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Scheme S1: Scheme for the synthesis of different azides
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Scheme S2: Synthetic scheme for the synthesis of different alkynes
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Chemistry

Procedure for the synthesis of compound 2

A mixture of aluminium chloride (5.3 g, 39.7 mol) and 25 mL DCM was allowed for
stirring at room temperature. 3-chloropropionylchloride (5.5 g, 43.3 mol) dissolved in 20 mL
DCM was added dropwise to the stirring solution of AICIs. After half an hour, 1,2-
dimethoxybenzene (5.0 g, 36.1 mol) was added to the reaction mixture and the mixture was
allowed for stirring for 24 h at room temperature. On the completion of the reaction, the
reaction mixture was poured into ice-cold water and the organic part was derived with DCM
(50 mL x 3). The organic layer was washed with sodium bicarbonate and brine solution and
was dried over NaSOs4. The crude product (2) obtained was purified by column

chromatography using ethylacetate/hexanes (25:75) in 65.5% yield.

Procedure adopted for the synthesis of compounds 3 and 5

10.6 mol of chloro-compound (2 or 4) was dissolved in 30 mL acetone. An aqueous
solution of sodium azide (63.0 mol) was added dropwise to the stirring solution at room
temperature. The reaction took 3—4 days for completion. The reaction mixture was poured into
ice-cold water and the organic part was extracted with diethyl ether (30 mL x 3). The organic
layer was dried over Na2SO4. The compounds obtained (3 and 5) in 65-75% yield were used
for onward reaction steps without purification.
Procedure followed for the synthesis of compound 7

To a solution of 4,7-dichloroquinoline (1.0 g, 5.0 mol) in 30 mL DMSO, NaN3 (0.39 g,
6.0 mol) was added. The reaction vessel was wrapped with aluminium foil to avoid light and
the mixture was allowed for stirring at room temperature for 6-10 h duration. After the
disappearance of the starting materials, the reaction mixture was poured into 50 mL water and
the desired product was extracted with DCM (20 mL x 3). The DCM layer was washed with
brine solution and dried over NaxSOs4. The crude product 7 was purified with column
chromatography using ethylacetate/hexanes (40:60), in 49% yield.
Procedure for the synthesis of compound 10

Propargyl alcohol (0.5 g, 8.9 mol) was dissolved in dry DMF at 0 °C. NaH (0.6 g, 25.0
mol) was added in small instalments and the mixture was allowed for stirring at 0 °C for half
an hour. A solution of 4,7-dichloroquinoline (1.7 g, 8.5 mol) was added dropwise to the
reaction mixture. The reaction was allowed for string for 4 h at room temperature. After the
completion, the reaction was quenched with ice-cold water and the organic compound was

obtained by ethylacetate. The organic layer was washed with brine solution and dried over



NaxSO4. The crude product 10 was purified by column chromatography using
ethylacetate/hexanes (15:85) in 63% yield. The pure compound obtained was white coloured
powder.

General procedure for the synthesis of terminal alkyl compounds 13,15,17, 23 and 25.

In general, precursor compounds: 11,14,16,22 and 24 (3.32 mol) were dissolved in 30
mL dry DMF at room temperature. Potassium carbonate (4.98 mol) was added to the stirring
reaction mixtures. After 1 h, 3.98 mol of propargyl bromide dissolved in 20 mL dry DMF was
added dropwise. The reaction mixtures were allowed for string at room temperature till the
disappearance of the starting materials (12—24 h). The reaction mixtures were poured into ice-
cold water and the organic compound were obtained by ethylacetate. The organic layers were
washed with brine solution and dried over Na2SO4. The crude products (13, 15, 17, 23 and 25)
were purified by column chromatography using ethylacetate/hexanes (usually 5:95). The pure
compounds obtained in 60—70% yield were proceeded for further reactions.

Procedure for the synthesis compound 21!

A solution of resorcinol (2.0 g, 18.16 mol) in Ethyl acetoacetate (2.4 mL, 19 mol) was
added dropwise to concentrated H2SO4 (20 mL) in a round bottom flask at 0 °C. The reaction
was allowed for stirring overnight at room temperature. In the next morning, the reaction
mixture was carefully poured into crushed ice with continuous stirring. A solid precipitate
obtained was filtered, the residue was washed with cold water and dried to obtain pale yellow
powder (20) in 49% yield. In the next step, K2COs3 (1.16 g, 8.3 mol) was added to a solution of
7-hydroxy-4-methylchroman-2-one (20) (1 g, 5.6 mol) and acetone. The reaction mixture was
allowed for stirring at room temperature for 1 h. 8.3 mol of propargyl bromide dissolved in 20
mL acetone was added dropwise to the reaction mixture. It took 18 h to complete the reaction
at 50 °C. After the completion of the reaction, the acetone was removed using vacuum rota
evaporator and the organic layer was extracted with ethylacetate (30 mL x 3). The organic layer
was washed with brine solution and dried over Na2SOa. The crude product 21 was purified by

column chromatography using ethylacetate/hexanes (15:85) in 72% yield.



Prediction of solubility and lipophilicity

A web-based platform ADMETlab, designed on Django framework in Python for
calculating chemical ADMET properties was used to predict drug likeliness of the compounds

and whether these compounds can cross the BBB etc.?

Table S1: Predicted values of the compounds that support their ability to pass through
Blood-brain barrier (BBB).
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Spectral data
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Figure S3: Mass spectrum of Tr1
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Figure S6: Mass spectrum of Tr3
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Figure S11: *C NMR of Tré
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Figure S14: 3C NMR of Tr7
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Figure S38: 13C NMR of Tr15
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Figure S45: Mass spectrum of Tr17
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