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Table S1 Summary of Vina docking scores for the twelve host—guest complexes.

Complexes Vina docking scores (kJ/mol)
ROC@SUG -24.26
ROC@ADA -31.11
PAR@host 1 -17.73
PAR@host 2 -23.31
ROC@host 3 -30.84
ROC@host 4 -31.87
ROC@host 5 -32.00
ROC@host 6 -32.63
SIM@host 7 -19.18
LID@host 2 -18.87
NEO@host 2 -22.04

EDR@host 2 -19.46

S2



(A)
v I PhgP

DMF/80 'C/ 48 h

1 N

5] /L@ ks

2) NaOH/ KHSO,/70°C/ 1 h

NH; / DMF/ 70 °G/ 24 h /@\['J T

per-6 -thio- 6 -deoxy-cyclodextrins

\0 1 CODH
(B) | HO__,0 °
SH ‘t/lcj)\ CODH coo n= 6’ host 1
O x O _u0 NP
QH / ¢ __MaHCO,
KQ\OH DMF/25°C/5h \Q Hgoiso *C/ 15 min n 7: host 2
o, n =8, host 3
L * J
HO. 0.0
C o \)L " o]
( ) J\I S 1Koy KOH )KI 5.0 M HCI JKI P
T mooozn Jk/ BETEE NJJ\’
O  COOH 0 coo
A/COOH J)LN,K/cm
~o |l
A AL OF e ¢
0 »0 HO NJJ\/ 0.0’
H / J _ NaHCO;
“oH DMF/25°C/ 5h TH0/60 Cl s min oH host 4
OH OH
i { : )
HO_.0 HO_.0
o
(D) HoT\INH \)Lcw / NaOH o Jk/ ko s
i oo -2 N
o CODH
I COOH KLHJ\/\
e 0@ NaHCO,
\Q\’OH DMF/25°C/ 5h \(‘j H;0/ 60 °C/ 15 min host 5
OH '
Rk
E Ho. Sx~¢| / NaHCOy/ NaOH Jk/ WMHC,
7 o1 f NaHOOYNAOH
( ) I’(\NHQ H;0/25°C/ 2h ﬁ/\ ﬁ/\N
o o
~o 1 N cooH J)LNACDd
L O%e (LF "
SH e = Q ) 5
N j):\ﬁ / d Q Sy NaHGO, O 40
~OH DMF/ 25 G/ §h N ;0760 C/ 16 min on host 6
OH OH OH
] 8 / &
—_— 4 \ J
I~
\0 I J/\'}‘\
(F) /\/’S\ O S
o/ & O 40
DMF/ 25 ‘C/5h ‘OH hOSt 7
OH
;
R J

Fig. S1 Schematic diagrams of all possible synthetic routes for the hosts. Among them, (A)

represents the synthesis of the intermediate product of per-6-thio-6-deoxy-cyclodextrins, where n
can be 6, 7, or 8, and (B-F) represent the synthetic routes of host 1-7.
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Fig. S2 Initial (0 ns) and post-simulation (100 ns) binding conformations of the four unstable
complexes, where (A-D) correspond to PAR@host 1, PAR@host 2, LID@host 2, and NEO@host
2 complexes, respectively.
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Fig. S3 Changes in the root mean square deviation (RMSD) of all unstable host-guest complexes

over time.
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Fig. S4 The variation of the number of intramolecular hydrogen bonds in the hosts of the eight
complexes over time. (A-H) correspond to ROC, ADA, host 3, host 4, host 6, host 7, host 2, and
host 5, respectively.
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Fig. S5 The variation of the number of hydrogen bonds between the host and guest molecules in
eight complexes over time. (A-H) represent ROC@SUG, ROC@ADA, ROC@host 3, ROC@host
4, ROC@host 6, SIM@host 7, EDR@host 2, and ROC@host 5, respectively.
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Fig. S6 Three-dimensional structures of all host—guest complexes with hydrogen bonds (yellow
dashed lines) and distances (A) indicated. (A-H) represent ROC@SUG, ROC@ADA, ROC@host
3, ROC@host 4, ROC@host 6, SIM@host 7, EDR@host 2, and ROC@host 5, respectively.
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