C)c(cc2)C

O (CCCC (=0)Nclccc (OCC)cecl)clecec(0OC)ccl

slcccclC(=0)CSclnnc (nlCclcccecl)-clcccececel

O=C (N1CCC(CC1l)C (=0)NClcCCCCCCl)clcceeclC

S (=0) (=0) (NC(C)C)clcc(cc (NCC2CCC=CC2)cl)C(=0)N(CclnonclC)C

S (CC (=0)NclccececclOcleecceel)clnnnnlCeclcececcecel

Clclcc (NC(=0)C)c (0SS (=0) (=0)c2ccc (0C)cc2)ccl

Brclccc (0)cclC=ClC(=0)N(C)C(=0)N(C)C1l=0

O=C (NCclcccnclN (Cclcceecl)C)C[C@RH]1I[CRH]2C=C[C@@H] (C1)C2

Brclcc (OCC[NH+]2CCCC2) cccl

S (=0) (=0) (N1ICCC(CC1)C (=0)NICCC(CCl)C(OCC)=0)clccc(0C)ccl

O (C(=0)clcccecclNC (=0)CICCN(CCl)C (=0)Cclccceel)C

Fclccc (cecl)C(=0)COC (=0)CCC (=0)NclccceceelCC

slcccclCINC (=S)NC(C)=ClC(=0)N(C)C

S (CCCN1lc2c (NC1=0)cccec2)clnec2n(c3c(c2nnl)cccec3)CCelcceecl
Clclcc(ccclCl)CN(S (=0) (=0)clcccecl)CC(=0)NCcloccecl

OC1 (c2c (N (CC(=0)N)C1=0)cccc2)CC (=0)clccc([N+] (=0) [0-])ccl

S (=0) (=0) (N1CCC(CC1l) (Cclccc(0C)ccl)CO)Cclcecececl
Clclcc(ccclCl)C (=0)COC (=0)clcc (0C)ceccl
slccccl-clcsc (NC (=0)c2cccecc20C (=0)C)clC (0CC) =0
Clclccc(ccl)-clnc-2n(nl)C=Nclsc3c (CC([NH2+]C3(C)C) (C)C)cl-2

S (=0) (=0) (N(CC(=0)Nclcccc (C)clC)clcc ([N+] (=0) [0-])cccl)C

slc2ncnc (NC3CCOC3) c2c (C)clC (=0)NClCCCccCl
s1c2CCCc2c2cl1N=C1IN (N=C (N3CCCCC3)c3clcccec3)C2=0

Brclccc (OCC(0O) C[NH+]2CC[NH+] (CC2)C)ccl

Clclcc (\C=C\2/SC(=NC/2=0)NC (=0)C)c (0Cc2ccc (F)cc2)ccl
O(N=C(C)C)clnc(nc(nl)NCC)N(C)C

S (CC(=0)Nclc2c(cccl)ccce2)clne (N)ce(nl)N

O=C (NC (CCclcccccl)C)clcecececeelC (=0)NC (CCclceececl)C

Clclcc (cccl)CCNS (=0) (=0) clcccecl
Clclcc (C(=0)NC23CCACC (C2)CC(C3)C4)c(
Clclcc (ccclCl)\C=C\C (=0)Nclcc ([N+] (=
S (=0) (=0) (NC1CCC (NS (=0) (=0)CC)cCl)cc
S1C=Cn2cc (ncl2)C(=0)N1CCc2c (Cl)cnc (C)c2CNC (=0)clccoclC

S (=0) (=0) (NCC(OC(C(=0)clcccccl)CC)=0)clccc(ccl)C
ClclccccclC[NH+]1C[C@H] ([NH2+]Cc2cc (ccc2C)C)C[CRH]1C (=0)NCC
FC(F) (F)clnc2c (nlC(C)clccececel) ccec?

Brclcc(cncl)C (=0)NC(=S)Nclcc(cccl)ClOC(C) (C)C(0Ol) (C)C
O(C)clccccclC[NH+]1CCC(CCL)CN(C(=0)clccc(N(C)C)ccl)CCOC
S1\C (=C\c2c3c(n(c2)C)cccec3)\C(=0)N(CC=C)C1l=0

FC(F) (F)clcc (N2N=C (C)\C (=C\c3cc (0C) c (OCC (=0)N) cc3)\C2=0) cccl
S (=0) (=0) (N(C(=0)C)clcc2c(oc(C)c2C(0OCC)=0)ccl)clccc(F)ccl
Iclcc(ccclC)C(=0)Nclcce ([N+] (=0) [0-]1)ccclOoC

Brclcc (\C=C\C (=0)NC (=S)Nc2cc (C (=0) [0-])c(Cl)cc2)c(0C)ccl
S=C1INC (=0) /C (=C\c2ccc (N3CCOCC3) cc2C) /C(=0)Nlclccececel
Brclcc2ce (n(cc2\C=C/2\C (=0)N(C) C (=S)NC\2=0) CC (=0)N(CC)CC)ccl
ClclccceclOCC (=0)Nclecce (S (=0) (=0) N2CCCCC2) ccl

S (CC (=0)Nclccc (OC(=0)C)ccl)clceccecl

Clclcc (C)c(NC(=S)N2CCN (CC2)C (=0)c20cccC2)ccl
olc(ccclCOclc2c(cccl)ceccc2)C(=0)NCclocccl
slc(nnclSC(CC)C(=0)NC(C)clccceccl)N

Clclcc (NC(=0)c2sc3nc(C)c(CC=C)c(c3c2N)C)cccl
ClclccceeclOCclcece(cecl)C(=0)N1ICC(OC(Cl)C)C

Brclccc (S (=0) (=0)N (Cc2ccc(Cl)cc2)CC(=0)N)ccl
Clclcc(Cl)c(Cl)cclNC(=0)CN (S (=0) (=0)clcccccl)C
O(C)clcc(ccel)-clnec (nncl)NCCclnc (cc(nl)C)C

S (=0) (=0) (NCC (=0)NclcccecclF)clcec(ccl)C

S (=0) (=0) (N1CCN (CC1l)clccceclOCC)cleece (ccl)Clccccecel

S (=0) (=0) (Nclnc(nc(cl)C)C)clccc (NC (=0)c2c(cc(cc2C)C)C)ccl
Clclcc (ccclCl)COclcece (cclOCC)Co

slc (C(OCC)=0)c (nclNC (=0)CCN1C (=0)c2c(ccecec2)Cl=0)C

S (=0) (=0) (N1CCC(CC1)C (=0)NICC[NH+] (CC1l)Cclcc20COc2ccl)C

S (=0) (=0) (N(CC(=0)NclcccecclC (=0)NCC=C)clcc(C)c(ccl)C)clccceel

[N+] (=0) [0-]1)ccl
0) [0-])cccloC



Fclccc(ccl)CN1IC=C (C(OCC)=0)C(C(=C1l)C(0OCC)=0)clcc20COc2ccl
Clclcc (NC(=0)CCCC)ccclNICCN (CCl)C (=0)cCcce

Brclecc (\C=C\c2nc3c (cc2)ccecc30C (=0)CC)c (0C) ccl
Clclccc(ccl) /C(=N/0OC (=0)CSclcccecl) /N
Oclc(cc(ccl-cl[nH]c2c(nl)cccc2)C(C) (C)C)-cl[nH]c2c(nl)cccc2
slcccclCNC (=0)CSclnc (cc(nl)C(F) (F)F)-clocccl

S (=0) (=0) (N1CCc2c (Cl)cccec2)clecc(C)c(0C)cclC

N (CCCNclccccecel)cleeccecel

Fclcc (F) ccclN\C=C\C (=0) clocccl

Clclcc2c (OC (=0)C=C2CC)cclOCC (=0)clcc(Cl)c(Cl)ccl

0O1lCCc2c (cccec2)CLCNC (=0) C1=CN (C=C (C(=0)NCC(C)C)Cl=0)C(C)C
0lc2cc (OC (=0) CCN3C (=0) c4cbc (cccebeec4) C3=0) ccc20Cl

Olc2c (ccc (0Cc3cceecc30C) c2)C (=CC1l=0)clcc ([N+] (=0) [0-])cccl

S (=0) (=0) (NCC10CCC1l)clccc(ccl)C(=0)NICCN (CCl)clcecececlFE
Clclcc2nn (nc2cclINC (=0)C(Cl) (C1l)Cl)-clcccccel

S (Ccloccecl) CCNC (=0) clcce (ccl) —clccceeel
O(CCnlncncl)clccceccecl-cleeccecel

O=C1N (CCN(C1l)C (=0)C=1NC(=0)c2c (N=1)cccc2)Cclcc(cccl)C

S (=0) (=0) (NCCC)clcc2c(ccl)cecec?
Clclcc(ccclOCC)C(=0)C=1C(N(CC[NH+] (C)C)C(=0)C=1[0-]1)clccc(F)ccl
S (=0) (=0) (NC(CC)C)clccc (OCC (=0)NCC20CCC2)ccl

Iclcc2c (N=C(SCC=C)N(CC=C)C2=0)ccl

Clclccc (N2C3=C (C=C(C(=0)Nc4dccc(ccd)C(0OCC)=0)C2=0)C (=0)CCC3)ccl
S (CC=1NC (=NC (=0) C=1)Nclnc (c2cc(ccc2nl)C)C)clnnnnl-clcccccl
Brcloc(ccl)C(=0)NICCN(CCl)clccc (0OC)ccl

O (CCC)clccc(ccloC)C(=0)N

S (CC (=0)Nclcc(cccl)C(F) (F)F)C=1NC2=C(C(C=1C#N)clccc(0C)ccl)C(=0)CC(C2) (C)C
slcccclCl=NN(C(=0)C)C(Cl)clocccl

slccnclNC (=0)C (Sclnnnnl-clcccccl)CC

S (=0) (=0) (C (S (=0) (=0)clcccccl)=CNclccc (0OC)ccl)clcccecel
O(C)clc(0C)cc(cclOC)CNelnc2c (n1CC[NH+] (CC)CC)ccce2

O(C)clcc (0C)ccclClC(=CN(C=C1C(0C)=0)Cclcc(0C)c(0OC)ccl)C(0OC)=0
O (C)clcceccclNC (=0)C (=0)NCC1[NH+] (CCCl)CC

S (CC(=0)NCclcccccl)clnne (nlC)CNC (=0) clcccecclF

O=C (NC (CCclccccel)C)cleece (NC (=0)CCCC) ccl

S (CC(=0)Nclcccc(C)clC)cl[nH]c(c(nl)-clccceel)-clcecececl

slc (nnclNC (=0)clcc (C)c([N+] (=0) [0-])ccl)CCCC

olccc (C(=0)N[N-]C (=0)Nc2cc (ccc20C)C)clC

S (=0) (=0) (N1CCCC1l)clccc (NC (=0)CN (S (=0) (=0)C)c2ccc (0c3ccecee3)ce2)ccl
S (=0) (=0) (Nclnc(cc(nl)C)C)clccc (NC(=0)COc2c(cccc2C)C)ccl
S(clccc ([N+] (=0) [0-])cclC=0)cloc(nnl)-clcccccl

S (=0) (=0) (N1IC(CCC1=0)C(=0)NclccccclC(=0)N)clccc(ccl)C

S (C)clccccclNC (=0)CN (S (=0) (=0)C)clccceclCC

Clclcc (NC(=0)N2CCCCCC2)c (0C)ccl

S (=0) (=0) (Nclnc(nc(cl)C)C)clccc (NC(=0)COC)ccl

Clclcc (NC(=0)Nc2ccc (cc2)C(F) (F)F)c(0C)ccl

Brclccc (S (=0) (=0)NC (C (=0)Nc2cc (ccc2)C(=0)C)C)ccl

s1c2CC (CCc2c2clncnc2SCC (=0)NCC1l0CCCl)C

nlc2c(n (CC=C)clNCclc3c(cccl)cecece3)ceec?

S (=0) (=0) (NC1CC(=0)N(Cl)CCclccc (F)ccl)CC

Iclcc2c (N=C(N(c3ccc(cc3C)C)C2=0)\C=C\c2ncccc2)ccl

slc2c (nc (nc2NC (Cc2cccecc2)C)C)c2ecec3c(ncl2)CC(0C3) (C)C

O=C (NCclcccccel)clne (NCc2cceecc?2)c2ce (nl) ccee2

Clclcccc (NC(=0)c2cc3c(cc2)C(=0)N(Cc2ccecnc2)C3=0)clC
Brclccc(ccl) C(=0)CN(N1C (=0)c2c (cccc2)Cl=0)C(=0)clccc ([N+] (=0) [0-])ccl
Clclccc (OCCCN2C=Nc3c (ccecec3) C2=0) cclCC

O=CI1INC (=0) c2clcc (NC (=0) CCC (=0) [0-])cc2

S (CCC ( [NH+]1CCC (Oc2ccc(cc2)C (=0)NCc2ncecec2)CCl)C)C

FC(F) (F)C1 (NC(=0)N(CCc2cc (0OC)c(0C)cc2)Cl=0)NC (=0)clcccccl

S (=0) (=0) (NC1 (C2=C (NC1=0)N(clccc(ccl)C)C(=0)NC2=0)C(F) (F)F)clccc(ccl)C
Brclccc(ccl)C(=0)C(C(C)C)ClC(C(OCC)=0)C(OCL(C)C)=0

slc (SCc2c3c(ccc2)ceccee3)nnclSCelceee (OC)ccl

O1CCN (CC1l)clccc (NC (=0)NC(C) (C)c2cc(ccc2)C(C)=C)ccl
01CCOc2clcec (cc2)\C=C (\C#N) /cl[nH]c2c (nl)cc(cc2)C
Clclcc(Cl)cc(C[NH2+]CCc2cc (0OC)c(0OC)cc2)clocC

O=C (NCclcccccel)clcecenclNCeclceceecel

slc(nnclSCC (=0)Nclscc(nl)C)C
Clclccc(cclS (=0) (=0)Nclcc (ccclC)C)C(=0)NCCOoC

slc2c (CCC2)c(C(=0)NCc2occc2)clNC (=0)cloc2c(ccc(c2)C)clC

slc (C)c(CC)c(C#N)clINC(=0)clcc(nc2clccc(C)c2C)-clcecencl
0(C)clcc2c(n(C)c(C)c2\C=C\C2=Nc3c (cccc3)C (=0)N2CCc2ccccc2)ccl



Brclccc(ccl) C(=0)COclcc20C (=0)C (=Cc2ccl)clcce (OC)ccl

Clclccc (NC (=0)c2ccecec?) cclC(=0) [0-]

slcc (c2clN=C (SCC(=0)clc3c([nH]clC)cccc3)N(C2=0)clccceccl)-cloccel
O=C (NCC (=0) NNC (=0) clccc(ccl)-clccccecl) ClCCCCCl
Clclcc(cc(0CC)clOCclececcclC#N) \C=C (\C#N) /clccc(F)ccl

Brclcc (NC(=0)c2ccc (N (S (=0) (=0)c3ccc (Cl)ce3)C)cc2)cecl

Slc2c (N (c3clcecece3)C(=0)CSclnnc (nlC)-clocccl)ccec2

Clclcc (C[NH+]2CCN(CC2)c2nccece2)c(0)c2necececl2

Clclccc(ccl)-clnc (onl)CN(C(C)C)C(=0)COclcccccl
olcccecl-cln2N=C (c3c (-c2nnl)cccc3)C

Olc2cc (ccc20Cl) C (=0)NC (CC) (CC)C#C
olc(ccclC)C(=0)Nclcc (0C)c (0C)ccl

S (=0) (=0) (NclccccclC)clcec(ccclC)C(=0)NCCclcc (OC)c(0C)ccl

slc2c (nclC)cc (S (=0) (=0)NCICCCCCCCl)cc2

Iclcc (S (=0) (=0)N2CCc3c (C2)ccece3)ceccloc

S (=0) (=0) (NclccceccelC (=0)NCclcecceclC)C

s1c2CCCCc2c2-c3nc (nn3C=Ncl2)COclcc2c (ccl)cecec2

O (C)clcc(cccl)CNC(=0)CCCLCCCN (C1)C(=0)CCCclccceel

O (C)clccc (NC(=0)c2ccecce2NC (=0) c2cecc (NC(=0)C)cc2)ccl

S (=0) (=0) (NCCCOCC) clccc (NC (=0)Cn2c3c(nc2)N(C)C(=0)N(C)C3=0)ccl
S (CC(=0)Nclcccccel)clnne (nl-clccececel)-clcecece(ccl)C(C) (C)C

slc (cnclNC (=0)COclcc(C)c(ccl)C)Cclcc(cccl)C(F) (F)F

S (=0) (=0) (NCC)clccc (NC(=0)C(CC)c2ccececec?)ccl

slc (C(=0)NC(C)c2ccccc?2)c(C)c(C(0OC)=0)clINC (=0)clccccclF
Clclc2c(cccl)c(cecec2)-cloc2c(nl)cc (NC(=0)cloc ([N+] (=0) [0-])ccl)cc2
Clclcc (NC (=0)COc2cc3c (OC (=CC3=0) c3cccece3) cc2) ceclCl

Clclccc (S(=0) (=0)N(C)c2ccc(cc2)C (=0)N2CC[NH+] (CC2)Cc2cccecc?)ccl
olc2cc (NCc3cce (0C) cc30C) ccc2c2clcecece?
Fclccc(ccl)C(Oclec2ce (OC (=CC2=0)c2ccccc2)ccl) =0

IclccceclC (=0)Nclcec (S (=0) (=0)Nc2cc (0C) ccc20C) ccl

Clclcc (ccclNC (=0)Cnlncc ([N+] (=0) [0-]1)cl)C(F) (F)F
Fclcccec(ccl)Cnlc2c(nclC[NH+]1CCCCCL)N(C)C(=0)N(C)C2=0

Clclcc2c (occ2CC (=0)N)cclC

slccc(C)clClC2=C (NC=3N(C)C(=0)N(C)C(=0)C1l=3)cCcccz=0

CIC(F)C(F) (F)Oclccc (N2C (=0)C (Sc3nccce3C (=0) [0-]1)CC2=0)ccl
Clclcc ([N+] (=0) [0-])ccclC (=0)Nclccc(ccl)C(F) (F)F

0=C1N (Cc2cccnc2) C(=0)c2clc (NICCN(CCLl)C(=0)C(C)C)ccc2
slcc(ncl)CC(=0)N1lCc2cc (ccc20CCl)C(0) (CCnlncccl)C

slc2ncnc (NCCc3ccececce3F) c2c (C)clC(=0)N(C(C)C)C

ClclccceclS (=0) (=0)N1Cc2c (OCC1l)c (OCCCL[NH+] (CCCl)C)cc(c2)-clccencl
slc(ccclC (=0)NCCNC=1NC (=0)C=C (N=1)C)C1l[NH2+]CCC1
FclccceclCNC (=0) clnn (c2clCC ([NH+] (CCOC)C)CC2)C

FC(F) (F)clcc (N2CC[NH+] (CC2)C2CCC[NH+] (C2)CCC)cccl

O=C (NCclcccncl)clnn (c2cl1C[NH+] (CC2)C(CCclc2c([nH]cl)ccece2)C)C
O1CC[NH+] (CC1l)CC(C) (C)cl[nH]c2c (nl)n(nc2C)ClCCCCCl
Oclcc2c(n(C)c(C)c2C(=0)N2Cc3c (n(nc3C (=0)NC3CCCC3)CC(C)C)CC2)ccl
olnc (nclC[NH+] (Ccln2c (nclC)C=CC=C2)C)-clcc20COc2ccl

Oclnc (ccclC[NH+]1CCCCC1CCCO)C
O=CINCCN(C1)C(=0)clnn (c2clC[NH+] (CC2)C(C)C)CCCclcccccl
O(C)clc2c(cccec2)c(ccl)C[NH+] (CCnlnnc(cl)C(=0)NICC[NH+] (CCl)C)C
Clclcc (cccl)CCNC (=0) [C@H] 1 [NH+] (C[CRH] (n2nnnc2)Cl)Cclccc (OCc2cceccc?)ccl
FC(F) (F)clccccclC[NH+]1CC(CCC1l) (Cclcc (0OC)cececl)COo

O (clccceclC(=0)N(CC=C)CC=C)CIlCCN (CC1l)C(=0)cCoC
Clclcc(F)ccclCC(=0)N1[CR@H]2[C@H] (CCC1)CN(CC2)C (=0)clccceccl
S1CC(Nc2ncc (cc2) C (=0)N2CCC (Oc3cecene3)CC2) CCl

Clclccc (ccl)CNIC=C (C(OCC)=0)C(C(=C1l)C(0OCC)=0)clcc20C0Oc2ccl
0=C1C2=C (NC (=0) CC2c2cc ([N+] (=0) [0-])c(cc2)C)CCCl

Clclcecc ([N+] (=0) [0-])cclC(=0)NICCN(CCl)clccec (OCc2ccccce2)ccl
slcc (c2CCC(Ccl2)C)C(=0)N\N=C\clnccccl

Brclcc2c (nc (cc2C(=0)Nc2cce (cc?2)C(=0)N2CCCC2)-c2ccc (cc2)CCCC)ccl
0lc2c (C=C(C(=0)NCC (0CC)=0)C1=0)cccc20CC
Brclcec2nc(cc(c2ccl)C(=0) [0-])-clcc(Cl)c(Cl)ccl

51c2N=C (S) N (NC (=0) c3ccoc3C)C (=0) c2c (C) clC (=0) [0-]

Clclcc (F)ccclCSCC (=0) NN

O=C (NNC (=0) clcc ([N+] (=0) [0-1)cc ([N+] (=0) [0-]1)cl)clcc ([N+] (=0) [O-]1)cc ([N+] (
Clclcccc (F)clCC(=0)N[N-]C(=S)Nclcc20CCOc2ccl
ClclcceccclOCC (=0)Nelsc (C)c(C)clC(0C (C)C)=0
0(C)clcc(ccclOC)-clnc2ce (ccec2)c(cl)C(=0)N\N=C (/C)\clccc(NC(=0)C)ccl
slc2c (CCC2)c (C(OC(C)C)=0)clINC(=0)clcccececl
Clclccc(Cl)ceclS (=0) (=0)N\N=C (\C) /clcc (NC(=0)c2sc(cc2)C)cccl
slccc(C)clC (=0)N\N=C\clc(cc(cclC)C)C

0) [0-1)cl
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O1C2CCC1C(C(=0) [0-])C2C (=0)N (CCCCC) ceeee

Brclen (ncl [N+] (=0) [0-])Ccloc (ccl)C (=0)N\N=C/C (=C/clcccccl) /C
FC(F) (COCclcc (ccclOC)\C=C(\C(=0)C(C) (C)C) /C#N)C(F)F

Clclccc (Cl)ceclS (=0) (=0)N\N=C/clc[nH]ncl-clccc(ccl)CC

S (=0) (=0) (N\N=C/clc[nH]lncl-clcc(OC)c(0OC)ccl)clccc(ccl)CCC

slcc (-c2nnc (SCc3cc (0C)cecec3)n2C)c(C)clC

Brclccc(ccl) -clnc (scl)NC(=0)CSclnnc (nlC)-clccencl

slcc (-c2nnc (SCC (=0)Nc3ccecec3C (F) (F)F)n2CC)c(C)clC

Clclc2c (sclC(=0)N\N=C (/C)\clcc(NC(=0)C(F) (F)F)cccl)cc(cc2)CC
Clclccc(ccl) -clnc (nncl)NCclc (F)c(ccclF)C

slccc (C(OCC)=0) clNC (=0)\C (=C\clccccclOCCCCC) \C#N

S (C)clcc (NC (=0)NCc2ccncc?2) cccl

Clclccec(Cl)clC[NH+]1CCN(CC1l)C (=0)Nclcc(SC)cccl

O(C)clcc ([N+] (=0) [0O-])ccclNC (=0)NICC[NH+] (CCl)Cclccencl
Clclcc(ccclCl)Cnlnc (NC (=S)Nc2cc (ccec2C)C)c(Cl)cl
olc2c(cccc2)c(C)clC(=0)NC(C)clccc(cclC)C

Clclcc (NC(=S)Nc2nn (cc2)Cc2ccc (Cl)cc2)ceclC

Clclsc(ccl)C(NC (=0)NCC1loCCCl)C

S (=0) (=0) (N1CCc2clcccec2)clcecee (NC(=S)Nc2cce(cec2)C(CC)C)cel
0lc2c(cc (OCC)cc2)C(=CC1l=0)C[NH+]1CC[NH+] (CCl)CC(=0)Nclccc(ccl)C
Clclcc (NC (=0)CN2C (=0) c3cccnce3N (c3ccecce3) C2=0)c(ccl)C
Brclccc(ccl) C(=0)CSC=1NC (C)=C(C(=0)C)C(CCC)C=1C#N

01lc2c (C(=0)Nc3clccee3)c (OCCC)ecc ([N+] (=0) [0-]1)c2

01c2c (C(=0)Nc3clccece3)c(Oclecec(cecl)C)ece ([N+] (=0) [O0-])c2

0lc2c (C(=0)Nc3clccee3)c(Oclecec (NC(=0)C)ccl)cc ([N+] (=0) [0-])c2
C1C(C1l) (Cl)Cclc2c(n(clC)-clccc (OC(F) (F)F)ccl)CC(CC2=0) (C)C
FC(F) (F)COclnc (nc(nl)NC(CC)C)NICC[NH+] (CCl)Cl2CC3CC(Cl)CC(C2)C3
S (=0) (=0) (NCCclcc (OCC)c (0OCC)ccl)clcecc ([N+] (=0) [0-])ccl

O1C(C) (C)C(0O) (N(CC(=0)Nc2ccc(cc2)C)Cl=0)C

slc(ccclC (=0)NC (CCCC)C(=0) [0-])C#CC(O) (C)C

O(C)clcc (C#N)c (NC(=0)C[NH+]2CCCCC2CCO) ccloC

S=C (Nclnccc (cl)C)C(=0)N

s1lc2c (CCCC2)c (C(OCC)=0)clNC (=0)C[NH+]1CCC(CCl)Cclccceccl

Clclcc (N2NC3 (NC2=S) CCCCC3)c (0C)ccl
O(C)clcc(ccecl)C=1IN(c2n(c3c(n2)N(C)C(=0)N(C)C3=0)C=1)CC(0O)clcccccl
slcccclClCC (=0)C2=C(NC(C)=C(C(=0)Nc3cc (F)ccc3)C2c2ccc(F)cc2)Cl
slc2nc (cc(c2c (NC(=0)CC(C)C)clC(0CC)=0)COC)C

S/1CC (=0)N\C\1=N\N=C/1\CC (N2N=C (N (CC)C2=S)Cn2nc (nn2)-c2ccc (cc2)C)C20C\10C2
O=CIN(C)C(=0)N (c2nc3n(cl2)C(C)=C(N3clccc(ccl)CC)clcccecel)C
Clclcc(Cl)ccclCnlne (NC (=0)c2ccc (F)cc2)ccl
OC=1N2CC (=0) C=C2C=C (C) C=1C#N

O=CIN(C)C(=0)N(c2nc3n(cl2)C=C (N3clcc(cc(cl)C)C)clccc(ccl)CCCCCce)C
O (C)clcc(C(OC)=0)c (NC(=0)c2cc3c(n(Ccd4ccccecd)c(C)c3C)cec2)ccloc
FC(F) (F)Cln2nc (cc2NC(Cl)clccc(ccl)C)C(=0)NCclecn (nclC)C

FC(F) (F)C(NC(ON=C(C)C)=0)C(F) (F)F

olc (ccclCnlnc (cclC)C)C(=0)Nclcce (0C)cclOoC
slc(C(=0)C)c(C)c(C(OCC)=0)clNC (=0)\C=C\clcn(ncl)C

Clclcccc (F)clCnlnc (N)ccl

Fclc (Cn2nc (C)c(NC(=0)c3c(nn(c3C)-c3cccece3)-c3ccecee3)c2C)c(F)c(F)c(F)clF
Clclccc (S (=0) (=0)N (Cc2cn(nc2C)C)C)ccl
BrclccccclOCclece (ccclOC) C(=0)Nclnn(ccl)Cl2CC3CC(Cl)CC(C2)C3

O (C)clcc (NC (=0)Cn2nnnc?2)cc (-n2nnnc2)cl
Brclc(n(nclC)C)C(=0)NC1C2SCC (COC (=0)C)=C(N2C1=0)C (=0) [0-]
Clclcc (Cl)ccclC (=0)\C=C\clcn(nclC)C

O(Cnlnc(ccl)C(=0) [0-])clccc (0C)ccl

S (=0) (=0) (N(Cclnn(ccl)CC)C)clcnn(CC)clC

[S=]1C1=NC (=0)c2c(nc(cc2C(F) (F)F)C2CC2)NlclccccclOCC

[S=]C1=NC (=0) c2c (nc(cc2C(F) (F)F)CC)Nlclcc(cccl)C

Fclc (NC(=0)c2n(nc(c2)C(=0)N(CC)CC)C)c(F)c(F)c(F)clF

s1c2CC (CCc2c (C(OCC)=0)clINC(=0)clc2n(ncl)C (=CC=N2)clocccl)CC
S(C)cl[nH]nc(nl)N1Cc2c (c(0OC)c(0OC)cc2)Cl=0

O (C(=0)C=1n2nc (cc2N=C (C=1)clnn(ccl)CC)-clcccccl)C

FC(F) (F)C1(O)N(N=C(C1l)C)C(=0)C(nlnc(ccl)C)C

Clclcccc (NC (=0)c2nn (cc2)COc2cc (Cl)cce2)clC

Brclc(n(nclC(F) (F)F)C(C(=0)Nclcnn(C)clC (=0)Nclcnn(C)clC)C)C
Brclcn (ncl [N+] (=0) [O-])Cclcc(cccl)C(=0)NI1ICC2[NH+] (CCC2)CCl

S (=0) (=0) (N1CC(CCC1l)C(=0)Nclcn(ncl)Cclccc(F)ccl)C

Clclenn (CC)clCN(C(=0)cln(nccl)COclccc(Cl)ccl)C
Clclccc(ccl)C(=0)\C=C\Nclscc(nl)-clccc(OC(F)F)ccl

S=C (Nclcnn (CC)clC) [N-]NC(=0)CC1l2CC3(CC(Cl)CC(C3)C2)clc(noclC)C
Clclccc(ccl)Cnlncce (NC (=S)N2CCCC2)cl
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S (=0) (=0) (Nclnn(ccl)CclccccclC)clen(ncl)C

Sclnnc (n1\N=C\clcc (OC)c (OCn2ncc ([N+] (=0) [0-])c2)ccl)C(F) (F)F
O=C (NCCCnlnccclC)CCnlncc ([N+] (=0) [O0-])clC

Brclccc (ncl)NC (=0)clnn(cclC(=0) [0-])C
slc(ccclC)-clnc2N(c3cc(ccc3)C)C([S=]1)=NC(=0)c2c(cl)C(F)F
O (C(=0)clccc (NC (=0)c2n(ncc2C(=0) [0-])C)ccl)CC
ClclccccclNC(=0)clnn(ccl)CC(=0)NclccececlCl

olnc (-c2cn (nc2C)C)c(C)cl-clcn(nclC)C

Iclcn(nclC (=0)Nclcc (OC)cccl)C

Sclnnc (nlC1CC1)COclccc (0OC)ccl
ClclcccececlOCcloc(ccl)C(=0)NCclcc (Cl)c(Cl)ccl

0=C1N (c2ccccc2C) C(=0) C2N=NN (C12)CC (=0)Nclccc (ccl)C(0OCC) =0
olc2c(ccl-clnn(cclC[NH+] (CCnlccncl)C)Cclcccecel) ccce?

S (=0) (=0) (NCC=C) clccc (NC(=0)Cc2c3c(ccc?2)ceece3)cel

O (CC(=0)NclcccecclC)clecece (cclOC) C#N

S1(=0) (=0)N(c2c3c(ccc2)ccecl3)CCCCCH#N

Brclccc (S (=0) (=0)Nc2cc (F)cc(F)c2)ccl

Clclccc (N2C (=0) C(NNC (=0) c3ncccc3) CC2=0) ccl

FC(F) (F)clcc (Oc2ccc (cc20C)CO)c ([N+] (=0) [0-])ccl

O=C1IN (Cc2cccnc2)C (=0)N(CCOC)C12CC[NH+] (CC2)Cclcccccl
O1C(CN(CC1C)C(=0)clccc (0Cc2ccccc2)ccl)C

slcc (nclN(Cclccccecel)C)-clcecececlO

Clclcc(cecclOC)C (=0)NclecececeeclOC
O(C(=0)C)clccccclC(=0)N(C(C)C)C(C)C

slccceclC (=0)NCCOclcc (cccecl)C
Clclcc (S (=0) (=0)N2CC (CCC2)C (=0)NCCO) c (0C)ccl

O (CC=C)clccc(cclOC)C[NH2+]CCOC

O (CCC[NH+]1CCC(CC1l)C(0OCC)=0)clcc2CCCc2ccl
O(CC)clc(cccclOC)C[NH2+]C(C)clececececel

Clclcc (S (=0) (=0)N(CC (=0)N2CC[NH+] (CC2)C)C)ccclocCC
O=C (Nclcccc (C)clC)C[NH+]1CC[NH+] (CCl)C

Clclcc (NC(=0)CSc2nnc (n2CC)-c2ccncc?2) cccloC

O=C1N (C) C (=0) N=C2N (N=C (N=C12)clccc(ccl)CC)CC

S (CC(=0)Nclcc20CCOc2ccl)clnnec (n1CC=C)-clccnccl
Clclccc(ccl)-cloc(C)c(cl)C(=0)N1CCOCC1L

olnc (nclCN(CC)C (=0)NCC)-clcccccl

S (=0) (=0) (N1CCOCC1l)clcc (C)c (OCC(=0)N)ccl

S (=0) (=0) (N(Cclcccccl)C)clcee (NC(=0)c2ccenc2)ccl
Clclccc (S (=0) (=0)N2CCCC2C (=0)N(C)C)ccl
FC(F)OclccccclNC (=0)clcecc (0OC) ccloC

O (C)clccc (N2CC (CC2=0)C (=0)Nc2cc(ccc2C)C)ccl

S (=0) (=0) (N(C)clccc(ccl)C(=0)NCICCCCl)CC

S (=0) (=0) (N1CCCCCC1l)clcc (ccclC)C(=0)NICC[NH+] (CCl)C
O(C)clc(0C)cc(cclOC)C (=0)Nclcee(cel)Celnececel

olnc (NC (=0)Cc2ccccc2C)ccl

Clclcc (F)ccclC[NH+]1CCN (S (=0) (=0)c2cn(nc2C)C)CCl

S (=0) (=0) (N1CC[NH+] (CC1l)CC (=0)NclcccceclCC)clcece (F)ccl
Clclcc (F)c (NS (=0) (=0)c2cn(nc2)CC)ccl

S (=0) (=0) (N(C)C)clccc (NC(=0)Cc2ccccc20C)ccl

O=C (Nclncc(ccl)C)CICCN(CCl)C(=0)C

O (C)clcc (N2CC[NH+] (CC2)CC(=0)Nc2c (cccc2CC)CC) cececl
Fclcce (N2CCN (CC2)C (=0)NCCCC) ccl

Slc2n (N=Clclscccl)c (nn2)COclccc (F)ccl

S (CC (=0)Nclnccccl)clnne (nlC)-clccececloC

slc(nnclNC (=0)C1CC(=0)N(Cl)clcc(C)c(ccl)C)C(F) (F)F
S (CC (=0)Nclccc (N2CCN (S (=0) (=0)C)CC2)ccl)clncenlC
O (CCOC)clccc(ccl)C(=0)N(C)clcccecel

olnc (nclCN(C(C)C)C(=0)NCC)-clccc(0OC)ccl

Brclccc (NC (=0) CC2Nc3c (0C2=0) cccc3) ccl

0lc2c (CC1C)cc(cec2)C(=0)Nclcec (cclC)C
O(CC(O)C[NH+]1CC(CC(Cl)C)C)crceeect
Clclcc(ccclCl)C(=0)Nclcc (0C)ccclNlCCoCcCl

0O=C1N (CCOCC)C(=0)N (c2nc3n(cl2)C=C(N3clcc(cccl)C)C)C
Clclc2c(sclC(=0)NICCN (CCl)clnccecl)cc(F)cec2

Fclcc (ccecl)C (=0)NCCI[NH+]1CCCCC1l

O1CCC ([NH+]2CCC (CC2)C (=0)Nc2ccc (-n3nnnc3)cc2)CCl

S (=0) (=0) (NCclccccel)clcece (NC(=0)C20CCC2) ccl
slcccclC(=0)NCICC[NH+] (CCl)C(C)C

slc (C(=0)N(C)C)c (nclNC (=0)CCl2CC3CC(Cl)CC(Cc2)C3)C
O(C)clccececlC(=0)NclcecececlC(C) (C)C

Clclcc(cccl)C[NH+]1C[CRQRH] ([NH2+]Cc2ccc(0OC)c (C)c2C)C[CRH]1C (=0)NCCclccececlF
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ClclccceclCC (=0)NCclcc (Cl)cccl

Olc2cc (ccc20Cl) C[NH+]1CCN (CC1)C (=0)CCNC (=0)clccececcl
O=CIN(C)C(=0)N (c2nc3n(cl2)C(C)C(=NN3Cclccccecl)C)C

O (CCnlc2c(nclCCO)cccc2)clecece(ccl)C

Clclcc (C)c(NC(=0)C[NH+]2CCC(CC2)C)ccl
Clclccc(ccl)-cloc(ccl)C(=0)Nclnn (nnl)C

O1CC[NH+] (CC1l)C\C=C\COclccccclC
slcc(ncl-clccc(ccl)C)Cnlc2c (nclC#N) ccecc?
slcc(ccl)C(=0)Nclcc (OC)c (0C)ccl

Clclcccce (F)clCINH+]1CC ([NH+] (CCl)CCC(C)C)CCOo

slccnclNC (=0)C (Sclnnc (nlCC)-clccc(0OC)ccl)C

0=C1N2C (=Nc3n (CCCOC) c (ccl3)C (=0)NCCCO)C=CC=C2
S(C(C)C)clccececlC (=0)Nclecc20CCOc2ccl

O (C\C=C\Cnlccncl)clccc(ccl)C(C) (C)C
[NH24+]1CC(CCCl)cl[nH]c2c (nl)cccc?2

olc (ccclCOC)C(=0)Nclcc ([nH+]c2clcececc20C)C

Clclcc (-n2nnc (C (=0)NCc3occc3) c2N) cecl

[NH+]1 (CCN(CC1l)C=1n2nc3nc (cc(c3c2N=C(C=1)C)C)C)CC(C)=C
Clclcc2c (oc (C(OCC)=0)c2C[NH+]2CC[NH+] (CC2)C)ccl

S (=0) (=0) (N(C)C)NICCC(CC1)C(=0)NLICCN(CC1l)clcccc (C)clC
O (CC)clcceceelC (=0)Nclcee(cecl) C(=0)NCCC

Clclccc (SCC(=0)NCC[NH+] (C)C)ccl

S (=0) (=0) (Nclccc(ccl)C (=0)NCCC[NH+]1CCCCCl)CC

0O=C (Nclccc(ccl)C)clnnn (clN)-clcccecl

O=C (NCC[NH+]1CCCCCl)cln(c2c(cc(cc2)CC)clc)cC
Fclccc(ccl) -clnn(cclC[NH+]1CCC(CC1l)CN1ICCCC1=0)-clccc(ccl)C
O=C (NCC (C)=C)CICCI[NH+] (CC1)CICC[NH+] (CCl)CclccccclC
Fclcc (ccclF)CNC (=0)clnnn(cl)ClCCCCCl

S (CCCNC (=0) clnoc(cl)COclc (F)cccclF)C

O (C)clcc(ccclOC)CNC (=0)clce (cc (-n2nnnc2)cl)-clcc(cccl)C
O (C)clcc(ccclOC)C(=0)C1CCC[NH+] (Cl)Cclcnc(ncl)N

Clclcc (F)ccclC[NH+]1CCNC (=0)ClCC (=0)N1ccoccl
slccc(C)clC (=0)NCclnnc (SCC20CCC2)nl-clcc(cccl)C(F) (F)F
0O (C)clc(cccclOC)CINH+]1CC ([NH+] (CCl)CclcceccclC)CCO
olnc (c2clCCN(C2)C(=0)CCOC)-clccc(cecl)-clccececl
Clclcc(cccl)C(=0)N(CCOclccc(ccl)C[NH+] (Cclnc(scl)C)C)C
slc(C)c (nclCCNC (=0)Cl0oCcCCl)C

slcc (cclC(=0)C)C(=0)NICC[CREH]2N(CCC[CR@ERH]2C1)C(=0)clcc2nccnc2ccl
Fclc (cccclF)CN1ICCCC (O) (C[NH2+]Cc2ncccc2)Cl=0

s1c2CC ([NH2+]Cc3ccecnec3) CCc2c2¢clIN=CN (Cclccc (F)ccl)C2=0



