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Figure S1. 'H NMR spectrum of (1R,9aR)-1-((prop-2-ynyloxy)methyl)octahydro-1H-quinolizine (3) (CDCls, 500 MHz).
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Figure S2. '3C NMR spectrum of (1R,9aR)-1-((prop-2-ynyloxy)methyl)octahydro-1H-quinolizine (3) (CDCls, 125 MHz).



Figure S3. HR-MS spectrum of (1R,9aR)-1-((prop-2-ynyloxy)methyl)octahydro-1H-quinolizine (3)
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Figure S4. '"H NMR spectrum of (S)-N-(prop-2-ynyl)anabasine (4) (CDCls, 400 MHz).
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Figure S6. HR-MS spectrum of (S5)-N-(prop-2-ynyl)anabasine (4)
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Figure 59. HR-MS spectrum of (15,9aR)-1-((4-(((S)-2-(pyridin-3-yl)piperidin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)methyl)octahydro-1H-quinolizine (5)
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Figure S10. '"H NMR spectrum of (1R,5S5)-3-(1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methyl-1,2,3.4,5,6-hexahydro-8 H-

1,5-methanopyrido[1,2-a][1,5]diazocine-8 one (7) (CDCI3, 400 MHz).
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Figure S11. 3C NMR spectrum of (1R,55)-3-(1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methyl-1,2,3,4,5,6-hexahydro-8 H-
1,5-methanopyrido[1,2-a][1,5]diazocine-8 one (7) (CDCIs, 125 MHz).
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Figure 512. HR-MS spectrum of(1R,55)-3-(1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methyl-1,2,3,4,5,6-hexahydro-8 H-1,5-
methanopyrido[1,2-a][1,5]diazocine-8 one (7).
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Figure S13. "H NMR spectrum of 1,3-dimethyl-7-((1-(((15,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl) methyl)- 1 H-purine-

2,6(3H,7H)-dione (11) (CDCls, 500 MHz).
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Figure S14. 3C NMR spectrum of 1,3-dimethyl-7-((1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl) methyl)-1H-purine-

2,6(3H,7H)-dione (11 (CDCls, 125 MHz).
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Figure 515. HR-MS spectrum of 1,3-dimethyl-7-((1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl) methyl)-1H-purine-2,6(3H,7H)-dione (11)
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g 452 152.1 1 C20 H28 O2 N8 175.1  3918.0 1.12
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35~ 11.0 1.033 177.1 3483.0 1.00
305 Isotope min  max 180.0 41614.0 11.90
257 96.0 12C 15 25 181.0 8273.0 2.37
00 1100 1H 20 35 189.0  1803.0 0.52
153 620 ra00 4123 160 0 4 1911 4261.0 1.22
oo 580 : 14N 0 10 193.0  4914.0 1.40

E 153.1 4133 194.0 1586.0 0.45

E h \‘ \HH h H \h 0l 1810, 20‘5.1 2921 %011 \\ 203.1  5100.0 1.46

O B s s B e I ull) S ol \“‘ i \‘ I T N N \‘ L e B S B B m/z Intensity Relative 205.1 10885.0 3.11

50 100 150 200 250 300 350 400 40.9 30044.0 8.59 206.1 2892.0 0.83

mlz 55.0  35580.0 10.17 219.1  3856.0 1.10

56.0 27960.0 7.99 232.1 6593.0 1.88

82.0 44818.0 12.81 301.1 6002.0 1.72

411.3  7868.0 2.25

4123 56108.0 16.04

413.3  18754.0 5.36
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Figure S16. '"H NMR spectrum of 1,3,7-trimethyl-8-(1-(((1S,9aR)-octahydro- 1 H-quinolizin-1-yl)methyl)-1 H-1,2,3-triazol-4-yl)- | H-purine-2,6(3H,7H)-dione (12) (CDCls, 400 MHz).
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Figure S17. 3C NMR spectrum of 1,3,7-trimethyl-8-(1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)-1H-purine-2,6(3H,7H)-dione (12) (CDCls, 125 MHz).
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Figure S18. HR-MS spectrum of 1,3,7-trimethyl-8-(1-(((15,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)-1 H-purine-2,6-dione (12)
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. | , 262.1  72084.0 5.57
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] o 277-2178 1 3412 13879.0 1.07
1 ae 4| o 449 114280.0 8.83 3551 12963.0 1.00
17 830 980 o4 2001 2212 211 9791 355.2 45.9 37482.0 289 g:zg ‘l‘;gg?g igi
o b Jo e LS o L, e s272 P 3848 ANMI|4ss 380 313280 24l 140760 1.09
07 M‘M . ‘mu\ }u hi“ H\i ol w‘umhi [ ; ; i m\_rw ‘H\HM‘H “\“hu \iu\ h‘\ ‘h\‘ mM‘\u ‘\\H\ : “‘Hi . ‘\‘ u\‘ \Hu_(h\h H‘H‘H\H\‘M\\u\im u‘u\mh‘”\\”u‘h ‘\‘\H‘ : m\H‘d ‘ 1M : ‘ \H;\ i : : 83.0 68417.0 5.28 " o o
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Figure S19. "H NMR spectrum of 3,7-dimethyl-1-((1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2

dione (13) (CDCls, 400 MHz).
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Figure S20. '3C NMR spectrum of 3,7-dimethyl-1-((1-(((15,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methyl)-1 H-purine-2,6(3H,7H)-dione (13) (CDCls, 125
MHz).
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Figure S21. HR-MS spectrum of 3,7-dimethyl-1-((1-(((18,9aR)-octahydro- 1 H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methyl)-1 H-purine-2,6(3H,7H)-dione (13) .
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Figure S22. "H NMR spectrum of 1R,5S5)-10-(1-(((15,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methylamino-N-[(7S)-acetylamino-1,2,3,-trimethoxy-
6,7-dihydro-5H-benzo[a]heptalen-9-one (15) (CDCls, 400 MHz).
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Figure S23. 3C NMR spectrum of of 1R,5S5)-10-(1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methylamino-N-[(75)-acetylamino-1,2,3,-

trimethoxy-6,7-dihydro-5H-benzo[a]heptalen-9-one (15) (CDCls, 125 MHz).
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Figure 524. HR-MS spectrum of of 1R,55)-10-(1-(((1S,9aR)-octahydro-1H-quinolizin-1-yl)methyl)-1H-1,2,3-triazol-4-yl)methylamino-N-[(7S)-acetylamino-1,2,3,-

trimethoxy-6,7-dihydro-5H-benzo[a]heptalen-9-one (15).
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Figure S25. "H NMR spectrum of (1S,9aR)-1-((4-((((15,9aS)-octahydro-1H-quinolizin- 1-yl)methoxy)methyl)-1H-1,2,3-triazol-1-yl)methyl)octahydro-1H-quinolizine

(16) (CDCls, 300 MHz).
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Figure S26. *C NMR spectrum of (15,9aR)-1-((4-((((1S,9aS)-octahydro-1H-quinolizin-1-yl)methoxy)methyl)-1H-1,2,3-triazol-1-yl)methyl)octahydro-1H-
quinolizine (16) (CDCIs, 125 MHz).
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Figure S27. HR-MS spectrum of (1S,9aR)-1-((4-((((1S,9aS)-octahydro-1H-quinolizin-1-yl)methoxy)methyl)-1H-1,2,3-triazol-1-yl)methyl)octahydro-1H-
quinolizine (16)
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Figure S28. "H NMR spectrum of N,N-diisopropyl-4-(((1R,9aR)-octahydro-1H-quinolizin-1-yl)methoxy)but-2-yn-1-amine (20) (CDCl3, 300 MHz).
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Figure 530. HR-MS spectrum of N,N-diisopropyl-4-(((1R,9aR)-octahydro-1H-quinolizin-1-yl)methoxy)but-2-yn-1-amine (20)
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Figure 531. '"H NMR spectrum of N,N-dibutyl-4-(((1R,9aR)-octahydro-1H-quinolizin-1-yl)methoxy)but-2-yn-1-amine (21) (CDCls, 500 MHz).
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Figure 532. 3C NMR spectrum of N,N-dibutyl-4-(((1R,9aR)-octahydro-1H-quinolizin-1-yl)methoxy)but-2-yn-1-amine (21) (CDCls, 125 MHz).
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Figure S33. HR-MS spectrum of N,N-dibutyl-4-(((1R,9aR)-octahydro-1H-quinolizin-1-yl)methoxy)but-2-yn-1-amine (21).
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Figure S34. '"H NMR spectrum of (1R,9aR)-1-((4-(piperidin-1-yl)but-2-ynyloxy)methyl)octahydro- 1 H-quinolizine (24) (CDCls;, 300MHz).
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Figure 535. 3C NMR spectrum of (1R,9aR)-1-((4-(piperidin-1-yl)but-2-ynyloxy)methyl)octahydro-1H-quinolizine (24) (CDCls, 100 MHz).
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Figure S36. HR-MS spectrum of (1R,9aR)-1-((4-(piperidin-1-yl)but-2-ynyloxy)methyl)octahydro-1H-quinolizine (24).
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Figure S37. "H NMR spectrum of (1R,9aR)-1-((4-(azepan-1-yl)but-2-ynyloxy)methyl)octahydro-1H-quinolizine (25) (CDCls;, 300 MHz).
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Figure S38. *C NMR spectrum of (1R,9aR)-1-((4-(azepan-1-yl)but-2-ynyloxy)methyl)octahydro-1H-quinolizine (25) (CDCls;, 100 MHz).
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Figure 539. HR-MS spectrum of (1R,9aR)-1-((4-(azepan-1-yl)but-2-ynyloxy)methyl)octahydro-1H-quinolizine (25).
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Figure S40A-F: The curves for AChE inhibition by compounds 5, 7, 11, 12, 13, 15.

Compound 15: ICso =1.3+0.13 uM
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Figure S40G-L: The curves for AChE inhibition by compounds 16, 21, 24, 25, 3, 4.
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