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Table of I Csy Values

Cmpd# | RatICs+ SEM (nM)
5a 57 +21
5b 25+8
5¢ 620 + 370
5d ND
5e 600 + 300
5f 13+2
59 ND
5h 140 + 60
5i 190 + 60
5i ND
5k 27+7

S1



5l 27+7
sm 34+7
(SNAP 102739)
on ND
50 >10000
5p 27+6
(S)-6a 68 + 21
(R)-6a 130 + 40
(S)-6b 26+ 12
(R)-6b 65+ 13
6C 190 + 50
6d 44+ 14

& Mean values (n=3), the functional antagonism of the compounds was
assessed using FLIPR calcium mobility assay and HEK 293 cedlls stably
expressing rat MCH;.

ND = not determined

LCM S Purity Checks:

Compound | LC/MS Method 1° LC/MSMethod 2° LCMS
# Retention times & % | Retention times & % | (M+H)"

purities via UV at 254 | puritiesvia UV at 254

nm and ELSD nm and ELSD

mn |UV |ELSD |min |UV |ELSD
5a 1.12 | 100 | 100 151 | 100 | 100 484.2
5b 0.95 | 100 | 100 144 | 100 | 100 498.4
5¢c 0.98 | 100 | 100 148 | 100 | 100 512.4
5d 1.05 | 100 | 100 149 | 100 | 100 526.4
5e 1.11 | 100 | 100 1.68 | 100 | 100 540.8
5f 1.03 | 894 |84.3 151 | 943 |79.2 |534.3




59 121 814 | 904 162 816 |594 |566.2
5h 1.05 | 100 | 100 151 | 100 | 100 512.4
5i 112 | 100 | 100 15 100 | 100 526.7
5 138 100 |95.5 166 | 100 | 100 568.4
5k 1.09 /100 |96.4 157 | 100 |100 548.4
5| 1.03 100 |93.8 159 | 100 | 100 512.3
5m 1.13 | 100 | 100 1.58 | 100 | 100 570.2
sn 1.18 | 100 | 100 161 | 100 | 100 588.3
50 0.92 | 100 | 100 14 100 | 100 512.5
5p 0.99 | 100 | 100 145 100 | 100 528.4
(S)-6a 0.82 | 100 | 100 1.26 | 100 | 100 450.4
(R)-6a 0.82 | 100 | 100 1.26 | 100 | 100 450.2
(S)-6b 0.86 | 100 | 100 13 100 | 100 468.3
(R)-6b 0.86 | 91.6 | 100 1.3 914 |100 468.3
6C 111 | 100 | 100 1.59 | 100 | 100 522.3
6d 1.05 | 100 | 100 1.52 | 93.8 | 100 508.3

@Method 1: LC/MS, GL-Science Inertsil Cig 4.6x50 mm column, 5 ml/min, neutral pH,
CH3CN/H20 with 0.2% ammonium formate gradient elution of 20-90%; ESI, P/N, 20 V;

n=1

P Method 2: LC/MS, GL-Science Inertsil Cyg 4.6x50 mm column, 5 mi/min, acidic pH,
CH3CN/H,0 with 0.2% CH3;CO,H gradient elution of 0-30%; ESI, PIN,20V; n=1

High Resolution Mass Spectrum Data

Compound Formula HRMS (M+H)" | Expected | Measured | Difference
# mass mass (ppm)
(Dalton) (Dalton)
5a Cs1H37/N30, Cs1H3sN30, 484.2958 | 484.2933 -5.1
5b CsoH3sN302 CsoH3oN302 498.3115 | 498.3088 -5.4
5¢c CssHaN30, CasHoN30, 512.3271 | 512.3242 -5.6
5d CasHasN30, Cz4H14N30, 526.3428 | 526.3401 -5.1
5e CasHasN30, CssHa6N30, 540.3584 | 540.3557 -4.9
5f CaoH3/FoN3O, | CaoHssFoN3O, | 534.2926 | 534.2900 -4.8
5¢ CaoH36CloN3O, | CaoH3CloN3O, | 566.2335 | 566.2311 -4.2
5h CasHaN30, CasH2N30, 512.3271 | 512.3248 -4.4
5i CaaHasN30» CasHasN30, 526.3428 | 526.3419 -1.7
5j Cs7H49N30, Cs7Hs0N302 568.3897 | 568.3880 -2.9
5k CasHzoFoN3O, | CasHaoFoN3O, | 548.3083 | 548.3056 -4.9
5| Cs3H41N30, Cs3H4N30, 512.3271 | 512.3247 -4.6
5m CaoHzaFaN3O, | CaoHssFaN3O, | 570.2738 | 570.2713 -4.3
5n CaoHzaFsN3O, | CaoHasFsN3O, | 588.2649 | 588.2652 +0.5
50 CasHa1FsN3O, | CaHaFsN3O, | 512.3271 | 512.3248 -4.4
5p Ca3HaoN303 CasHaN303 528.3220 | 528.3196 -4.5




(S)-6a CasHz9N302 CasHaoN302 450.3120 | 450.3116 -0.8
(R)-6a CagH39N30» CasHaoN302 450.3115 | 450.3095 -4.4
(S)-6b CogH37FN3O, CasHzsFN3O, | 468.3020 | 468.3000 -4.2
(R)-6b CagHzsFN3O- CosHzoFN3O, | 468.3026 | 468.3026 0
6C CaoHasFN3Os CaoHasFN3O, | 522.3490 | 522.3463 -5.1
6d Ca1H42FN3Os Ca1HasFN3O, | 508.3333 | 508.3309 -4.7

Leucine-enkephaline was used as the internal standard. The difference (ppm) was
calculated via ppm = (measured mass - expected mass) / (expected mass) x 10°

Optical Rotation Data:

Compound #
(9)-6a
(R)-6a
(S)-6b
(R)-6b

[alo

-34.3° (C = 1, MeOH)
+22.3° (C = 1, MeOH)
+13.5° (C = 1.02, MeOH)
-9.1° (C = 1.65, MeOH)




