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Log P studies

All chemical standards were synthesized in our laboratory as reported above. RSV (>99% purity grade) was obtained from Sigma-Aldrich (Milan, Italy).
Methanol (HPLC-grade) was purchased from Honeywell (New Jersey, USA). Deionized water (18.2MQ-cm at 25 °C) was generated by a Millipore Milli-Q
Plus water (Millipore Bedford Corp., Bedford, MA, USA).

Sample preparation

Stock solutions of each compound were prepared as follow: 1 mg of the synthesized compound and RSV (control) was weighted and dissolved in 1 mL
of dimethyl sulfoxide (DMSO). The working solutions were prepared in methanol at100 pug/mL. 20 pL of working solutions was injected in HPLC system
without pre-treatment.



Chromatographic conditions

The HPLC analyses for all new compounds were carried out in isocratic conditions with Milli-Q Water (18.2 MQ-cm at 25 °C) as solvent A and MeOH
as solvent B in different percentages reported in Table 5. RP-C18 stationary phase (LiChrosorb Cis, 150x4.6 mm, 5um) column was used. All compounds
were detected at their maximum wavelength: 322 nm for 1, 301 nm for 2, 324 nm for 3, 324 nm for 4, 373 nm for 5, 322 nm for 6, 320 nm for 7, whereas RSV
was detected at 306 nm. The total run time was kept until sample elution.

Table 1. Different tested mobile phase percentages.

FLOW RATE % A % B
(mL/min) H:0 Milli-Q Methanol
1 20 80
1 25 75
1 30 70
1 35 65
1 40 60
1 50 50
1 60 40
1 70 30
1 75 25
1 80 20

All chromatograms detected at the maximum wavelength, the peak area and the purity (%) of new synthesized compounds are showed in Figures S1
to S8.
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Figure 1. Chromatogram of RSV.
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Figure 2. Chromatogram of compound 1.
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Figure 3.

Chromatogram of compound 2.
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Figure 4. Chromatogram of compound 3.
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Figure 5. Chromatogram of compound 4.
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Chromatogram of compound 5.
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Figure 7. Chromatogram of compound 6.
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Ethylindanone standard test sample compound 1

Recorded on 400-MR with OnedMR probe and PIZT tuning {} Agilent Technologies
.-. .c .
Sample Name: .
DF1277A_p-Cl-PhOR
Data Collected on:
n300-mercury3f0
Archive directory:
/export /home /chenpack/vamrsys/data
Sample directory:

Fidrile: PROTON

Pulse Sequence: PROTON (s2pul)
Solvent: cdcll
Data collected on: Jan 27 2020

Operator: defil

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acg. time 1.706 sec

wWidth 4803.1 Hz

128 repetitions
OBSERVE K1, 300.1976543 MHz
DATA PROCESSING

FT size 16384
Total time 5 min 335 sec
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DF1277A

Sample Name:
DF1277A_pClPROH H_
Data Collected om:
m300-mercury300
Archive directory:
/fexport /home /chempack/vomrasys/data
Sample directory:

Agilent Technologies

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
pata collected on: Feb 24 2020

Operator: giampi

Relax. delay 1.000 sec
Fulse 45.0 degrees

Acg. time 0.868 sec

width 18867.5 Hz

2463 repstitions

OBEERVE C13, 75.4847602 MH=z
DECOUPLE HI1, 300.1991980 MHx
Powar 38 4B

continucusly on

WALTZ-16 modulatad

DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768

Total time 1 hr, 36 min
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Compound 2

Gradient Shisming

Eample Hame 4.3~ Agilent Technologies
- H Hl

DFEd IA
pata Collected oo

ni0d-mercary30d
Archive directoryi

FaEport / home / chanpack/ vImreys S dakta
Samgla dirsctory!

FidrFile: FPROTON

Fulsa Sepoesncs:; PROTON {aZpull
Aolwvent: adeld
para collected on: Mar 1 2017

Tamp. 17.% ¢ 7 201.1 K
Operator: dafil

Belax., dalay 1.000 psc
Puloe 4%9.0 degreas

Acg. Eima 1.T0E sec

Widch 4003.1 H=

12 reapacltlions

GHIERVE Hl, 300.1976543 MHT
DATA PROCEEEING

FT pize 16384
Total tims 2 min 50 =ec

5.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 ppm



Sampla Hame:
DFEZ0A
Data Colleacted om:
mif0-marcucy 300
Archivae directory:
J aRport hiome [ chempa O VITIE B g w . . e
Bample directory:

FidFila: CARBON

Pulse Sequence: CARBON [(sipul)
Solvent: odoll3
Data collected on: Mar 1 2017

Temp. 25.0 C f 398.1 K
Operator: dafil

Ralax. delay 1.000 sac
Pulas 45.0 dagreas

Aog. time 0.B68 sac

wWidth 18867.5 Hz

500 repatitions

OBEERVE €13, 75.4847602 MHzZ
DECOUPLE H1, 300.1%91380 MHE=z
Powar 38 4B

contimoously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 0.5 Hz

Fr miza 32TEA

Total tima 16 min
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Gradient Shimmisg

Eamp e B -
DFELIA_2-5C1
Dats Collactéd o
mI00 -marcurying
Archive directory:
faxpore ‘homs/cheaspack/ vnmeays fASTA
Sampls directoey:

Fidrile: FROTON

Pules Ssguancesi PROTON [adpal)
Bolvant : odell
Data collected on: Fab 23 2017

Temp. 25.0 C 7 398.1 K
Oparator: defil

Felaw. delay L.000 aec
Pules 45.0 degress

A, Cims 1.7T06 S
Width 48031.1 Hz

4 repetitions

OESENVE mi, 300.19765431
DATA PROCEZEING

FT siza 16384

Total time 1 min 58 sec

S——

L L

Compound 3

— - 5 - = = —— v

T-5

i} Agilent Technologies

15



DF1279 A
saved in GL

Agilent Technologies

Sample Name:
DF1279A_diClPhOH_H_
Data Collected on:
m300-mercury300
Archive directory:
/export/home/chempack/vnmrsys/data
sample directory:

FidFile: CARBON

129.863
129.497
128.399
127.255
126.904
121.549
115.706

Pulse Sequence: CARBON (s2pul)
Solwvent: cdcl3
Data collected on: Feb 12 2020

77.031
76.604

131.114

Operator: giampi

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 0.868 sec

wWidth 18867.9 Hz

1400 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ~-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 45 min

77.459

134.257
133.586

132.991

155.677
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Compound 4
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DF1373A 2 spettro

Sanmple Name:
DFi1273A
Data Collected on:
w300 -mercury3oo
Archive directory:
Iw/mlwalv_rm/‘.u
Sample directory:

Fidrile: PROTON

Pulse Sequence: PROTON (s2pul)
Solvent: cdel)d
Data collected on: Feb 13 2020

Operator: glampi

Relax. delay 1.000 sec
Pulse 45.0 degrees
Acg. time 1.706 sec
Wideh 4903.1 mx
128 repetitions
ORSERVE N1, 300.197634) rors
DATA PROCXSSING
T size 16384
Total time S min 55 sec
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DFi273A 2 spattro (C) saved in GL

Bample Name:
DF1273A

Data Collected om:
m300-mercury300

Archive directorwy:

faxport /home fchempack/vomrsys/data

Sample directory:
FiaFrile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Feb 13 2020

Operator: giampi

Relax. delay 1.000 sec
Fulse 45.0 degrees

Acqg. time 0.868 sec

‘widch 18867.9 Hz

1600 repatitions

OBSERVE C13, 75.4847602 MH=z
DECOUPLE H1, 300.1991380 MH=
Power 38 4B

continucusly on

WALTZ-16 modulated

DATA PROCESEING

Line broadening 0.5 H=z

FT size 32768

Total time 51 min

135.783
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129,482

I
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s
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/
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\
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/_
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\—~15.60l
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Compound 5

5.670
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Recorded on 400-MR with Oneloc probe an

Sanple Name:
DFilSen_ph_
Data Collected on:
=) 00 -mercuryl00
Archive directory:
/export /hcas/chempack/vomreys/data
Saxple directory:

Fidrile: PROTON

Pulse Sequence: PROTON (al3pul)
Solvent: cdelld

Data collected on: Jan @ 20320

Operator: defil

Relax. delay 1.000 sec
Pulse $5.0 degrees
Acq. time 1.706 sec
Nideh 4903.1 m:z
128 repetiticas
OBSEXVX Hl, 300.1976543 )’l
DATA PROCESSING
T size 16384
Total time S min 55 sec
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Uradtient Diwmiog i .
Sanple Name: : iﬁ: “M W
DFLOMA ‘
Cete Collected om:
=300 -mmreury300 Compound 6

Arvhiive diswotlony
1 NPt L Roena | ORampA K [ YTERT wYyA s Sata
sample direotesys

riarile: morcs

Pulse Deguence: PRAOTON (aldpml)
Solvent: ofecl)
Swia oollected on: Feb 23 200

Tewg. IS0 C /7 I x
Oparatborn: dafil

Relax. dalay 1.000 sec
Pulan 45,0 Asgroea

Aog. Lise 1.706 asec

Vidth 4803.1 X»x

44 repetitions

COURAVE  Xi, J00. 1974540 wxe
DATA PROCEES TNG

T shne L6004

otal tina 2 min T8 s
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Cata Collected on: ] \J:’ - /\ i ’
A)0l-marcurylOb O \/ s J v (__Q

Archive directory: Pan -. \-::,k e —
/axpozt /home ! chempach/ vme #ve/ data 2 { -~ \

Saxple directory: . . ::-r ~. Ck

riarile: Canmow

Tulee Seuussaer CARRON |xdpul]
Solvenl s odeid
pars cnllncted car Pad 27 2027

Teap. 22.0C /301 X
Upearator: defil

Pelax. delay 1,090 seo
Pales 45.0 Segrewms

Mg, time 0. 848 s

WiaLh 18R4T, M

834 regetiticas

CREERVE C1J3, T 4MMTALY Mx
PECOUMIA K1, J00.1931%00 MEx
Powar 30 &

oAl lzuoesly co

NALTE 16 modalated

DATA VIOCEIS TG

Lise brosdenice 0.5 ms

FT sine 068
Total tise iV aln
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Dria78A

Sample Name:
DF1278A CF3-SLB-_H H_
Data Collected on:
m300-marcury300
Axrchive directory:
Jaxport /home /chempack/vamrays/data
Sample directorys:

Fidfile: PROTON

Pulse Sequence: PROTON (sa2pul)
Solvent: acetons
pata collected on: Mar 11 2020

Temp. 20.4 C / 293.6 K
Operator: giampi

Relax. dalay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

64 repetiticna

OBSERVE Hl, 300.1992123 MHz
DATA PROCESSING

FT size 16384

Total tima 5 min 55 sac

Compound 7

22
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DFr1278A

Sample Name:

DF1278A_CF3-SLB-_H_H_
Data Collected on:

m300-mercury300
Archive directory:

/! /home /

®s/data

Sample directory

FidFile: CARBON

Pulse Sequence: CARBON

Solvent: acatone
Data collected on

Operator: giampi

Relax. delay 1.0
Pulane 45.0 degre
Acqg. time 0.868
width 18867.39 Hz
1847 repetitions
OBSERVE <13, 75
DECOUPLE H1, 300
Power 38 4B

continuously on

90 sec
a8
aec

WALTZ-16 modulated

DATA PROCESSING

(s2pul)

Mar 11 2020

4851520 MHz
2007561 MHE=

’..:- Agilent Technologies
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Line broadening (.5 Hz
FT aize 32768
Total time 1 hr, 4 min
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