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Polyamides submitted for ADMET evaluation by Apredica, LLC (Watertown, MA):

Summary of results from ADMET study:

Polyamides 1 and 5 were subjected to preclinical ADMET testing by contract service at Apredica
(Watertown, MA). Shown below (I-VIl) are summaries of the ADMET results taken directly from
the final report provided by Apredica. The full ADMET report, which includes experimental
conditions, can be accessed via the Dervan laboratory homepage at http://dervan.caltech.edu.

(I) Caco-2 permeability:
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(1) Cytotoxicity in HepG2 cells:

(1) Cyp inhibition:

(IV) hERG inhibition:
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(V) Liver microsome stability:

(VI) Plasma half-life:
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(VIl) Plasma protein binding:
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expl Proton

SAMPLE SPECIAL
date Oct 21 2008 temp
solvent dmso gain not used NHBoc
file /home/autouse~ spin not used NHCbz
r/vnmrsys/data/aut~ hst 0.o0o08 w
0_2008.10.19/5_200~ pw30 9.900 H
81020_22/data/Prot~ alfa 6.600 N
on_01.fid FLAGS \
ACQUISITION il n / O
sw 8000.0 in n HO, N
at 2.048 dp " I
np 32762 hs nn
fb not used PROCESSING
bs 32 1 0.20
ss 2 1 65536
di 1.000 DISPLAY
nt 64 sp -3.9
ct 64 wp 5999.8
TRANSMITTER rfl 2248.3
tn H1 rfp 1244.4
sfrg 499.772 rp 41.8
tof 499.6 1lp 7.6
tpwr 61 PLOT
4.950 wc 40
DECOUPLER scC 0
dn Ci3 wvs 50
dof 0 th 6 i
dm nnn ai cdc ph
dam c
dpwr 35
dmf 32258
1 e I J
I R e e MR SR W i leme i ma L e e e I T T —r—
11 10 7 6 3 ppm
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expl Carbon

SAMPLE
date Oct 24 2008
solvent dmso
file /homefautouse~
r/vamrsys/data/aut~
0_2008.10.22/s_200~

81023_26/data/Carb~
on_01.fid
ACQUISITION
sw 30165.9
at 1.300
np 78430
fb not used
bs 64
dl 1.000
nt 4000
ct 4000
TRANSMITTER
in Ci3
sfrg 125.680
tof 1255.2
tpwr 56
4.25
DECOUPLER
dn H1
dof 0
dm yyy
dmm w
dpwr 39
dmf 11500

LI I TN FUN W BT RN ) BN AN SR A RN F

180

SPECIAL
temp
gain 30
spin not used
hst 0.008
pwao a.500
alfa 10.000
FLAGS
il n
in n
dp y
hs nn
PROCESSING
1 0.50
fn not used
DISPLAY
sp 11.5
wp 25115.1
rfl 6939.0
rfp 4963.8
rp 99.0
1p -93.9
PLOT
wec 40
sC 0
Vs 40000
th
ai cdc ph

160

ZT

NHBoc
~NHCbz




expl Proton

SAMPLE
date Oct 21 2008
solvent dmso
file fhome/autouse~
r/vamrsys/data/aut~
©0_2008.10.19/s_200~
B81020_23/data/Prot~

on_01.fid

ACQUISITION
sW 8000.0
at 2.048
np 32762
fb not used
bs 32
ss "
dl 1.000
nt 64
ct 64

TRANSMITTER
tn H1
sfrg 499.772
tof 499.6
tpwr 61
4.950

DECOUPLER

dn

dof 0
dm nnn
dmm c
dpwr 35
dmf 32258

| ) LN J
e R s NS LB, VAWS ¥ | O A

SPECIAL
23.0
not used
not used
0.008
9.900
6.600

FLAGS

%< 33

PROCESSING

DISPLAY

PLOT
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expl Carbon

SAMPLE SPECIAL
date Oct 24 2008 temp 5
solvent dmso gain 30
file /home/autouse~ spin not used NHBoc
r/vamrsys/data/aut~ hst 0.008 “NFK3bZ
0_2008.10.22/5_200~ pwdD 8.500 H X
81023_26/data/Carb~ alfa 10.000 N
on_01.fid FLAGS N
ACQUISITION il n H / \S
sw 30165.9 in n N O
at 1.300 dp y H N
np 78430 hs nn N / \ o) |
fb not used PROCESSING N
bs 64 1b 0.50 H ]\ |
di 1.000 fn not used N N )
nt 4000 DISPLAY 7\
ct 4000 sp 11.5 o |
TRANSMITTER wp 25115.1 MeO,C™ N
in Ci3 rfl 6939.0
sfrg 125.680 rfp 4963.8
tof 1255.2 rp 99.0
tpwr 56 1p -93.3
4.250 PLOT
DECOUPLER we 240
n H1 sc 0
dof 0 wvs 40000
dm yyy th 7
dmm w ai cdc ph
dpwr 39
dmf 11500

LI I TN FUN W BT RN ) BN AN SR A RN F

180 160 140 120 ' 80




exp2 Proton

SAMPLE

date Dec 12 2008

solvent dmso

file /home/autouse~
r/vnmrsys/data/aut~
0_2008.12.10/s_200~

81212_02/data/Prot~
on_01.fid
ACQUISITION
Sw &000.0
at 2.048
np 32762
fb not used
bs 3z
55 2
d1 1.000
nt 1024
ct 1024
TRANSMITTER
tn H1
sfrg 493.772
tof 499.6
tpwr 61
4.950
DECOUPLER
dn
dof 0
dm nnn
dmm c
dpwr 35
dmf 32258

temp
gain
spin
hst

pwao
alfa

SPECIAL
5.0
not used
20
0.o008
9.900
6.600

FLAGS
n
n
v
nn

PROCESSING

0.20
65536

DISPLAY
-0.9
595%4.9
2247.8
1244.4
132.1

PLOT
240
0
250
11

cdc  ph

i |
|
L__JJH__,J | JU&___,JkuL__J__J U

NH,sHCI
NHCbz
s
N
H /_S
N o
nm/ﬂ ﬂ
N o |
N
ﬂ o |
MeO,C™ °N
N /“*wllt____fbjﬁ" LL\JJ”' '\J’iu,_l__..J'x_u_lL,
[ J ¥ J LI S S = T T T T [ LA T i | ) ) ¥ T T LN I T Y T T T
8 7 6 5 a 3 2 1
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exp2Z Carbon

SAMPLE SPECIAL
date Jan 15 2009 temp 25.0
solvent dmso gain 30
file /home/au3/vnm~ spin 20 NHoeHCI
rsys/data/auto_200~ hst 0.008
9.01.13/0302.fid pw3o 8.500 ~NHCbz
ACQUISITION alfa 10.000 H
sw 30154.5 FLAGS N
at 1.300 i1 n N
np 78430 in n H o\ o
fb 17000 dp v N N
bs 64 hs nn H 7\
d1 1.000 PROCESSING N o |
nt 12000 1b 0.50 H N
ct 12000 fn not used N / \ 0 |
TRANSMITTER DISPLAY N
tn c13 sp -48.2 ﬂ I
sfrg 125.680 wp 25181.1
tof 1255.2 rfl 1882.2 MeOC™ °N
tpwr 56 rfp 0
4.250 rp -111.8
DECOUPLER p -165.8
dn H1 PLOT
dof 0 wc 250
dm yyy sc 0 I
dmm W Vs 99047 l
dpwr 39 th 25
dmf 11500 ai cdc ph
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expl Proton
g NHCbz
SAMPLE SPECIAL H
date Oct 21 2008 temp 23.0 N
solvent dmso gain not used N
file /home/autouse~ spin not used H /
r/vamrsys/data/aut~ hst 0.008 N (0] |
0_2008.10.19/s_200~ pw3o0 9.900 T\ N
81020_21/data/Prot~ alfa 6.600 o)
on_01.fid FLAGS H N

ACQUISITION il n ]\ |
sw 8000.0 in n N N
at 2.048 dp Y ]\
np 32762 hs nn o |
fh not used PROCESSING HO,C™ °N
bs 32 1b 0.20
S5 2 fn 65536
di 1.000 DISPLAY
nt 64 sp =3.9
ct wp 6499.8

TRANSMITTER rfl 2248.3
tn Hl rfp 44.4
sfrg 499.772 rp 8.5
tof 499.6 lp .1
tpwr 61 PLOT

4.3950 wc 240

DECOUPLER sC 0
dn Cl3 wvs 110
dof 0 th 5
dm nnn ai cdc ph
dmm c
dpwr 35
dmf 32258

| | |
B, B, R | 11 1. A JL LN _)1_JL*_JL PR E—
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 L T I |
12 11 10 8 7 6 5 4 3 2 1 ppm
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expl Carbon

SAMPLE
date Oct 21 2008
solvent dmso
file /home/autouse~
r/vnmrsys/data/aut~
0_2008.10.19/5_200~

81020_22/data/Carb~
on_0l.fid
ACQUISITION
sw 30165.9
at 1.300
np 78430
fb not used
bs 64
dl 1.000
nt 4000
ct 4000
TRANSMITTER
tn Cl3
sfrg 125.680
tof 1255.2
tpwr 56
pw 4.250
DECOUPLER
dn H1
dof 0
dm yyy
dmm W
dpwr 39
dmf 11500

temp
gain
spin

ai

SPECIAL
23.0
30
not used

PROCESSING

w
[-=}

not use
DISPLAY

9.2
25115.1
6941.3
4963.8
93.6
-94.0
PLOT

HO.C

e
T T

L AL AL O S e O s T L L

180 160 140 120 100 a0 60 40 20 ppm



expl Proton

SAMPLE SPECIAL | O \ / NH
date Dec 17 2008 temp 25.0 N
solvent dmso gain not used (e} «~NHCbz
file /homefautouse~ spin 20 | \ / H
r/vnmrsys/data/aut~ hst 0D.008 N H
0_2008.12.14/s_200~ pw30 9.900 I \ / N N
81217_o06/data/Prot~ alfa 6.600 H H r\ o)
on_01.f1id FLAGS CbzHN O N N
ACQUISITION i n = \ / H H 7\
sw 8000.0 in n BocHN X— N o |
at 2.048 dp y N H N
np 32762 hs nn H NN 8
fb not used PROCESSING N
bs 32 1b 0.20 ]\
ss 2 fn 65536 MeO. (0]
d1 1.000 DISPLAY N
nt 1024 sp -2.6 o |
ct 1024 wp 5999.8
TRANSMITTER rfl 2247.1
tn rfp 1244.4
sfrg 499.772 rp 136.2
tof 499.6 1p 2.7
tpwr 61 PLOT
4.950 wc 240
DECOUPLER sc 0
n C13 vs 216
dof 0 th 2
dm nnn ai cdc ph
dmm c
dpwr 35
dmf 32258
ol
JJM U{Lu
PR e e R
[ T T T T I T T L —l' T T T T T | T T T [ T T T '| T T T | T T T [ T | T T T T
12 11 10 8 7 6 5 4 3 ppm
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expl Carbon N
SAMPLE SPECIAL | Q \ / NH
date Dec 21 2008 temp 25.0 N .NHCbz
solvent dmso gain 30 | O \ / H '
file /home/autouse~ spin 20 N H
r/vnmrsys/data/aut~ hst 0.008 | O N N
0.2008.12.18/s. 200~ pwS0 8.500 \ /) H H ) 6
81220_o04/data/Carb~ alfa 10.000 N N N 0
on_01.Tid FLAGS CbzHN O 5\ TN Ho Y 'Il

ACQUISITION 11 n :
sw 30165.9 in n BocHN N N N N o
at 1.300 dp v H /A
np 78430 hs nn N O
fb not used PROCESSING 7\
bs 64 b 0.50 MeO. o |
dl 1.000 fn not used N
nt 12400 DISPLAY o |
ct 12400 sp 14.3

TRANSMITTER wp 25119.7
tn Ci3 rfl 6939.4
sfrg 125.680 rfp 4963.8
tof 1255.2 rp 103.4
tpwr 56 lp -85.8

4.250 PLOT
DECOUPLER we 250

dn H1 sc 0
dof 0 vs 56047
dm yyy th 4
dmm w ai cdc ph
dpwr 39
dmf 11500

LZBNL I e L S B R M A A e RN B N B By S P B B B N B

180 160 140 120 100 80 60 40 20 ppm

[rrerr—v—t.|||:||'||a||{||.;|.|1|||1||1:r||r
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expl Proton

N
SAMPLE SPECIAL
date Dec 10 2008 temp 25.0 | Q \ / NH
solvent dmso gain not used «NHCbz
file /home/autouse~ spin 20 I Q ( / H :
r/vnmrsys/data/aut~ hst 0.008 H
0_2008.12.09/5_200~ pw0 9.900 | 0 N N
81210_12/data/Prot~ alfa 6.600 \W/ H H 2 6
on_o01.fid FLAGS CbzHN O N N N o)
ACQUISITION 3] n Z \ H H N
sw 8000.0 in n BocHN N Iy 5 |
at 2.048 dp y N H / \
n 32762 hs nn
3 not used PROCESSING H N O
bs 32 1b 0.20 / \
55 2 fn 65536 HO. 0O |
di 1.000 DISPLAY N
nt 300 sp =1.2 0O |
ct 900 wp 6497.8
TRANSMITTER rfl 2246.1
tn H1 rfp 1244.4
sfrq 499.772 rp 137.7
tof 499.6 1p -2.6
tpwr 61 PLOT
4.950 wc 240
DECOUPLER sc 0
n €13 vs 233
dof 0 th 20
dm nnn ai cdc ph
dmm [+
dpwr 35
dmf 32258
L e Y )i JJ J e
| T T T T | T T T T | T T T '| T 1 T T T | T T T T [ T T T T i T T T T | T T T T ‘[ T T T T T
13 12 11 10 9 8 7 6 S 4
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expl Carbon

SAMPLE
date Dec 13 2008 temp
solvent dmso gain
file /home/autouse~ spin
r/vnmrsys/data/aut~ hst
0_2008.12.10/s_200~ pwi0
81212_19/data/Carb~ alfa

on_01.f1d
ACQUISITION i1
sw 30165.9 in
at 1.300 dp
np 78430 hs
fb not used
bs 64 b
di 1.000 fn
nt 12200
ct 12200 sp
TRANSMITTER wp
tn ci3 rfl
sfrg 125.680 rfp
tof 1255.2 rp
tpwr 56 1p
4.250
DECOUPLER wC
dn H1 sc
dof 0 wvs
dm yyy th
dmm w ai
dpwr 39
dmf 11500

SPECIAL

PROCESSING
0.50
not used
DISPLAY
-14.
25137.
6837.
4963.
-159.
=100.
PLOT

N
-
Dwee woekoom

7583

| (0] \N/ NH
o N ~NHCbz
| \ /N N
S PR
CbzHN O N
BocHN _ _A NS\_I H HT(U o |
H B Iy T A0
I\ N
HO. N> ©
o |

;

e IR LA B B e e 2 o e i

LS DN B S SN By S

140 120 100 80 60

A N [ R O S T

40

N SN i P |

T

20

L L L S
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5
Mo

| O
N
(0]
exp2 Proton | \ / NH
o N NHCbz
SAMPLE SPECIAL | \ / H
date Dec 19 2008 temp 25.0 N H N
solvent dmso gain not used (@] N
i I \ /)
file /home/autouse~ spin 20 N H 7\
r/vnmrsys/data/aut~ hst 0.008 CbzHN O N N (0]
0_2008.12.18/s_200~ pwd0 9.900 A \ / H H R\ N
81219_03/data/Prot~ alfa 6.600 BocHN_ A N o |
on_01.fid FLAGS N
ACQUISITION il n H H
sw 8000.0 in n = N (e}
at 2.048 dp " 7\
np 32762 hs nn F. (o) o |
fb not used PROCESSING N
bs 32 1b 0.20 o |
ss 2 fn 65536 F F
d1 1.000 DISPLAY
nt 1024 sp -19.7 F
ct 1024 wp 6004.6
TRANSMITTER rfl 2247.3
tn H1 rfp 1244.4
sfrg 499.772 rp 45.0
tof 499.6 1p 7.0
tpwr 61 PLOT
pw 4.950 wc 240
DECOUPLER sc 0
dn C13 ws 250
dof 0 th 3
dm nnn  ai cdc ph
dmm c
dpwr 35
dmf 32258
: i
]
1) | H | JJ L) M
_Jw . N Ul o Ju N U
T T T T | T T T | T T T T T T T I T T T T T T T | ™ T T "[ T T T T T T T | T
h 5 § 10 8 7 6 a 3

,./'\.A.,\JI
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exp3 Proton N
SAMPLE SPECIAL N NH

date Jan 20 2009 temp 25.0 | O N “NH3
solvent dmso gain not used \ / H H
file /home/au3/vnm~ spin 20 N N
rsys/data/auto_200~ hst 0.008 | (0] \ / N H N

9.01.19/3201.fid pwao 9.900 N H N ;\ o)

ACQUISITION alfa 6.600 o) N N
sw 8000.0 FLAGS \ H H I\ h
at 2.048 11 n N N N N (0]
np 32762 1in n
fb not used dp y + . H H / \ le} |
bs 32 hs nn HsN' N
ss 2 PROCESSING ]\ | (CF3CO.H salt)
d1 1.000 1b 0.20 HN O
nt 800 fn 65536 N
ct 800 DISPLAY o |

TRANSMITTER sp -8.0
tn H1 wp 6008.8
sfrg 499.772 rfl 2248.0
tof 499.6 rfp 1244.4
tpwr 61 rp 142.2
pw 4.950 1p -0.2

DECOUPLER PLOT

dn C13 wc 250
dof 0 sc 0
dm nnn Vs 1009
dmm [ th 1
dpwr 35 ai cdc ph
dmf 32258 .
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Analytical HPLC characterization of cyclic polyamide 15:

Analytical HPLC characterization of cyclic polyamide 1:

Analytical HPLC characterization of cyclic polyamide 2:
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Analytical HPLC characterization of cyclic polyamide 3:

Analytical HPLC characterization of hairpin polyamide 5:
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