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[bookmark: _Toc25066807]Graphs of %MeCN at RP-HPLC elution versus MIC or IC50
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Figure S1: Cationic side-chain length versus %MeCN at RP-HPLC elution versus MIC against E. coli.
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Figure S2: Cationic side-chain length versus %MeCN at RP-HPLC elution versus MIC against P. aeruginosa.
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Figure S3: Cationic side-chain length versus %MeCN at RP-HPLC elution versus HepG2 IC50.


[bookmark: _Toc25066808]Chromatograms of a dilution series of peptidomimetic 5
Peptidomimetic 5 was dissolved in eluent A to yield a solution with a concentration of 4 mg/mL. A dilution series consisting of 2-fold dilutions to a concentration of 0.03125 mg/mL was then produced and analysed using the same conditions as stated in Materials and Methods. Furthermore, the sample containing the highest concentration was analysed a second time following sonication for 10 min. and heating to 50 C for 10 min. No difference was observed following this procedure.
[image: ]
Figure S4: Chromatograms of peptidomimetic 5 dilution series using a Phenomenex Luna® 2.5 µm C18(2) 100 Å LC Column (100 x 3 mm) with a gradient of 0% to 60% B during 10 min. with UV detection at λ = 220 nm.
[image: ]
Figure S5: Chromatograms of peptidomimetic 5 dilution series using a Phenomenex Aeris™ 3.6 µm PEPTIDE XB-C18 100 Å LC Column (150 x 4.6 mm) with a gradient of 0% to 60% B during 15 min. with UV detection at λ = 220 nm.
[bookmark: _Toc25066809]
Characterisation of peptidomimetics

	Peptidomimetic 1


	HRMS: calculated for [M+1H]1+ 1501.82964, found 1501.83306; ∆M = 2.3 ppm.
[image: 1_HRMS_NF164-1]

	


HPLC: Charge: +7. tR = 6.02 min, purity 98.4%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA. [image: 1_HPLC_NF164_0-60-1]
	


HepG2 cell viability
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	Peptidomimetic 2


	HRMS: calculated for [M+1H]1+ 1585.92354, found 1585.93652; ∆M = 8.2 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\2_HRMS_NF160-1.png]

	


HPLC: Charge: +7. tR = 5.69 min, purity 100.0%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\2_HPLC_NF160_0-60\2_HPLC_NF160_0-60-1.png]
	




	Peptidomimetic 3


	HRMS: calculated for [M+1H]1+ 1670.01744, found 1670.01698; ∆M = 0.3 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\3_HRMS_NF012-1.png]

	

HPLC: Charge: +7. tR = 5.66 min, purity 97.65%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\3_HPLC_NF012_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 4


	HRMS: calculated for [M+1H]1+ 1754.11134, found 1754.10850; ∆M = 1.6 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\4_HRMS_NF246-1.png]

	

HPLC: Charge: +7. tR = 5.86 min, purity 99.39%. Gradient: 0-60% B during 10 min.
B = 95% MeCN + 0.1% TFA. [image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\4_HPLC_NF246_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 5


	HRMS: calculated for [M+1H]1+ 1585.92354, found 1585.92273; ∆M = 0.5 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\5_HRMS_NF166-1.png]

	

HPLC: Charge: +7. tR = 7.12 min, purity 98.28%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\5_HPLC_NF166_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 6


	HRMS: calculated for [M+1H]1+ 1670.01744, found 1670.02808; ∆M = 6.4 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\6_HRMS_NF162-1.png]

	

HPLC: Charge: +7. tR = 6.70 min, purity 98.86%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\6_HPLC_NF162_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 7 


	HRMS: calculated for [M+1H]1+ 1754.11134, found 1754.10823; ∆M = 1.8 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\7_HRMS_NF158-1.png]

	

HPLC: Charge: +7. tR = 6.60 min, purity 98.06%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\7_HPLC_NF158_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 8


	HRMS: calculated for [M+Na]1+ 1860.18719, found 1860.18510; ∆M = 1.1 ppm.
[image: 8_HRMS_NF250-1]

	

HPLC: Charge: +7. tR = 6.65 min, purity 97.39%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\8_HPLC_NF250_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 9


	HRMS: calculated for [M+1H]1+ 1500.82629, found 1500.82804; ∆M = 1.2 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\9_HRMS_NF148-1.png]

	

HPLC: Charge: +7. tR = 6.11 min, purity 95.2%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\9_HPLC_NF148_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 10


	HRMS: calculated for [M+1H]1+ 1584.92019, found 1584.91531; ∆M = 3.1 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\10_HRMS_NF146-1.png]

	

HPLC: Charge: +7. tR = 5.96 min, purity 86.54%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\10_HPLC_NF146_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 11


	HRMS: calculated for [M+1H]1+ 1670.01744, found 1670.0168; ∆M = 0.4 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\11_HRMS_NF144-1.png]

	

HPLC: Charge: +7. tR = 5.92 min, purity 97.32%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\11_HPLC_NF144_0-60-1.png]
	

	Peptidomimetic 12


	HRMS: calculated for [M+1H]1+ 1754.11134, found 1754.10929; ∆M = 1.2 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\12_HRMS_NF244-1.png]

	

HPLC: Charge: +7. tR = 6.11 min, purity 98.18%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\12_HPLC_NF244_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 13


	HRMS: calculated for [M+1H]1+ 1584.92019, found 1584.92028; ∆M = 0.1 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\13_HRMS_NF154-1.png]

	

HPLC: Charge: +7. tR = 6.75 min, purity 98.98%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\13_HPLC_NF154_0-60-1.png]
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	Peptidomimetic 14


	HRMS: calculated for [M+1H]1+ 1670.01744, found 1670.01900; ∆M = 0.9 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\14_HRMS_NF152-1.png]

	

HPLC: Charge: +7. tR = 6.58 min, purity 99.64%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\14_HPLC_NF152_0-60-1.png]
	

HepG2 cell viability
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	Peptidomimetic 15


	HRMS: calculated for [M+1H]1+ 1754.11134, found 1754.10844; ∆M = 1.7 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\15_HRMS_NF150-1.png]

	

HPLC: Charge: +7. tR = 6.58 min, purity 99.84%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\15_HPLC_NF150_0-60-1.png]
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	Peptidomimetic 16


	HRMS: calculated for [M+1H]1+ 1838.20524, found 1838.20179; ∆M = 1.9 ppm.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\16_HRMS_NF248-1.png]

	

HPLC: Charge: +7. tR = 6.68 min, purity 99.02%. Gradient: 0-60% B during 10 min. 
B = 95% MeCN + 0.1% TFA.
[image: C:\Users\qrj226\Dropbox (Personlig)\_PhD\Manuscripts\Side-chain length\Supporting_information\png\16_HPLC_NF248_0-60-1.png]
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Characterisation of peptoid building blocks

Peptoid building block 17: Fmoc-NDab(Boc)-OH

HRMS: calculated for [M+Na]1+ 463.18396, found 463.18550; ∆M = 3.3 ppm.
[image: ]

HPLC: tR = 6.53 min, purity 100.00%. Gradient: 30-100% B during 10 min. B = 95% MeCN + 0.1% TFA. 
[image: ]
13C-NMR
[image: ]

Peptoid building block 18: Fmoc-NOrn(Boc)-OH

HRMS: calculated for [M+Na]1+ 477.19961, found 477.20298; ∆M = 7.1 ppm.
[image: ]


HPLC: tR = 6.72 min, purity 100.00%. Gradient: 30-100% B during 10 min. B = 95% MeCN + 0.1% TFA. 
[image: ]
13C-NMR
[image: ]

Peptoid building block 19: Fmoc-NLys(Boc)-OH. 

HRMS: calculated for [M+1H]1+ 491.21526, found 491.21664; ∆M = 2.8 ppm.
[image: ]


HPLC: tR = 6.94 min, purity 100.00%. Gradient: 30-100% B during 10 min. B = 95% MeCN + 0.1% TFA. [image: ]
13C-NMR
[image: ]

Peptoid building block 20: Fmoc-NhLys(Boc)-OH

HRMS: calculated for [M+1H]1+ 505.23091, found 505.2322; ∆M = 2.6 ppm.
[image: ]


HPLC: tR = 7.27 min, purity 100.00%. Gradient: 30-100% B during 10 min. B = 95% MeCN + 0.1% TFA. [image: ]
13C-NMR
[image: ]

Peptoid building block 21: Fmoc-NPhe-OH

HRMS: calculated for [M+1H]1+ 410.13628, found 410.13852; ∆M = 5.5 ppm.
[image: ]


HPLC: tR = 7.18 min, purity 100.00%. Gradient: 30-100% B during 10 min. B = 95% MeCN + 0.1% TFA. 
[image: ]
13C-NMR
[image: ]

Peptoid building block 22: Fmoc-NhPhe-OH

HRMS: calculated for [M+1H]1+ 424.15193, found 424.15548; ∆M = 8.4 ppm.
[image: ]


HPLC: tR = 7.50 min, purity 100.00%. Gradient: 30-100% B during 10 min. B = 95% MeCN + 0.1% TFA. 
[image: ]
13C-NMR
[image: ]
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Display Report

Analysis Info Acquisition Date 5/14/2019 2:23:59 PM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12016_0_K1_000001.d

Method 5389 Operator

Sample Name  NF 166 Instrument solariX XR

Comment

Acquisition Parameter

Acquisition Mode Single MS Acquired Scans 5 Calibration Date Tue Mar 5 10:46:57 2019
n/a n/a No. of Cell Fills 1 Data Acquisition Size 4194304
Broadband Low Mass ~ 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass  4000.0 m/z Laser Power 14.0lp Gipdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.050 sec
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Method Filename
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Display Report

Analysis Info Acquisition Date 5/13/2019 11:30:04 AM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12009_0_I1_000001.d
Method TBN PositiveMALDI 02-10-2017 til 3000 mz-1 Operator
Sample Name  NF 162 Instrument solariX XR
Comment
Acquisition Parameter
Acquisition Mode Single MS Acquired Scans 4 Calibration Date Mon Sep 25 03:44:53
n/a n/a No. of Cell Fills 1 Data Acquisition Size 2097304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass ~ 4500.0 m/z Laser Power 16.0Ip Mlpdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.100 sec
Intens. acq12009_0_[1_000001.d: +MS
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Display Report

Analysis Info Acquisition Date  5/13/2019 11:26:35 AM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12008_0_P1_000005.d

Method TBN PositiveMALDI 02-10-2017 til 3000 mz-1 Operator

Sample Name  NF 158 Instrument solariX XR

Comment

Acquisition Parameter

Acquisition Mode Single MS Acquired Scans 13 Calibration Date Mon Sep 25 03:44:53
n/a n/a No. of Cell Fills 1 Data Acquisition Size 2092304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass ~ 4500.0 m/z Laser Power 17.01p Qipdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.100 sec
Intens. acq12008_0_P1_000005.d: +MS
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META DATA FILE COMMENT
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Display Report

Analysis Info Acquisition Date  10/25/2019 11:03:36 AM
Analysis Name S:\fticrO\rod\anaIyser—rutine\acq13544_0_J4_000001 d
Method T Poshivehdai Of 02 10-2017 81 3000 mz-1 Operator
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Acquisition Mode Single MS Acquired Scans 4 Calibration Date Mon Sep 25 03:44:53
n/a n/a No. of Cell Fills 1 Data Acquisition Size 2092304
Broadband Low Mass ~ 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass ~ 6500.0 m/z Laser Power 12.01p gipdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
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META DATA
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Display Report

Analysis Info Acquisition Date 5/14/2019 2:30:20 PM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12018_0_D1_000001.d
Method 5389 Operator
Sample Name  NF 148 Instrument solariX XR
Comment
Acquisition Parameter
Acquisition Mode Single MS Acquired Scans 3 Calibration Date Tue Mar 5 10:46:57 2019
n/a n/a No. of Cell Fills 1 Data Acquisition Size 4194304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass ~ 4000.0 m/z Laser Power 14.0 Ip (&ipdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.050 sec
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Display Report

Analysis Info Acquisition Date 5/14/2019 2:27:00 PM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12017_0_C1_000001.d

Method 5389 Operator

Sample Name  NF 146 Instrument solariX XR

Comment

Acquisition Parameter

Acquisition Mode Single MS Acquired Scans 3 Calibration Date Tue Mar 5 10:46:57 2019
n/a n/a No. of Cell Fills 1 Data Acquisition Size 4194304
Broadband Low Mass ~ 150.5 m/z n/a n/a Data Processing Size ~ 8388608
Broadband High Mass  4000.0 m/z Laser Power 14.01p ipdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.050 sec
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META DATA FILE COMMENT
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Display Report

Analysis Info Asguisition Oale 5/15/2018 1108134 AN
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12004_0_B1_000001.d
Method TBN PositiveMALDI 02-10-2017 til 3000 mz-1 Operator
Sample Name  NF 144 Instrument solariX XR
Comment
Acquisition Parameter
Acquisition Mode Single MS Acquired Scans 3 Calibration Date Mon Sep 25 03:44:53
n/a n/a No. of Cell Fills 1 Data Acquisition Size 2097304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass  4500.0 m/z Laser Power 15.01p £fiddization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.100 sec
Intens. acq12004_0_B1_000001.d: +MS
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Display Report

Analysis Info
Analysis Name

Method 5389
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Acquisition Parameter

Acquisition Mode Single MS Acquired Scans 3 Calibration Date Tue Mar 5 10:46:57 2019
n/a n/a No. of Cell Fills 1 Data Acquisition Size 4194304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass ~ 4000.0 m/z Laser Power 14.0 Ip f§ipdization Full-Sine
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Display Report

Analysis Info Acquisition Date 5/13/2019 11:19:04 AM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12007_0_G1_000002.d
Method TBN PositiveMALDI 02-10-2017 til 3000 mz-1 Operator
Sample Name  NF 154 Instrument solariX XR
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Acquisition Parameter
Acquisition Mode Single MS Acquired Scans 5 Calibration Date Mon Sep 25 03:44:53
n/a n/a No. of Cell Fills 1 Data Acquisition Size 2097304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass  4500.0 m/z Laser Power 13.01p £8ipdization Full-Sine
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Display Report

Analysis Info Acquisition Date  5/13/2019 11:15:04 AM
Analysis Name  S:\fticrO\rod\analyser-rutine\acq12006_0_F1_000002.d
Method TBN PositiveMALDI 02-10-2017 til 3000 mz-1 Operator
Sample Name  NF 152 Instrument solariX XR
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Acquisition Parameter
Acquisition Mode Single MS Acquired Scans 5 Calibration Date Mon Sep 25 03:44:53
n/a n/a No. of Cell Fills i Data Acquisition Size 209304
Broadband Low Mass 150.5 m/z n/a n/a Data Processing Size 8388608
Broadband High Mass ~ 4500.0 m/z Laser Power 15.0 Ip gipdization Full-Sine
Source Accumulation 0.010 sec n/a n/a
lon Accumulation Time  0.100 sec
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NAME nf.190918.a600
EXPNO 11
PROCNO 1

F2 - Acquisition Parameters
Date_ 20190918
Time 15.30
INSTRUM spect
PROBHD 5 mm CPDCH 13C
PULPROG zgpg30

TD 65536
SOLVENT MeOD

NS 1024

DS 4

SWH 36057.691 Hz
FIDRES 0.550197 Hz
AQ 0.9087659 sec
RG 201.73

DW 13.867 usec
DE 18.00 usec
TE 300.0 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
SFOL1 150.8298817 MHz
NUC1 13C

Pl 9.45 usec
PLW1 26.00000000 W
SFO2 599.7823991 MHz
NUC2 1H
CPDPRG[2 waltzl6
PCPD2 80.00 usec
PLW2 18.75000000 W
PLW12 0.29005000 W
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F2 - Processing parameters
SI 32768

SF 150.8148010 MHz
WDW EM
SSB 0

LB 1.00 Hz
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