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Figure S1. Cytotoxicity of multivalent BA-CD conjugates to MDCK cells. The

cell viability of MDCK cells was analyzed at 36 h of incubation in the presence of BA

(31) and its CD conjugates 51-86 at concentration of 100 pM. The CellTiter-Glo

Luminescent cell viability assay kit was used. 1% DMSO acted as negative control.

Error bars indicate the mean =SD of three independent experiments.

2. Figure S2.
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Figure S2. Binding sensorgrams for conjugates 81 and 83 interaction with

influenza HA protein. The HA protein was immobilized on a CM5 sensor chip by the

standard amine-coupling procedure. Different concentrations of conjugates 81 and 83

were flowed over the chip surface for a contact time of 60 s and a dissociation time of

180 s, respectively. Kp values were labeled in the graphs.
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3. Selected NMR, HRMS and MALDI-TOF spectra

"H NMR of compound 34
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HRMS of compound 34
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13C NMR of compound 35
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H NMR of compound 36
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HRMS of compound 36

Peking University Mass Spectrometry Sample Analysis Report

Analysis Info

Analysis Name FTMS-15080136_Pos_20190826_000003.d Acquisition Date 8/26/2019 1:25:38 PM
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3C NMR of compound 37
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HRMS of compound 37

Peking University Mass Spectrometry Sample Analysis Report
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Analysis Name FTMS-18100355_Pos_20181103_000003.d Acquisition Date 11/3/2018 8:10:36 PM
Sample CYY2-a2 Instrument Bruker Solarix XR FTMS
Comment Operator Peking University
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"H NMR of compound 38
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HRMS of compound 38

Peking University Mass Spectrometry Sample Analysis Report
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"H NMR of compound 52
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MALDI-TOF of compound 52
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"H NMR of compound 54
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MALDI-TOF of compound 54
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13C NMR of compound 55
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H NMR of compound 56

13C NMR of compound 56
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MALDI-TOF of compound 56
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13C NMR of compound 57
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H NMR of compound 58
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MALDI-TOF of compound 58
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13C NMR of compound 59

176.29

95.98

—— 17026
——160.42
—— 15092
14485
12558
—— 10033

NN v

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
195 190 185 180 175 170 165 160 155 150 145 140 135 130 125 120 115 110 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 5 ppm

MALDI-TOF of compound 59

B2

Data: 620002.G21 9 May 2019 15:43 Cal: ZHONG-INS 9 May 2019 15:42
Kratos PC Axima CFRplus V2.4.1: Mode Linear, Power: BB, Blanked, P.Ext. @ 8000 (| blerZQ)

Yalnt 28 mV[sum= B3 mV| Profiles 35-37 Smooth Ay 80 -Baseline 80
1
]
100
o |
w0
@
&0 p =
F @
=
ow
©
|

. I

_—

| 2
10 | ! | \ 2
|| .
ARl :
! o
20 2 A , g
: /J ~ "2\
2 Ve
. \/\/Q'“’\/-\_/\\iu e PAY \___\/,\,\_J, \/JJ \ir\!m
6500 BE00 6700 6800 6900 7000 7100
Mass/Charge

S25



H NMR of compound 60

13C NMR of compound 60
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MALDI-TOF of compound 60
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13C NMR of compound 61

176.19
150,93
14486
12553
10031
78.86

——17033
——160.33

NRZZAANNS NN

N — 1 |

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
195 190 185 180 175 170 165 160 155 150 145 140 135 130 125 120 115 110 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 5 ppm
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H NMR of compound 62
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3C NMR of compound 62
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MALDI-TOF of compound 62
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13C NMR of compound 63
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"H NMR of compound 64
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MALDI-TOF of compound 64
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Data: 930002 H4 11 May 2018 14:54 Cal: ZHONG 11 May 2018 14:41
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13C NMR of compound 65
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"H NMR of compound 66
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HRMS of compound 66
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13C NMR of compound 67
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'"H NMR of compound 68
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HRMS of compound 69
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13C NMR of compound 69
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H NMR of compound 70
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MALDI-TOF of compound 70
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13C NMR of compound 71
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H NMR of compound 72

13C NMR of compound 72
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MALDI-TOF of compound 72
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Data: 3-750002.17 11 May 2019 15:30 Cal: ZHONG 11 May 2019 15:07
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13C NMR of compound 73
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H NMR of compound 74

09€9°0
02590
¢80L°0
¥26L°0
0.v8°0
8580
¢698'0
60,80
99060
86060
9€€6°0
¢560'T

ppm

13C NMR of compound 74

6201

9601 ——

80921 ——

60'50T ——

9ETST ——

05'LLT

A

195 190 185 180 175 170 165 160 155 150 145 140 135 130 125 120 115 110 105 100 95

90

S47



6200

.,'\1/\/\\,*\,-. SN

6100

’\/_/\4\/\ A
G000

5700

) ) —Z
e —-———=
C 2 g
> B o .
< > Qo
— = (= _
I o
e 2 g - ==
52 TTAG e . _ £ S =
LEE08G—" 2 Gy
Mf o o _
=
Z
=

MALDI-TOF of compound 74

278 mV] Profiles 18-28 Smooth Av 80 -Baseline 80

5500

o ‘\MN\WV\’,_W\/\W/J\/"
5600

25 mV[sum
A\

S

100
a0
B0
40
20

Kratas PC Axima CFRplus V2.4.1: Mode Linear, Power: 86, Blanked, P.Ext. @ 6000 (bin 106)
Yolnt

Data: 00002.H3 11 May 2019 15:10 Cal: ZHONG 11 May 2019 15.07

80

S48




17829

—— 15158

145.07
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H NMR of compound 76
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13C NMR of compound 77
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"H NMR of compound 78
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MALDI-TOF of compound 78
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3C NMR of compound 79
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Data: 1100002.H3 11 May 2019 14:52 Cal: ZHONG 11 May 2019 14:41
Kratos PC Axima CFRplus V2.4.1: Mode Linear, Power: 77, Blanked, P.Ext. @ 5000 (bin 96)
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H NMR of compound 80
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MALDI-TOF of compound 80

Data: 1030002.H7 11 May 2019 15:00 Cal: ZHONG 11 May 2019 14:41
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13C NMR of compound 81
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MALDI-TOF of compound 81

2-134
Data: 2-1340001.J8 11 May 2019 16:02 Cal: ZHONG 11 May 2019 1542
Kratos PC Axima CFRplus V2.4.1: Mode Linear, Power: 92, Blanked, P.Ext. @ 10000 (bin 137)
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H NMR of compound 82
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13C NMR of compound 82
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MALDI-TOF of compound 82

2136

2.2 mV[surm= 128 m¥| Profiles 1-59 Smooth Av 80 -Baseline 80

Kratos PC Axima CFRplus V2.4.1: Mode Linear, Power: 89, Blanked, P.Ext. @ 10000 (bin 137)
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13C NMR of compound 83
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136
Data: 1360002.H12 11 May 2019 15:16 Cal: ZHONG 11 May 2019 15:07
Kratos PC Axima CFRplus ¥2.4.1: Mode Linear, Power: 82, Blanked, P.Ext. @ 8000 (bin 122)
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"H NMR of compound 84
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HRMS of compound 84

24141
Data: 2-1410003.02 11 May 2012 16:04 Cal: ZHONG 11 May 2019 15:42
Kratos PC Axima CFRplus ¥2.4.1: Mode Linear, Power: 92, Blanked, P.Ext. & 12000 (bin 150)
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3C NMR of compound 85

I\‘I|‘I‘ ‘\V I“‘I l 1

\
\

‘\ !

Nl

CYY2-1

il

I

T T T T T T
195 190 185 180 175 17

T T T T T T
165 160 155 130 145 140

T T T T T T T
130 125 120 115 110 105 100 95 90 85 80 5

75 70 65 60 53 50 45 40 30 235 20 15 10 ppm
HRMS of compound 85
2142
Data: 2-1420006.15 11 May 2019 15:36 Cal: ZHONG 11 May 2019 15:07
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"H NMR of compound 86
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HRMS of compound 86

2-143

Data: 2-1430003.011 11 May 2019 16:08 Cal: ZHONG 11 May 2019 15:42
Kratos PC Axima CFRplus %2.4.1: Mode Linear, Power: 3, Blanked, P.Ext. @ 10000 ({bin 137}
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