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5-amino-2-methyl-2,3-dihydro-1H-isoindole-1,3-dione (11a; ZHAWOC3444)
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5-amino-2-methyl-2,3-dihydro-1H-isoindole-1,3-dione (11a; ZHAWOC3444)
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5-amino-2-benzyl-2,3-dihydro-1H-isoindole-1,3-dione (11b; ZHAWOC899)
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5-amino-2-benzyl-2,3-dihydro-1H-isoindole-1,3-dione (11b; ZHAWOC899)
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5-amino-2-[(4-fluorophenyl)methyl]-2, 3-dihydro-1H-isoindole-1,3-dione
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5-amino-2-[(4-fluorophenyl)methyl]-2, 3-dihydro-1H-isoindole-1,3-dione
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{[(7-bromoheptyl)oxy]Jmethyl}benzene (Ta; ZHAWOC7096)

2.00%
2,01y
2.10%
199/I
2.044
: - 6‘44\1 |

5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.0 0.5 0.0 -0.5

f1 (ppm)



{[(7-bromoheptyl)oxy]Jmethyl}benzene (Ta; ZHAWOC7096)

750

700

650

600

550

500

450

400

350

300

250

200

150

09
[48:74 M
0987 =
19677
orze -
seee /-

YEOL ==
06'2L —

05121
€9'221
9€'82T 7

L9'8€T —

-10

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

170

200
180

160

140

120

100

80

60

--a0

r-60

-80

-100

-120

-140

r-160

~-180

r-200

50192 ~_
T18T ~_
0987 —
89'67 7
9Lz —
86'€€ <

SE0L—
16/2L —

05°421

92T

9e°8et

150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

60



—18000
~17000
meooo
meooo
WHAooo
1 X
~12000
MHHooo
—10000
~9000
wmooo
—7000
wmooo
wmooo
waooo
wwooo

~2000

-

e
-
[
<
-

2.001
1.93-T
1.971
1.90

m JM --1000
el ©

{[(8-bromooctyl)oxy]methyl}benzene (Tb; ZHAWOC6856)
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{[(8-bromooctyl)oxy]methyl}benzene (Tb; ZHAWOC6856)
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{[(9-bromononyl)oxy]methyl}benzene (7c; ZHAWOC6852)
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{[(9-bromononyl)oxy]methyl}benzene (7c; ZHAWOC6852)
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{[(10-bromodecyl)oxy]methyl}benzene (7d; ZHAWOC6853)
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{[(10-bromodecyl)oxy]methyl}benzene (7d; ZHAWOC6853)
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Methyl 2-{4-[2-(benzyloxy)ethoxy]phenyl}acetate (8a; ZHAWOC7100)
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Methyl 2-{4-[2-(benzyloxy)ethoxy]phenyl}acetate (8a; ZHAWOC7100)
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Methyl 2-{4-[3-(benzyloxy)propoxy]phenyl}acetate (8b; ZHAWOC4496)
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Methyl 2-{4-[3-(benzyloxy)propoxy]phenyl}acetate (8b; ZHAWOC4496)

172.39
158.21
— 138.49
— 114.69
—73.07
— 66.86
~-64.89
51.99
40.33
29:80

T
210 200

T T T T

T T
190 180 170 160 150 140

T T T
130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)

130.30
128.43
127.65
127.61
— 114.68
—73.07
— 66.86
— 64.89
—51.99

~—40.33
~=29.80

S
74
X

r T T T T T T T T T T T T T T T

50 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

[~3200

3000

2800

[~2600

2400

[~2200

2000

1800

1600

1400

[~1200

1000

800

600

400

[~200

~-200

2000

~1800

~1600

1400

1200

1000

~800

600

~400

200

~-200

--400

~-600

~-800

~-1000

~-1200

~-1400




Methyl 2-{4-[4-(benzyloxy)butoxy]phenyl}acetate (8c; ZHAWOC4534)
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Methyl 2-{4-[4-(benzyloxy)butoxy]phenyl}acetate (8c; ZHAWOC4534)
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Methyl 2-(4-{[5-(benzyloxy)pentylloxy}phenyl)acetate (8d; ZHAWOC5921)
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Methyl 2-(4-{[5-(benzyloxy)pentylloxy}phenyl)acetate (8d; ZHAWOC5921)
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Methyl 2-(4-{[6-(benzyloxy)hexylloxy}phenyl)acetate (8e; ZHAWOC5946)
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Methyl 2-(4-{[6-(benzyloxy)hexylloxy}phenyl)acetate (8e; ZHAWOC5946)
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Methyl 2-(4-{[7-(benzyloxy)heptylloxy}phenyl)acetate (8f; ZHAWOC7097)
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Methyl 2-(4-{[7-(benzyloxy)heptylloxy}phenyl)acetate (8f; ZHAWOC7097)
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Methyl 2-(4-{[8-(benzyloxy)octyl]oxy}phenyl)acetate (8g; ZHAWOCG857)
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Methyl 2-(4-{[8-(benzyloxy)octyl]oxy}phenyl)acetate (8g; ZHAWOCG857)
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Methyl 2-(4-{[9-(benzyloxy)nonylloxy}phenyl)acetate (8h; ZHAWOC6854)
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Methyl 2-(4-{[9-(benzyloxy)nonylloxy}phenyl)acetate (8h; ZHAWOC6854)
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Methyl 2-(4-{[10-(benzyloxy)decyl]oxy}phenyl)acetate (8i; ZHAWOC6855)

NMR
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Methyl 2-(4-{[10-(benzyloxy)decyl]oxy}phenyl)acetate (8i; ZHAWOC6855)
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2-{4-[2-(benzyloxy)ethoxy]phenyl}acetic acid (9a; ZHAWOC7101)
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2-{4-[2-(benzyloxy)ethoxy]phenyl}acetic acid (9a; ZHAWOC7101)
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2-{4-[3-(benzyloxy)propoxy]phenyl}acetic acid (9b; ZHAWOC4497)
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2-{4-[4-(benzyloxy)butoxy]phenyl}acetic acid (9¢; ZHAWOC4535)

NMR
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2-{4-[4-(benzyloxy)butoxy]phenyl}acetic acid (9¢c; ZHAWOC4535)
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2-(4-{[5-(benzyloxy)pentylloxy}phenyl)acetic acid (9d; ZHAWOC5922)
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2-(4-{[6-(benzyloxy)hexylJoxy}phenyl)acetic acid (9e; ZHAWOC5947)
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2-(4-{[6-(benzyloxy)hexylJoxy}phenyl)acetic acid (9e; ZHAWOC5947)
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2-(4-{[7-(benzyloxy)heptylloxy}phenyl)acetic acid (9f, ZHAWOC7098)
NMR
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2-(4-{[7-(benzyloxy)heptylloxy}phenyl)acetic acid (9f, ZHAWOC7098)
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2-(4-{[8-(benzyloxy)octylJoxy}phenyl)acetic acid (9g; ZHAWOC6858)
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2-(4-{[8-(benzyloxy)octylJoxy}phenyl)acetic acid (9g; ZHAWOC6858)
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2-(4-{[9-(benzyloxy)nonylJoxy}phenyl)acetic acid (9h; ZHAWOCG6861)
NMR
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2-(4-{[9-(benzyloxy)nonylloxy}phenyl)acetic acid (9h; ZHAWOC6861)
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2-(4-{[10-(benzyloxy)decylloxy}phenyl)acetic acid (9i; ZHAWOC6862)

=X
O
a
N
(9,
1095
-
g
wv
—
=
wv
© |
(9,
© |
o
©
wv
©
o
N
o E‘—
{1486 A T
~ 2007~ L -~
_ﬂO_Z.Ol\I I (@)
)
SO
T wn
3
I/
o |
o
v
o
EN
nJ20t= &
EN
o l203= = [ —
W 12,03
bl 2.18} =
) [
o_ —
1203 = ——
= oq2044 S,
S| 1244 e R
-
o
=
o
T T T T T I I T T T T
o [y N w H wv D ~N @® O —_
o o o o o o o o o o
o o o o o o o o o o
o o o o o o o o o 8



2-(4-{[10-(benzyloxy)decylJoxy}phenyl)acetic acid (9i; ZHAWOC6862)
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2-(4-{[5-(benzyloxy)pentylloxy}phenyl)-N-(2-methyl-1,3-dioxo-2, 3-dihydro-1H-

isoindol-5-yl)acetamide (12a; ZHAWOCG6647)
NMR
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2-(4-{[5-(benzyloxy)pentylloxy}phenyl)-N-(2-methyl-1,3-dioxo-2, 3-dihydro-1H-
isoindol-5-yl)acetamide (12a; ZHAWOCG6647)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[2-

(benzyloxy)ethoxyjphenyl}acetamide (12b; ZHAWOC5467)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[2-
(benzyloxy)ethoxyjphenyl}acetamide (12b; ZHAWOC5467)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[3-
(benzyloxy)propoxy]phenyl}acetamide (12c; ZHAWOC4511)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[3-
(benzyloxy)propoxy]phenyl}acetamide (12c; ZHAWOC4511)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[4-
(benzyloxy)butoxy]phenyl}acetamide (12d; ZHAWOC4752)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[4-
(benzyloxy)butoxy]phenyl}acetamide (12d; ZHAWOC4752)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[5-

(benzyloxy)pentylloxy}phenyl)acetamide (12e; ZHAWOC5979)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[5-
(benzyloxy)pentylloxy}phenyl)acetamide (12e; ZHAWOC5979)

2100

~~~~~~~~~~ -——

_~170.93

< 167.94
167.76
- 158.01
—— 145.30
39
-—72.27
—69:97
+—67.79
— 42.96
~-4131
—~29.38
2895
- 22.84

[~2000

1900

[~1800

1700

1600

1500

[~ 1400

1300

1200

1100

1000

| 900

800

700

600

~500

400

+ ~300

200

100

=

T T T T T T T T T T
190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

[~-100

240

— 114.82
~113.33
~7227
—69:97
—67.79
—42.9
—41.32
_~29.38
2895
-—22.84

220
=200
i 180
160
140
120
100
~80

+ 60

40

-20

--40

~-60

~-140

T T T T T T T T T T T T T T T T T

60 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)



N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[6-
(benzyloxy)hexylJoxy}phenyl)acetamide (12f; ZHAWOC5980)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[6-

(benzyloxy)hexylJoxy}phenyl)acetamide (12f; ZHAWOC5980)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[7-
(benzyloxy)heptylloxy}phenyl)acetamide (12g; ZHAWOC7099)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[7-
(benzyloxy)heptylloxy}phenyl)acetamide (12g; ZHAWOC7099)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[8-
(benzyloxy)octylloxy}phenyl)acetamide (12h; ZHAWOC7095)

NMR

0z WA 08 S8 06 §6 00T SOT OTr S'IT

S9

(wdd) 14
09

ST 0C ST 0'¢ S'€ 0y Sy 0§ S'S

0T

S0

11153

1203 =<

1.96 <

198 7

1184~

2.08 '\{

12204

2,074

| 8.36 «.I

-

-

.

i

:jmfwﬁqm’“ﬂ

"

00S- -

0-

00S

000T ~

00ST -+

0002~

0052+

000€ +

00S€

000%

005t~

0006 -

00SS -~

0009

0059~

000Z



N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[8-

(benzyloxy)octylloxy}phenyl)acetamide (12h; ZHAWOC7095)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[9-
(benzyloxy)nonylloxy}phenyl)acetamide (12i; ZHAWOC6931)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[9-

(benzyloxy)nonylloxy}phenyl)acetamide (12i; ZHAWOC6931)

-850

~800

~750

~700

650

600

550

~500

450

~400

~350

300

250

~200

150

~100

50

~-50

96°'5Z
¥1°9C “/.
P16

L1'62
€26
[4414
$9'67

TETh —
962 —

€849 —
500 —
vTU —

€EETT ~

e

26'b21
bL'L2T
8.5/
59'821
b0's71 -
€9°061 <~
bS'EET -
12481 —
02661 —

1€°6hT —

€0'85T —

9£'£9T
£6'291 b

€6°04T -~

190 180 170 160 150 140 130 120 110 100 90

00

f1 (ppm)

280
260

240

220

200

180

160

- 140
120
~100

80
60
-40
20
0

--140

96'ST
vﬁmm/
v1'62

8162
£T°67
[4 414
+9'67

1€ —
96Tk —

£€8'29 —
50°0L—
YT~

EEETT —
08'vIT —

18°€2T
6t /

[ 7AVk4t
€81 /

|

98'zTT
59921 \
$0'621 \

€9°0€7

T T T T T T T
140 130 120 110 100 90 80
f1 (ppm)

T
150

r
60



N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[10-
(benzyloxy)decylJoxy}phenyl)acetamide (12j; ZHAWOCG6932)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-(4-{[10-
(benzyloxy)decylJoxy}phenyl)acetamide (12j; ZHAWOCG6932)
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2-{4-[3-(benzyloxy)propoxy]phenyl}-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12k; ZHAWOC6641)

NMR
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2-{4-[3-(benzyloxy)propoxy]phenyl}-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12k; ZHAWOC6641)
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2-{4-[4-(benzyloxy)butoxy]phenyl}-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12l; ZHAWOC7102)
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2-{4-[4-(benzyloxy)butoxy]phenyl}-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12l; ZHAWOC7102)
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2-(4-{[5-(benzyloxy)pentylloxy}phenyl)-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12m; ZHAWOC5682)

NMR
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2-(4-{[5-(benzyloxy)pentylloxy}phenyl)-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12m; ZHAWOC5682)
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2-(4-{[6-(benzyloxy)hexylJoxy}phenyl)-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12n; ZHAWOC6640)
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2-(4-{[6-(benzyloxy)hexylJoxy}phenyl)-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12n; ZHAWOC6640)
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2-(4-{[7-(benzyloxy)heptylloxy}phenyl)-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (120; ZHAWOC6635)

NMR
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2-(4-{[7-(benzyloxy)heptylloxy}phenyl)-N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-

dihydro-1H-isoindol-5-yl}acetamide (120; ZHAWOC6635)
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2-(4-{[8-(benzyloxy)octylJoxy}phenyl)-N-{2-[(4-fluorophenyl) methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12p; ZHAWOC6638)

NMR
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2-(4-{[8-(benzyloxy)octylJoxy}phenyl)-N-{2-[(4-fluorophenyl) methyl]-1,3-dioxo-2, 3-
dihydro-1H-isoindol-5-yl}acetamide (12p; ZHAWOC6638)
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2-{4-[(5-hydroxypentyl)oxy]phenyl}-N-(2-methyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl)acetamide (13a; ZHAWOCG6648)

NMR
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2-{4-[(5-hydroxypentyl)oxy]phenyl}-N-(2-methyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl)acetamide (13a; ZHAWOCG6648)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-[4-(2-
hydroxyethoxy)phenyl]acetamide (13b; ZHAWOC5473)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-[4-(2-
hydroxyethoxy)phenyl]acetamide (13b; ZHAWOC5473)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-[4-(3-

hydroxypropoxy)phenyllacetamide (13c; ZHAWOC4512)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-[4-(3-
hydroxypropoxy)phenyllacetamide (13c; ZHAWOC4512)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-[4-(4-

hydroxybutoxy)phenyl]acetamide (13d; ZHAWOC4753)

'!\, -
o
—
=
wn - z
-
—
o
1 0.951 % =
—
(= x=
o4 o
-
o -
o
o |
iﬁ o
© |
o
7 (=]
X
1.00—= — —
o
o 1.0 e — s =
] 1.0
N
v
7.1 B B L
~N
o 2.02= —_—
o
wn
RO
—
k=)
o
Efl
n
A
° L
1 1.99= L —_—
097 = — —_
o 8
N ——
© || 20/ [
1| 1.9A¢ =
E-L: o 2.08-\1 ( —_—
. B
o
N L__
4 ‘
N
o
1 2.074% S — —
= 12.08% %-_~ o .
wn
=
o
o |
wn
o |
o
T T T T T T T T T T
o = ~N w » w D ~N x® O
o o o o o o o o o
=1 =1 o o =1 S S o o
o o o o o o o o o
o o (=} o o o o o o




N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-[4-(4-
hydroxybutoxy)phenyl]acetamide (13d; ZHAWOC4753)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(5-
hydroxypentyl)oxy]phenyl}acetamide (13e; ZHAWOC5130)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(5-
hydroxypentyl)oxy]phenyl}acetamide (13e; ZHAWOC5130)

_~170.94

<

167.94
167.77
158.04

—145.30

37
33
30
29
27
27
27
25
2
23

—114.81

~113.33

—67.89
—61.07
— 42.96
—_ 4439
—132.68
—29.06
—22.61

1700
~1600
1500
1400
~1300
1200
1100
~1000
) 900
~800
700
~600
~500
~400
1 ~300

T 200

~100

~-100

T T T T T T T T T T T

T T T T T T T T
180 170 160 150 140 130 120 110 100 90
f1 (ppm)

67.89
61.07

500

— 114.81
—113.33
—42.96
—41.32
— 32.68
— 29.06

22.61

450

[~400

[~350

300

250

200

150

100

50

-250

r-300

-350

-400

T T T T T T T T T T T T T T T T T

60 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)



) 38000
Q!.WU@/ 0 hadiaahad -36000
/ N -34000
32000
~30000
% AFRE Y Y N
- 26000
- 24000
22000
- 20000
- 18000
- 16000
- 14000
- 12000
- 10000
-8000

~6000

1.091 ——————

£L --2000
~ w L

4.7
1.9

1.00x
I
!
1.961

1.0
1.0

N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(6-

hydroxyhexyl)oxyJphenyl}acetamide (13f; ZHAWOC5132)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(6-
hydroxyhexyl)oxyJphenyl}acetamide (13f; ZHAWOC5132)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(7-
hydroxyheptyl)oxy]phenyl}acetamide (13g; ZHAWOC7103)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(7-

hydroxyheptyl)oxy]phenyl}acetamide (13g; ZHAWOC7103)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(8-

hydroxyoctyl)oxy]phenyl}acetamide (13h: ZHAWOC7137)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(8-
hydroxyoctyl)oxy]phenyl}acetamide (13h: ZHAWOC7137)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(9-
hydroxynonyl)oxy]phenyl}acetamide (13i; ZHAWOCG6936)

NMR
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(9-
hydroxynonyl)oxy]phenyl}acetamide (13i; ZHAWOCG6936)
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N-(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-2-{4-[(10-
hydroxydecyl)oxyJphenyl}acetamide (13j; ZHAWOC6937)

NMR
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-[4-(3-
hydroxypropoxy)phenyllacetamide (13k; ZHAWOCG6642)

NMR
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-[4-(3-
hydroxypropoxy)phenyllacetamide (13k; ZHAWOCG6642)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-y}-2-[4-(4-
hydroxybutoxy)phenyl]acetamide (131; ZHAWOC5462)

NMR
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-y}-2-[4-(4-
hydroxybutoxy)phenyl]acetamide (131; ZHAWOC5462)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(5-
hydroxypentyl)oxy]phenyl}acetamide (13m; ZHAWOC5683)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(5-
hydroxypentyl)oxy]phenyl}acetamide (13m; ZHAWOC5683)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(6-
hydroxyhexyl)oxyJphenyl}acetamide (13n; ZHAWOC6643)

NMR
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N-{2-[(4-fluorophenyl)methyi]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-yl}-2-{4-[(6-

hydroxyhexyl)oxyJphenyl}acetamide (13n; ZHAWOC6643)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(7-
hydroxyheptyl)oxy]phenyl}acetamide (130; ZHAWOC6636)

NMR
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(7-
hydroxyheptyl)oxy]phenyl}acetamide (130; ZHAWOC6636)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(8-

hydroxyoctyl)oxy]phenyl}acetamide (13p; ZHAWOCG6639)
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N-{2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-yl}-2-{4-[(8-
hydroxyoctyl)oxy]phenyl}acetamide (13p; ZHAWOCG6639)
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5-(4-{[(2-methyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-

yl)carbamoyl]methyl}phenoxy)pentanoic acid (14a; ZHAWOC6649)

NMR
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5-(4-{[(2-methyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)pentanoic acid (14a; ZHAWOC6649)

8000

168.26
168.13
157.99
145.06

_~170.90
24
23
—114.81
~113.11
—67.61
—42.96
—34.34

™-28.70
2419
~21.90

<
I
Z

7500

[~7000

6500

6000

5500

5000

4500

4000

3500

{~3000

2500

2000

1500

1000

500

~-500

T T T T T T T T T T
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

[ 1buu

67.61
42.96

1500

— 130.63|
——124.54
~123.53
— 114.82
—113.11

—34.34
—28.70
—24.19

1400

1300

1200

1100

1000

900

T [~800

700

600

500

400

300

200

100

i --100
--200
~-300
i ~-400

r-500

-600

T T T v T T T T T T T T T T T T T T

60 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)



5-(4-{[(2-methyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)pentanoic acid (14a; ZHAWOC6649)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C22 H22 N (M+H)+  411.1552 -0.18 99.88

x10 4 |C22 H22 N2 06: +ESI Scan (rt: 4.536-4.569, 4.666-4.682 min, 5 scans) Frag=175.0V 170420_07_6649.d
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2-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)acetic acid (14b; ZHAWOC5474)
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2-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)acetic acid (14b; ZHAWOC5474)

HRMS

Best

Formula Species m/z Diff (ppm’ Score (MFG)

WAHR C25H20N (M+H)+  445.1409 -3.73 93.41

x10 4
8.5

84
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64
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5
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4
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34
254
24
1.5
14
0.5
0

C25 H20 N2 O6: +ESI Scan (rt: 4.983, 5.113-5.146 min, 4 scans) Frag=175.0V 170420_02_5474.d
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3-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)propanoic acid (14c; ZHAWOC4765)
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3-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)propanoic acid (14c; ZHAWOC4765)

HRMS

4765
Best ID Source Formula Species mz Score Diff (ppm) Score (MFG)
WAHR MFG C26 H22 N2 06 (M+H)+ 459.1538 94.37 3.09 94.37

X105 [C26 H22 N2 OB: +ES| Scan (t: 5.082, 5.163-5.179 min, 3 scans) Frag=175.0v 160503_11_4765.d
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4-(4-{[(2-benzyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)butanoic acid (14d; ZHAWOC4766)
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4-(4-{[(2-benzyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)butanoic acid (14d; ZHAWOC4766)
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4-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)butanoic acid (14d; ZHAWOC4766)

HRMS

4766
Best ID Source Formula Species mz Score Diff (ppm) Score (MFG)
WAHR MFG C27 H24 N2 06 (M+H)+ 473.1699 98.12 1.25 98.12
x10 4 |C27 H24 N2 06: +ESI Scan (1t 5.197-5.213, 5.278 min, 3 scans) Frag=175.0v 160503_12_4766.d
8 4731699
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yl)carbamoyl]methyl}phenoxy)pentanoic acid (14e; ZHAWOC5131)

5-(4-{[(2-benzyl-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
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5-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)pentanoic acid (14e; ZHAWOC5131)
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5-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)pentanoic acid (14e; ZHAWOC5131)

HRMS

5131
Best ID Source Formula Species mz Score Diff (ppm) Score (MF Mass
WAHR MFG C28 H26 N2 06 (M+H)+ 487.1853 97.15 23 97.15  486.178

X104 |C28 H26 N2 0B: +ES| Scan (1 5.349, 5.414-5.446 min, 4 scans) Frag=175.0v 160503_14_5131.d
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6-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)hexanoic acid (14f; ZHAWOC5133)

NMR
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6-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)hexanoic acid (14f; ZHAWOC5133)

1200

««««««««««««

—177.22
~171.23

<

168.02
167.83
158.00

— 145.78

37
33
30
29
27

67.99
—42.86
ol
~38.78

_~29.35
_~26.76
2637

1100

1000

900

800

~700

600

500

400

300

200

~100

r-100

T T T T T T T T T T
'00 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

150

— 114.68
~113.47

67.99
— 42.86
~~-41.28
—38.78
—=29:35

2676
<-2637

140
130
120
t 110
100
90
80
70

60

40

30

=70

T T T T T T T T T T T T T T T T T

60 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)



6-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)hexanoic acid (14f; ZHAWOC5133)

HRMS

5133
Best ID Source Formula Species mz Score Diff (ppm) Score (MF Mass
WAHR MFG C29H28 N2 06  (M+H)+ 501.2027 98.55 -1.49 98.55 500.1955

x10 4 |C29 H28 N2 06: +ESI Scan (1t 5.507, 5.605-5.621 min, 3 scans) Frag=175.0v 160503_16_5133.d
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7-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)heptanoic acid (14g; ZHAWOCG6650)
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7-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)heptanoic acid (14g; ZHAWOC6650)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C30H30N (M+H)+  515.2175 0.15 99.13
x10 4 |C30 H30 N2 O6: +ESI Scan (rt: 5.705, 5.802-5.851 min, 5 scans) Frag=175.0V 170420_08_6650.d
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8-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)octanoic acid (14h; ZHAWOC6651)

NMR
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8-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)octanoic acid (14h; ZHAWOC6651)
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8-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)octanoic acid (14h; ZHAWOC6651)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C31H32N (M+H)+  529.2324 1.57 97.86

x10 4 |C31 H32 N2 06: +ESI Scan (rt: 5.883, 6.030-6.046 min, 3 scans) Frag=175.0V 170420_09_6651.d
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9-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)nonanoic acid (14i; ZHAWOC6941)

NMR
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9-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)nonanoic acid (14i; ZHAWOC6941)
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9-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)nonanoic acid (14i; ZHAWOC6941)

HRMS
Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR  C32 H34 N (M+H)+ 543.2485 0.8 99.56
x10 4 |C32 H34 N2 O6: +ESI Scan (rt: 6.087, 6.217-6.265 min, 5 scans) Frag=175.0V 170420_11_6941.d
8.5 543.2485
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Figure S1a: Determination of the ICso-value for compound 14i against MMP-7.
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Figure S1b: Determination of the ICso-value for compound 14i against MMP-13.
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10-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoyl]methyl}phenoxy)decanoic acid (14j; ZHAWOCG6942)
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10-(4-{[(2-benzyl-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl)carbamoylmethyl}phenoxy)decanoic acid (14j; ZHAWOC6942)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C33H36N (M+H)+  557.2647 -0.02 99.21

x10 5 [C33 H36 N2 06: +ESI Scan (it: 6.300, 6.430-6.478 min, 5 scans) Frag=175.0V 170420_12_6942.d
557.2647
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3-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}propanoic acid (14k; ZHAWOCG6644)
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3-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}propanoic acid (14k; ZHAWOCG6644)

— 145.30
33
33
30
30
30
27
25
24
15,
14
13
64.09
2.93
=]
— 34.66

1400
1300
1200
~1100
~1000
900
~800
~700
~600
~500
400

! i 300

~200

~-100

T T T T T T T T T T T
190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)

115.90
115.73
114.81
113.34
64.09

— 42,93
—40.63
— 34.67

A
<
N
A\

200

150

1 ~100

50

r-50

-100

T T T T T T T T T T T T T T T T T

60 150 140 130 120 110 100 90 80
f1 (ppm)



3-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyljphenoxy}propanoic acid (14k; ZHAWOC6644)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR  C26 H21F (M+H)+ 477.147 -2.84 95.93

x10 4 |C26 H21 F N2 O6: +ESI Scan (rt: 5.175, 5.273-5.354 min, 7 scans) Frag=175.0V 170420_04_6644.d
74 477.1470
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4-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-

yl}carbamoyl)methyl]phenoxy}butanoic acid (14l; ZHAWOCS5463)
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4-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-

yl}carbamoyl)methyl]phenoxy}butanoic acid (14l; ZHAWOCS5463)
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4-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyljphenoxy}butanoic acid (14l; ZHAWOC5463)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C27H23F (M+H)+  491.1617 -0.77 99.11

x10 5 |C27 H23 F N2 O6: +ESI Scan (rt: 5.288, 5.434-5.499 min, 6 scans) Frag=175.0V 170420_01_5463.d

+ 491.1617
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5-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}pentanoic acid (5; ZHAWOC5684)
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5-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}pentanoic acid (5; ZHAWOC5684)
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5-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyllphenoxy}pentanoic acid (5; ZHAWOC5684)

HRMS

5684

Best
WAHR

1D Source
MFG

Formula

Species mz Score Diff (ppm) Score (MF Mass

C28 H25 F N2 06 (M+H)+ 505.1758 96.56 248 96.56 504.1684

x10 4 |C28 H25 F N2 06: +ESI Scan (it: 5.384, 5.475-5.508 min, 4 scans) Frag=175.0V 160503_19_5684.d
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6-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}hexanoic acid (14m; ZHAWOC6645)
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6-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}hexanoic acid (14m; ZHAWOC6645)
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6-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}hexanoic acid (14m; ZHAWOC6645)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR _ C29H27F (M+H)+  519.1919 1.56 98.15

x10 4 |C29 H27 F N2 O6: +ESI Scan (rt: 5.560-5.576, 5.690-5.755 min, 7 scans) Frag=175.0V 170420_05_6645.d
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7-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}heptanoic acid (14n; ZHAWOCG6637)
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7-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}heptanoic acid (14n; ZHAWOCG6637)
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7-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyljphenoxy}heptanoic acid (14n; ZHAWOCG6637)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C30H29F (M+H)+  533.2092 -1.61 98.45

x10 4 |C30 H29 F N2 O6: +ESI Scan (rt: 5.731, 5.845-5.893 min, 5 scans) Frag=175.0V 170420_03_6637.d
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8-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}octanoic acid (140; ZHAWOC6646)
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8-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2, 3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}octanoic acid (140; ZHAWOC6646)
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8-{4-[({2-[(4-fluorophenyl)methyl]-1,3-dioxo-2,3-dihydro-1H-isoindol-5-
yl}carbamoyl)methyl]phenoxy}octanoic acid (140; ZHAWOC6646)

HRMS

Best Formula Species m/z Diff (ppm! Score (MFG)
WAHR C31H31F (M+H)+  547.2248 -1.63 98.24
x10 5 |C31 H31 F N2 06: +ESI Scan (rt: 5.936, 6.049-6.082 min, 4 scans) Frag=175.0V 170420_06_6646.d
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