Supporting Information

Incorporation of Chemoselective Functionalities
into Peptoids via Solid-Phase Submonomer

Synthesis

Thomas Horn*, Byoung-Chul Lee’, Ken A. Dill”", and Ronald N. Zuckermann*
Chiron Corporation, 4560 Horton Street, Emeryville, CA 94608.

email: thomas_horn@chiron.com, ron_zuckermann@chiron.com

Graduate Group in Biophysics, and ""Dept. of Pharmaceutical Chemistry, University of

California, San Francisco, CA 94143

Total 16 pages



0 0 0
1
O\ O\ O\
0.6
] 2N 00 Ae N MUED PEZ N

0,501 H2N O A MO PEZ2 NEHZ

0,401
_ 0.
=z ]

0,201

0.1

0.0

oo zed 4o end R oo zed

Blinules
—— thdd-13 PDaA 2140 nm
Peak Results  C18_Meth_5 95 10min_imimin_60C 101901 4
RT Ared Height | % Arca | % Heipht | Staet Time | End Time

I |395 | =565758| see07 | 1000 100.0 1667 117

sum I565TRRD | Sede06T | 100.0 100.0
ot




< N N
260
5 407 HZH-MiAo-Ac-N-MOE3-PEZ-MHZ
220
200
4]
|60
|40
Z |.zu—§
106K
0.4
0.6
0,40
0,20
173 o L S fi—n. —
oz 40 eod &0 o0 zo0
Minunes
—— th40-23 PDA 214.0 nm
Peak Results  C18_Math_5 95 10min_imimin 60C  10:4/01 7:
RT Arey Heirbt | % Area | % Heipht | Sturt Time | End Time
| a0 | 4oes0ez | 755364 1000 100,00 e | 4077
Num A06S0ZA0 | TASze43 | 100.0 1000
ol




< o< o<
| 0] %
.40
] [-Ae-R-WMOEI-PEZ-MHZ
.20
100
— 0AH
< i
0.6
040 .
] r
0,20 w
0.00H A —_—
7 T T | T T | T T | T T | 1 1 | T T | T T | T
00 200 401 G RIH 100K 2000 14,01
Belinnuzs,
—— th&82-2b PDA 214.0 nm
Peak Results CI18_Meth_5 95 10min_1mimin_&0C 11/7101 4:
RT Arcy Heirbt B4 Area | % Heipht (&tart Time | End Time
R |67 | 445 [EREX) | 1501 1.1 1470 4237
2 [44s CMAINT | | RO w50 A 0 4,237 445700
sum FHIs&2720 | 1m7e077 | 06 10001
Lol




0 H 0 H 0 H 0
o' o' N
HI'L.C Chromatogram at 214 nm
100
0.0
0.4
0.7
0.6
_ 05
<
0.4
0.3
0.20H
0. 11
0.0
oon o A00 400 G0 &RO01oo0 (a0 o0
Mlinuh=,
—— th172-31 PDA 214.0 nm
Peak Results  C18_Meth_% 95 10min_imimin_60C  11/22/0%
RT Ared Heirbt | %% Area | % Heipht | Staet Time | End Time
I (2o 227752z eswasa | oo 100.0) 2040 3,157
xum AI7TAIA0 | vsRnza | 1000 100.0)
Lot




0 0 0
6
< < o<
;:.6[]—5 H5-Ac-M-MOE3-PEZ-HHZ
2407 ;'?;
220
200
L]
1601
1.40]
Z 130
1LOGK
0.40]
0.0
0.40]
0.20]
0.0 - e Mn, ] —
oo x40 e00 0 ROO 000 120100
Mlinubz
—— tha2-1 PDA 214.0 nm
Peak Results  CI18 Meth_5 95 10min_1mimin_60C 101701 2
RT Arcy Heimbt % Arca | % Heipht | Staet Time | End Time
| 367 | 147Ma7o| 2ae0ai|  Rag A0 1494 1794
A 400 1708|4068
xum IT6R 6743 | Z6RAUSGT | 100.0 100.0
Lol




@s/sdtqugﬁrugwm

7a o< o' o<
HI'LC Chromatogsram at 214 nm
1.00H o
] +
0.0
] Py-55-Ac-Peptoid
0.4
0.7
0.60
= 5 .
= 0503
0.4
0.2
0.20]
0,10
0.0 L
oo o0 40 G0 &O0 o0z
felinu b=
—— th19d-11f PDA 214.0 nm
Peak Results  C18_Meth_5_95_ 10min_imimin_60C 112502 *
RT ey Heirbt Ou Area | 9% Heipht | Start Time | End Time
I |2 1% 2256604 1003565 | 1000 100,00 LS 1324
L G600 | 10025645 | 1000 1000
Lol




N ' '
| 4%H
] $ i5-Ar-N- MOE3-PE2-NHZi2
L0 f
.40
.2+
Risn
2 0.4H
0,50
e
0.2iH
T Y Y R T R T
Melinnuz,
—— th&2-3b PDA 214.0 nm
Peak Results CI18 Meth 5 95 10min_imimin_60C  10:30:01 9
RT Arcy Heirhbt 04 Area | % Heipht | Staet Time | End Time
| [5.57 | 10085085 | (707544 | 1000 1000 5253 3420
Num I0ZRSURSD | 17175462 | 1000 1000
Lot




HOOC NO,
T S L

5\)1\ N\)I\ N\)J\ NH

s~ N/\n/ N/\n/ N/\n/ 2

0 0] H 0]

7b 0 0N N
HIPLC Chromatogram at 214 nm
2.21H
210H
|4
|L&H
|40
1.20H
2 10
0.4H
0.6
0,44 -
; o
0.204
0.0 .
o oo a0 end &0 ood 0 zod e
Mlinules
—— th19d-21 PDA 214.0 nm
Peak Results  CI18_Meth_5 95 10min_1mimin_&0C 112502 €
RT Arey Heirbt B Arca | % Heipht (&tart Time | End Time
| 243 2w | 204443 I3 &3 2717 3150
2 |27 wwain | 2owsiz| oo &0L0) 31500 3517
P EYE, 1422211 | xmMsen | 16 1.7 1517 3,750
<uim IAARRTURS | 26000234 | (0000 100.0]
oLl




N, S\)j\ N

M

0

/\n/NHZ

0 H 0 H 0
7c N ' N
HI'LC Chromatogram at 214 nm
4]
&0
e
.20
[0
= ]
0,60
0,40
0,20
0 A,
T R Y R T N T
Mlinuhe
— th190-31 PDA 214.0 nim
Peak Results  CI18_Meth_5 95 10min_lmimin_60C 1172502 ¢
BT Arcy Heirbe 0u Area | % Heipht | Start Time | End Time
| 347 | eoaisn| (705691 ST 0.3 3310 3543
3 | 363 IORSOAT | SMZ8E | A 04 3543 3703
ERT NI70I35 | 24149 07 ng 3,703 4,127
xum 20070843 | 24274749  loo0 100,00
Lot




NO,

=2

P

¢
<
-
<
e
£

~
o

- - - b2 ko b2
£ B E o kg
TI 1 ITI 1 ITI 1 ITI 1 ITI 1 ITI 1

1.2

All
=2 -
= =

= 2
£ &

=
bt
IIITI IITIIITIIITI IITII ITIII

i

S Y

=
—
=
T

o —

D0 o0 1z

Minuh=

——— th52-2b PDA 214.0 nm

oo A0 4000 G0

Peak Results C18 Meth_5 95 10min_imlmin_60C  10/30/01 §

Ay

Heisht

05 ATCA

Ou Hreipht

start Time

End Time

I A0

017322

549142

"7

2.4

R

4 254

2 5.2

[HE 545

XL K]

R

IO

5125

A58

=L

[5 108667

2427000 5

(0.0

(0.0

Lot




(@]

0 0 0
OHCvN N/\n/N\)l\N/\"/N\)J\N/\n/NHZ
NTONT N
M AN < <
260
240
E.EDé
2.'1][:';
| 80
| 60
I.rllllé
2 120
.00
III.SDE
060
0407
020
0003 - M —
000 200 400 600 SO0 1000 1200 1400
Minutes
—— thda I'DA 214.0 nm
Peak Results C18 Meth 5 95 10min_1Tmlmin_&0C 110002 X
RT Area Height *% Area | ¥ Height |Start Time | End Time
I ATl | 5558961 (90240 | (00,0 [ao.n 1312 19258
SLm [ 55330608 | [902401.0 (00,0 [ao.n
Count




Disulfide linkage between two peptoids with N-terminus functional groups:

sulfhydryl and activated nitrophenyl disulfide
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Disulfide Linkage between two peptoids with N-terminus functional groups:

sulfhydryl and activated pyridyl disulfide
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Oxime linkage between two peptoids with N-terminus functional groups:

aminooxyacetamide and aldehyde
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Hydrazone linkage between two peptoids with N-terminus functional groups:
hydrazide and aldehyde
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