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Figure S1. 'H NMR (DMSO-ds) of acid trans-3 at 298 K.
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Figure S2. 3C NMR (DMSO-ds) of acid trans-3 at 298 K.
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Figure S3. HRMS spectrum of acid trans-3.



Spectra of Rel-(3R,4R)-3-(1H-indol-3-yl)-N-isopropyl-N-(isopropylcarbamoyl)-2-(2-
methoxyethyl)-1-oxo-1,2,3,4-tetrahydroisoquinoline-4-carboxamide (4a)
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Figure S4. 'H NMR (CDCls) of 4a at 298 K.
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Figure S5. 3C NMR (CDCls) of 4a at 298 K.
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Figure $6. COSY NMR (CDCls) of 4a at 298 K.
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Figure S7. HSQC NMR (CDCls) of 4a at 298 K.
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Figure S8. HMBC NMR (CDCl) of 4a at 298 K.
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Figure 59. NOESY NMR (CDCls) of 4a at 298 K.
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Figure 510. HRMS spectrum of 4a.



Spectra of Rel-(3R,4R)-N-isopropyl-N-(isopropylcarbamoyl)-2-(2-methoxyethyl)-1-oxo-3-(1-
(piperidin-1-ylmethyl)-1H-indol-3-yl)-1,2,3,4-tetrahydroisoquinoline-4-carboxamide (4b)
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Figure S11. 'H NMR (CDCls) of 4b at 298 K.
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Figure $12. ®C NMR (CDCls) of 4b at 298 K.
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Figure 513. COSY NMR (CDCl) of 4b at 298 K.
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Figure S14. HSQC NMR (CDCLs) of 4b at 298 K.
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Figure S15. HMBC NMR (CDCls) of 4b at 298 K.
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Figure S16. NOESY NMR (CDCls) of 4b at 298 K.
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Spectra of Rel-(3R,4R)-3-(1H-indol-3-yl)-2-(2-methoxyethyl)-4-(morpholine-4-carbonyl)-3,4-

dihydroisoquinolin-1(2H)-one (4c)
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Figure 518. 'TH NMR (CDCls) of 4c¢ at 298 K.
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Figure 519. BC NMR NMR (CDCls) of 4c at 298 K.
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Figure 520. HRMS spectrum of 4c.
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Figure 522. 3C NMR using J-modulated spin-echo (100.64 MHz, CDCl) of 4d at 298 K.
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Figure 523. HRMS spectrum of 4d.
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Spectra of Rel-(3R,4R)-3-(1H-indol-3-yl)-2-(2-methoxyethyl)-4-(4-methylpiperazine-1-carbonyl)-

3,4-dihydroisoquinolin-1(2H)-one (4e)
Figure 524. 'TH NMR (400.23 MHz, CDCIs) of 4e at 298 K.
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Figure 525. BC NMR using J-modulated spin-echo (100.64 MHz, CDCls) of 4e at 298 K.
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Spectra of Rel-(3R,4R)- and rel-(35,4R)-2-Hexyl-1-oxo-3-(pyridin-2-yl)-1,2,3,4-

tetrahydroisoquinoline-4-carboxylic acids (trans-6 and cis-6)
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Figure 527. 'TH NMR (DMSO-de) of trans-6 and cis-6 at 298 K.
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Rel-(3R,4R)-2-Hexyl-4-(hydroxymethyl)-3-(pyridin-2-yl)-3,4-dihydroisoquinolin-

of
1(2H)-one (trans-8)
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Figure 528. 'TH NMR (500.13 MHz, CDCls) of trans-8 at 298 K.
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Figure 529. BC NMR (CDCls) of trans-8 at 298 K.
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Spectra of Rel-2-(((3S,4R)-2-hexyl-1-oxo-3-(pyridin-2-yl)-1,2,3,4-tetrahydroisoquinolin-4-

yl)methyl)isoindoline-1,3-dione (trans-9)
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AoFEXHELE882283IK o LOD VNQ® ©
2339883 JJdgg882d8 . Soa RS 4
FFFFFFFFFFFFFFFF © T ONNN —
NAN ST\ \e=" | IRYARNNYA
1
| 1
|
]
]
T T T T T T T T T T
180 160 140 120 100 80 60 40 20 ppm

26



Figure S31. BC NMR (CDCls) of trans-9 at 298 K.
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Spectra of Rel-(3R,45)-4-(Aminomethyl)-2-hexyl-3-(pyridin-2-yl)-3,4-dihydroisoquinolin-1(2H)-

one (trans-10)
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Figure 533. BC NMR (CDCls) of trans-10 at 298 K.
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Spectra of (5)-N-((3R,4S)-2-hexyl-1-oxo-3-(pyridin-2-yl)-1,2,3,4-tetrahydroisoquinolin-4-
yl)methyl)-3-phenyl-2-(2,2,2-trifluoroacetamido)propanamide and (S)-N-((35,4R)-2-hexyl-1-
oxo-3-(pyridin-2-yl)-1,2,3,4-tetrahydroisoquinolin-4-yl)methyl)-3-phenyl-2-(2,2,2-

trifluoroacetamido)propanamide (trans-11a+trans-11b)
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Figure S35. 3C NMR (CDCls) of trans-11a+trans-11b at 298 K.
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Spectra of Tert-Butyl (5)-2-(((3R,4S)-2-hexyl-1-oxo-3-(pyridin-2-yl)-1,2,3,4-
tetrahydroisoquinolin-4-yl)methyl)carbamoyl)pyrrolidine-1-carboxylate and tert-butyl (S5)-2-
(((35,4R)-2-hexyl-1-ox0-3-(pyridin-2-yl)-1,2,3,4-tetrahydroisoquinolin-4-
yl)methyl)carbamoyl)pyrrolidine-1-carboxylate (trans-12a+trans-12b)

OCONNOOONNT 0D
rrrrrrrrrrrrrr OONNNOOT I << <

ARSI TSRS Y TSSO\

1 Hkll Il H

\ T \ \ T \ T
220 200 180 160 140 120 100 80 60 40 20 ppm

31



Figure S37. BC NMR (CDCls) of trans-12a+trans-12b at 298 K.
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(5)-N-(((3R,45)-2-hexyl-1-ox0-3-(pyridin-2-yl)-1,2,3,4-tetrahydroisoquinolin-4-yl)methyl)-4-
(methylthio)-2-(2,2,2-trifluoroacetamido)butanamide and  (S)-N-(((35,4R)-2-hexyl-1-ox0-3-
(pyridin-2-yl)-1,2,3,4-tetrahydroisoquinolin-4-yl)methyl)-4-(methylthio)-2-(2,2,2-trifluoro-

acetamido)butanamide (trans-13a+trans-13b)
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Figure 539. BC NMR (CDCls) of trans-13a+trans-13b at 298 K.
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Optimized geometry at PCM/MO06-2X/6-31+G(d,p) level of theory (solvent dichloroethane) of

trans-6a’

Figure 540. Optimized geometry at PCM/MO06-2X/6-31+G(d,p) level of theory (solvent

dichloroethane) of trans-6a’
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