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Table S1. Complete list of optimization of reaction conditions

entry | solvent catalyst time | ratio of 4a/5/2, | yield of4a | yield of 5
% % %

1 DMSO HOACc (20 mol1%) 24 h no reaction

2 DMF HOACc (20 mol1%) 24 h no reaction

3 THF HOACc (20 mol1%) 24 h no reaction

4 MeCN HOACc (20mol%) 24 h 13/8/79

5 Et,0 HOACc (20 mol1%) 24 h 13/6/81

6 toluene HOACc (20 mol1%) 24 h no reaction

7 MeOH HOACc (20 mol1%) 24 h 9/8/91

8 CH,Cl, HOACc (20 mol1%) 24 h 52//22/26

9 CHCl; HOACc (20 mol1%) 24 h 48//15/37

10 CH,Cl, 4-F-PhCO,H(20 mol%) 24 h 47/5/48

11 CH,Cl, Proline (20 mol%) 24 h 7/0/93

12 CH,Cl, TFA (20 mol%) 24 h | decomposition

13 CH,Cl, 2 M HCI (20 mol%) 24 h 26/4/70

14 CH,Cl, 4-Me-PhCO,H(20 mol%) 24 h 28/13/59

15 CH,Cl, | 3-F-5-CF5;-PhCO,H(20 mol%) | 24h 50/25/25

16 CH,Cl, | 3,5-(CF3),-PhCO,H(20 mol%) | 24h 46/17/37

17 CH,Cl, MeOCH,CO,H (20 mol1%) 24 h 45/36/19

18 CH,Cl, PhCH,CO,H (20 mo1%) 24 h 23/10/67

19 CH,Cl, Cyc.CeH;,CO,H (20 mol%) 24 h 13/10/77
20 CH,Cl, PTSA (20 mol%) 24 h 21/5/74

21 CH,Cl, (3,5-(CF;),-PhNH),CS (20 24 h no reaction

mol%)

22 CH,Cl, diphenic acid (20 mol%) 24 h 47/23/30

23 CH,Cl, HOAc (100 mol%) 24 h 59//117/24

24 CHCl; HOAc (100 mol%) 24 h 44/11/45

25 CH,Cl, HOACc (100 mol%) 24 h 45/9/46 85

26 CH,Cl, MeOCH,CO,H (100 mol%) 48 h 0/100/0 75
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Scheme S1. Strategy to obtain stable hydrolyzed compound 8a. a.10% LiOH, MeOH, rt, 2 h,
95% yield. b. Ac,0O (3 equiv.), DMAP (0.1 equiv.), CHCly, rt, 2 h, 95% yield.
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Scheme S2. Synthesis of 10a, 10b, 11a, 11b. a. I, (2.2 equiv.), NaHCOj; (3 equiv.), ether, rt, 24
h, 60% yield. b. ICI (2.2 equiv.), NaHCO; (3 equiv.), ether, rt, 24 h, 70% yield. c¢. 10% LiOH,
MeOH, rt, 2 h, 95% yield.
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Characterizations of compounds 2, 4a-41, 5, 10a, 10b

—

HO N/

MeOOC

2. '"HNMR (500 MHz, CDCl;) 10.91 (s, 1H), 7.93 (d, J = 8.5 Hz, 1H), 6.86 (d, J = 2.0Hz, 1H), 6.76-6.74 (m, 1H), 5.91 (s, 2H), 3.99 (s, 3H), 2.08
(s, 6H). ESI-MS Cacld. for C14H16NO3 (M+H"): m/z 246.1; found 246.0.

— HNﬁ<:>
HO:[::rN Y
MeOOC

4a. 'H NMR (500 MHz, CDCl;) 10.93 (s, 1H), 7.94 (d, J = 8.4 Hz, 1H), 7.22-7.19 (m, 2H), 6.85 (d, J = 2.0 Hz, 1H), 6.75-6.68 (m, 4H), 5.9 (s,
1H), 4.08 (s, 2H), 3.99 (s, 3H),2.07 (s, 3H), 2.05 (s, 3H). °C NMR (125 MHz, CDCl;) § 170.1, 162.1, 148.6, 145.3, 130.6, 129.2, 128.0, 125.8,
119.2,117.2, 117.1, 117.1, 112.6, 111.7, 107.6, 52.5, 40.6, 12.8, 10.7. ESI-MS Cacld. for C21H21N203 (M-H"): m/z 349.2; found 349.2.

HO N/ «i}
MeOOC

4b. 'H NMR (500 MHz, CDCl3) 10.92 (s, 1H), 7.94 (d, J = 8.5 Hz, 1H), 7.55 (d, J = 7.7 Hz, 2H), 7.47 (d, J = 8.6 Hz, 2H), 7.39 (t, J = 7.9 Hz,
2H), 7.26-7.23 (m, 1H), 6.86 (d, J= 1.9 Hz, 1H), 6.76-6.73 (m, 3H), 6.00 (s, 1H), 4.12 (s, 2H), 3.98 (s, 3H), 2.07 (s, 3H), 2.06 (s, 3H). *C NMR
(125 MHz, CDCl;) § 170.0, 162.1, 148.0, 145.2, 141.3, 130.6, 130.0, 128.6, 128.0, 127.9, 126.2, 125.9, 125.8, 119.2, 117.1, 117.1, 112.9, 111.7,
107.6,52.5, 40.6, 12.8, 10.7. ESI-MS Cacld. for C27H25N203 (M-H"): m/z 425.2; found 425.0.

—\ HN
HO N/
MeO
MeOOC

4d. 'HNMR (500 MHz, CDCl3) 10.92 (s, 1H), 7.94 (d, J= 8.5 Hz, 1H), 6.93-6.92 (m, 1H), 6.90 (d, J = 8.5 Hz, 1H), 6.88-6.74 (m, 3H), 6.70-6.67
(m, 1H), 6.02 (s, 1H), 4.10 (s, 2H), 4.00 (s, 3H), 3.84 (s, 3H), 2.08 (s, 3H), 2.07 (s, 3H). *C NMR (125 MHz, CDCL;) § 170.1, 162.1, 146.8,
145.4, 138.6, 130.6, 127.8, 125.8, 121.3, 119.3, 117.3, 117.1, 116.2, 111.6, 109.8, 109.3, 107.8, 55.3, 52.5, 40.3, 12.9, 10.8. ESI-MS Cacld. for
C22H23N204 (M-H"): m/z 379.1663; found 379.1671.

F
o
HO:[::rN Y
MeOOC

4e. "H NMR (500 MHz, CDCl;) 10.93 (s, 1H), 7.95 (d, J = 8.4 Hz, 1H), 7.11 (dd, J = 14.9, 8.0 Hz, 1H), 6.86 (d, J = 2 Hz, 1H), 6.75-6.73 (m,
1H), 6.43-6.35 (m, 3H), 5.97 (s, 1H), 4.01 (s, 2H), 4.00 (s, 3H), 2.07 (s, 3H), 2.05 (s, 3H). *C NMR (125 MHz, CDCl3) § 170.1, 165.1, 163.2,
162.1, 150.3, 150.3, 145.2, 130.7, 130.2, 130.1, 128.1, 125.9, 119.2, 117.1, 116.7, 111.8, 108.5, 107.5, 103.5, 103.3, 99.3, 99.0, 52.5, 40.5, 12.8,
10.7. ESI-MS Cacld.for C21H20FN203 (M-H"): m/z 367.1463; found 367.1469.
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4f. "H NMR (500 MHz, CDCl3) 10.93 (s, 1H), 7.95 (d, J = 8.5 Hz, 1H), 7.27 (d, J = 5.0Hz, 1H), 6.94 (d, J = 7.7 Hz, 1H), 6.87-6.86 (m, 2H),
6.81-6.79 (m, 1H), 6.76-6.6.74 (m, 1H), 5.98 (s, 1H), 4.10 (s, 2H), 4.00 (s, 3H), 2.07 (s, 3H), 2.06 (s, 3H). ESI-MS Cacld.for C22H20F3N203
(M-H"): m/z 417.1432; found 417.1442.

— HN
HO N/
][:j/ OCF5

MeOOC

4g. "H NMR (500 MHz, CDCl;) 10.93 (s, 1H), 7.95 (d, J = 8.4 Hz, 1H), 7.06(d, J = 8.5 Hz, 2H), 6.86 (d, J = 1.9 Hz, 1H), 6.76-6.73 (m, 1H),
6.63-6.62 (m, 2H), 5.98 (s, 1H), 4.06 (s, 2H), 4.00 (s, 3H), 2.07 (s, 3H), 2.06 (s, 3H). *C NMR (125 MHz, CDCl3)  170.1, 162.1, 147.4, 145.2,
140.2, 130.7, 128.1, 125.9, 122.4, 119.2, 117.1, 116.8, 112.8, 111.8, 107.5, 52.5, 40.8, 12.8, 10.7. ESI-MS Cacld.for C22H20F3N204 (M-H"):
m/z 434.1465; found 434.1392.

— HN~<:>F1(
HO:[::rN 4
MeOOC

4h. 'H NMR (500 MHz, CDCl3) 10.92 (s, 1H), 7.94 (d, J= 8.4 Hz, 1H), 7.09-7.08 (m, 2H), 6.86 (d, /= 2.0 Hz, 1H), 6.76-6.74 (m, 1H), 6.66-6.64
(m, 2H), 5.99 (s, 1H), 4.07 (s, 2H), 4.00 (s, 3H),2.83 (p, J = 6.9 Hz, 1H), 2.07 (s, 3H), 2.05 (s, 3H),1.24 (s, 3H), 1.22 (s, 3H). °C NMR (125
MHz, CDCL3) & 170.1, 162.1, 146.7, 145.3, 137.7, 130.6, 127.9, 127.0, 125.8, 119.2, 117.4, 117.1, 112.7, 111.6, 107.6, 52.5, 40.9, 33.2, 24.3,
12.8, 10.7. ESI-MS Cacld.for C24H27N203 (M-H"): m/z 391.2109; found 391.2036.

= HN~<::>\
HO 7E%>" Cl
MeOOC::::

4i. "H NMR (500 MHz, CDCl3) 10.93 (s, 1H), 7.94 (d, J = 8.4 Hz, 1H), 7.14(dd, J = 6.8, 2.1 Hz, 2H), 6.85 (d, /= 1.9 Hz, 1H), 6.74(dd, J = 8.4,
2.0 Hz, 1H), 6.60-6.58 (m, 2H), 5.97 (s, 1H), 4.05 (s, 2H), 4.00 (s, 3H),2.07 (s, 3H), 2.05 (s, 3H). '°C NMR (125 MHz, CDCl;) & 170.1, 162.1,
147.1, 1452, 130.6, 129.0, 128.1, 125.8, 121.6, 119.2, 117.1, 116.8, 113.7, 111.7, 107.4, 52.5, 40.7, 12.8, 10.7. ESI-MS Cacld.for
C21H21CIN203 (M-H"): m/z 383.1168; found 383.1168.

= HN~<::>\
HO][:IIE%>~J Br

MeOOC

4j. "H NMR (500 MHz, CDCl3) 10.92 (s, 1H), 7.93 (d, J= 8.4 Hz, 1H), 7.26(d, J = 8.8 Hz, 2H), 6.84 (d, /= 2.0 Hz, 1H), 6.73(dd, J= 8.4, 2.0 Hz,
1H), 6.54 (d, J = 8.8 Hz, 2H), 5.96 (s, 1H), 4.03 (s, 2H), 3.99 (s, 3H),2.06 (s, 3H), 2.04 (s, 3H). *C NMR (125 MHz, CDCl3) & 170.0, 162.1,
147.5, 1452, 131.8, 130.6, 128.1, 125.8, 119.2, 117.1, 116.8, 114.2, 111.7, 108.6, 107.4, 52.5, 40.6, 12.8, 10.7. ESI-MS Cacld.for
C21H21BN203 (M-H"): m/z 427.0663; found 427.0660.
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= HN@CI
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4k. "H NMR (500 MHz, CDCl3) 10.93 (s, 1H), 7.94 (d, J = 8.4 Hz, 1H), 7.19(d, J = 8.7Hz, 1H), 6.85 (t, J = 2.1 Hz, 1H), 6.75-6.73(m, 2H), 6.48

(dd, J = 8.8, 2.8Hz, 1H), 5.95 (s, 1H), 4.03 (s, 2H), 4.00 (s, 3H),2.06 (s, 3H), 2.05 (s, 3H). ESI-MS Cacld. for C21H20CI2N203 (M-H"): m/z
417.0778; found 417.0783.

= HNOF
HO N/
ST
MeOOC

41. "H NMR (500 MHz, CDCl3) 10.92 (s, 1H), 7.94 (d, J = 8.4 Hz, 1H), 6.86 (d, J = 2.0 Hz, 1H), 6.81-6.71(m, 4H), 5.98 (s, 1H), 4.08 (s, 2H),
4.00 (s, 3H), 2.07 (s, 3H), 2.06 (s, 3H). ESI-MS Cacld. for C21H20F2N203 (M-H"): m/z 385.1369; found 385.1368.

NH
HO N/
-0
MeOOC

5. 'H NMR (500 MHz, CDCl;) 10.94 (s, 1H), 7.96 (d, J = 8.4 Hz, 1H), 7.19-7.16 (m, 4H), 6.86 (d, J = 2.0 Hz, 1H), 6.76-6.65(m, 8H), 4.13 (s,
4H), 4.00 (s, 3H), 2.08 (s, 6H). *C NMR (125 MHz, CDCl3) § 170.1, 162.2, 148.5, 145.1, 130.7, 129.3, 129.2, 126.1, 119.4, 118.6, 117.6, 117.3,
116.6, 115.1, 113.2, 111.9, 52.6, 39.2, 10.7. ESI-MS Cacld.for C28H28N303 (M-H"): m/z 454.2; found 454.0.

|
HO N/l

MeOOC

10b. "H NMR (500 MHz, CDCl;) 10.95 (s, 1H), 7.95 (d, J = 8.4 Hz, 1H), 6.79 (d, J = 2.0 Hz, 1H), 6.69-6.63 (m, 1H), 4.00 (s, 3H), 2.15 (s, 6H).
ESI-MS Cacld.for C14H1312NO3 (M-H"): m/z 495.9; found 496.0.

— Ad¢1c:>
ACOD/N Y,
MeOOC

7a. 'H NMR (500 MHz, CDCl;) 8.06 (d, J = 8.3 Hz, 1H), 7.37-7.31 (m, 3H), 7.06-7.03 (m, 3H), 6.87 (d, J = 3.8 Hz, 1H), 5.85 (s, 1H), 4.69 (s,
2H), 3.89 (s, 3H), 2.35 (s, 3H), 2.00 (s, 3H), 1.83 (s, 3H), 1.66 (s, 3H). ESI-MS Cacld.for C25H27N205 (M+H"): m/z 435.2; found 435.0.
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LC-MS studies of hydrolyzed compounds 3, 8a-81, 9, 11a, 11b
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Copies of 'H and °C NMR Spectra of compounds 2, 4a-41, 5, 7a, 10b

HOUN Y
MeOOC

<
w0 ol WONMITWD ~ 0w w
o ~o DO FTONDW = o ©
» el VWM O - D © ~
P L& NOBNNNN * @0 S
- N~ WO WWWW w Delned o~
A U l ’L ) A F LA
o 2 o0 © w0 o
o - «< W ~ © <
o 223 ~No o N w
S S k) % < ~
- - o - T 0w
T T T T T T T T T T T T T T T T T T T T
8 6 4 [Ppm]

10

22



—\ HN
N/

HO
MeOOC

3-082-1H

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

v¥S0°T -
9690°C -

0v66°¢E -
9080°Y -

SS16°01 -

3

0 [ppm]

4-038R-13C

0201 -
6128CL -

2695°0v -

LL6V'2S -

LOVL'9L A
8000°LL -+
8vSTLL-

9LLS°L0L
€899°LLL -
TLYTLL -
S660°LLL
28ZLLLL
OWZT'LLL -
90ZZ'6LL -,
zL8L'ST) -
2EL6°LTL
86LL°6Z1 4
6019°0¢€} -

9LLT'SYL -
61€9°8V1 -

8€60°Z91 -

S850°0LL -

23

[ppm]

0

50

100

150

200




HN
4b

N/

HO
MeOOC

S¥90°C
LLL0°C-

S¥86°€ -
oveL'y -

102601 -

La,

I

Ly w

L

Sanan 7.

——————tvG s T

_ e 1 1 0Y5"

— —— P

(ppm]

10

LLELOL -~
PAYA: A

009°0¥ -

LE6Y°2S -

L2E€L'9L
8586'9L -
00ve'LL-

yYSSL0L |
S889°LLL .
26L8TLL

L
3 i
05€2°921 -
L
L

6985821 -
2186'621) -

1800781 -
0660291 -

88V0°0LL -

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

24

[ppm]

0

50

100

150

200




HN
MeO

N/
4d

HO
MeOOC

5
=3
L &
3 =
F
— L LLSL0L
$098°Z1
83 e
3 LEYE Y
- i £28r'ZS
SLEGE LeRNC 6S0E°SS -
Syors — E——— T
96¥L°9L
L S£00°LL
8220' 08SZ'LL
7199
7v19'9 | L
9989'9
$689'9 4
610L9 - _———duuck
8¥0L'9 £VSL°L0
LZPL'9 ¥952°60
arr9 ) 3 255260
% - - ks, 0£09'L}
LPSL'9 p— =14 6EL1'0L
LISL'9 3 vEpL'LL
10929 — LIEELL
699.'9 22LT6)
60.L'9 r 1592421
06.L'9 ¥89.'SZL
v18L°9 S O 8268 L2}
8¥6.'9 1ZL5°08L
71619 09v9°'8€L
7118'9 L 95LE'ShL
168'9 LBL9YL
$£06'9
2906'9 L
1816'9
£126'9 1980°294
0¥E6'9 L
6652'L )
65£6'L 9680°0L4
8256°L Lo
e
812604 —_ L
o
]
S
I a
9
. e *

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

25

[ppm]

0

50

100

150

200




Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

HN

N/

HO

4e

MeOOC

2B-1H

4-023

§£90Z
100"

8L66.L
8.50'F%
LYL6'S
96¥€'9
L¥SE'9
98S€'9
012€'9
SE€LE'9
€LLE9
618€'9
8E0¥'9
L0L'9
0SLv'9
€L2r'9
vLIEV'9
02€L'9
09€L'9
TEPL'S
88¥L'9
82SL'9
££589
1158'9
L980°L
6204°L
99LL'L
9ZEL'L
66SZ°L
LLE6'L

6€S6°L

1S26°01

suam ¢

=3 Y

rurn

[ppm]

o

@

o

12

4-032B-13

881LL0L
9808°C1

6S6v°0F

vLLSTS

8LYL'OL

2T00°LL
L9S2°LL

[ppm]

0

50

100

150

200

26



Electronic Supplementary Material (ESI) for Chemical Communications
This journal is © The Royal Society of Chemistry 2013

4-032E-1H

o
o~ NONNOONNTONNMNOTNOOW o~ -~
D OMOOWVONRNONMNMOVONIVLWL -0 ™
= RANNRRARRRRDNERE® e R
- RN OOODODOOODOOVWOW o NN
———————— —
l l_l,l'] A JA PR SR )
b ht= o3 r =1 »
- c re- b3 E; t
5 € \=2c H < t
- - - - r ¢
e rNT " - ¢
T T T T T T T T T T T T T T T T
10 8 6 - 2 [ppm]

27



OCF;

HN

N/
49

HO
MeOOC

F-1H

4-03

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

3
o
1=
3 -
9zLL0L
- 9108'Z}
§950'2 . S I‘My:. )
0r20°2
992L°0%
I L115°28
mwmwﬂ {Mr_nan e
L £9v2°9L
2000°2L
YST'LL
926'S i
L4y . DR I
1619'9 9657° 201
1629'9 | 029L V1L
£6£9'9 + 1952°ZL1
SYEL'D ¥ s IV 8882°9L1
grels e ——————— A 094 LLE
€4529 | R e S 1102611
£96.'9 | 60922}
6558'9 | 058'5Z1
16589 | r ¥911'821
bisos Lp99°05}
- — — OV 1= .
60V6'Z Lo 8622'0v
1156, 1581°5p1
I 885€"LpL
i 6521291
3 89500}
e
2LE60L — S S —
g
L )
N
®
g
5

28

[ppm]

0

50

100

150

200




HO
MeOOC

4-032C-18

T
— — o
.w
4 L
SIZTL e ] Ze2L0L
B A £1£8°ZL
vmmm.u LZ Lla 15922
WL0'T
69L1'EE
o -
et A [ S 6v98°0F
vZv8z r
7958'C
196Y°2S
_£166°C g vy
e Gt ¥
L VSYL9L
2666°9L
18ST°LL
1686'S
1Z7v9°9 . . S PyivN PN
59v9'9 £v29'20)
8559'9 £6v9° k1L
feerel S W oLeL el
. _ . surn 0LEVLLL
%mw, - e — LA wmmv.m:
: ot Z'6L1
695.'9 ' N tRa77 919252}
71589 8.£0°22)
1198'9 - 1926'L2)
0920°Z 2009°05}
mmmmm | _ . et o £€819'/€)
gz804d 20ZE'sv1
mmnms €LVLovL
v6'L r
r 1860°291
L 0920°0L}
e
1616°04 . — |
I
&
2

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

29

tppm]

0

50

100

150

200



Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

Cl

HO

MeOOC

4-032J-1H

18Y0°T -,

6590

LS66°C

AL b

S

65V0°'Y

L196'S
L¥8S'9
6885'9
18659
€209'9
LL2L'9
81€L'9
SYYL'9
S8¥L'9
§8¥8'9
£€258'9
S8ZL°L
9zeL'L
8IvL'L

LopLL |
0092Z |

8¥€6°L
9166°L

1926°01

T
Ippm]

10

4-032J-13

00€L°0}
8vigziL

oLLLov

1816°2S

09¥L'9L
2000°LL
8€ST'LL

vy L0l
ZveL’LLL
SL69'ELL
99v8'9LL
zzeLLLL
800Z°611
9509°L2)
6508°SZ)
$¥80°821
0996'82}
26v9°0€L

S98L'GYL
313443

ZroLzol

050°02)

[ppm]

0

50

100

150

200

30



Br

HN

N/

HO
MeOOC

4-032I-1H

£
o
[
§
- 8£2L°01
3 908°Z}
L6802, s e
1150'C
i 8165°0%
IPLSTS
2886'¢ e o=
3984 =3re o=
SSvL°9L
s 68669,
VesT'LL
. ~ ——wvar e 0EEY'L0L
pises © 8185°801
2055'9 662L 111
foz29 | S e Yoso1t
TveL9 . — a1 9LZL Ll
02829 | B Tecs 5} :
0LrL9 - S0eyeLy
2ives | S ——dncen ] e
75v8'9 .
oesd L 85v9'0E}
o0eed 98lg'lel
6426'2 e N P .
. = £691°5v1
e LG YL
L 56029} -
9zv0'0L)
Lo
e
10Z6°04 NE—— 4 o
.__
]
L a
i

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

31

tppm]

0

50

100

150

200



Cl
Cl

HN
N/
4k

HO
MeOOC

32G-1H

3-0

4 {x4
NN@O.N Jﬂ— AR |
vS80°C

Ly86°C
L966°C
€0E0'Y

JALA

B hy ¥

€1L8°S
L6¥6°S
L6979 . - “ennn 1
SY.iv'9

G98¥°9 1
0z6v'9 L —_— . —tznun 1=
792L'9
LIEL'9
18€L°9
9ZvL'9 |
L9%L'9 |
S9¥8°9 |
9058°9
LpS8°'9 |
0L8L°L
¥861°L

£v06°L

Z126°L |
8.€6°L |
9vS66°L

— - _——— TG 7

rone 1=

——{ a1

- \
A

Lo 1

|
k

9168°0L
LLEGOL

Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

(ppm]
32

10



Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

HN

N/

HO

4

MeOOC

032H-1H

2-0

8502
9690°C

0966°¢
L6LO'Y -

5086°S
2502°9 |
990.°9 |
19129 {
v81L'9
€€2.°9
vISL'9
EIL9
-B¥5L9
285.'9
LL9L'9
159.°9
08149
06.L'9
v28L'9
¥06.'9
866.'9
62089
908'9
1158'9
9198'9
6652'L

S

6S€6°L
L2G6°L

Zreeol

e, =

w11 o=

e 1=

S8RA T

reen 1=

[PPm]

10

33



Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

Y

H
N

o

HO

5

MeOOC

6ELE°L -

0990°C -

S6.6°C -
€8LLY -

L2€6°01 -

|
|
I V.

uzZIva

nR7ze s
LD T

z2698°L

aGsn

ILG)Y

nnonn'u

1220°}

[ppm]

10

34



Electronic Supplementary Material (ESI) for Chemical Communications
This journal is © The Royal Society of Chemistry 2013

4-038D-1E

-10.9468

-7.9620
-7.9452

-3.9988

2.1546

1 MG et

e, S —

ALY ———

35



Electronic Supplementary Material (ESI) for Chemical Communications

This journal is © The Royal Society of Chemistry 2013

—\ AcN

N/

AcO

6vE8 L -
46671 -

—ozseT—

7

re9y -

Tree’s -

MeOOC

3%a-1H

4-0

it

S

—_—

RALR'7.
Q7R
PRGR 7|

JpAR" 7

L086'Z"

S886°L.

LOGR™'

11GR
ZLBR'Z |

0000°L

T
[ppm]

4-039a-13(

2962701 -
v598°C1 -

150602 -
210822 -

[AZA R 4 2

800€°2S -

0EVL'9L -
LL66°9L
81STLL-

8£28'801 -
£9€6'GL1 -
290122} -
0095'€Z} -
1205°521
2828'92) -
2049'22) 4
0652'22k
6v55'8Z1 -
6512'624 4
1851°Z€L -
S520'€pl
Ze89'Syl -
8926°051 -

L80€°P9L -
LELZ'B9L -
LE18°691 -

(Ppm]

0

50

100

150

200

36



Electronic Supplementary Material (ESI) for Chemical Communications
This journal is © The Royal Society of Chemistry 2013

Inhibition studies for all compounds
The inhibition assays were performed on 96-well plates at 25°C in 50 mM 3,3-dimethylglutarate
buffer, pH 7.0, containing 1 mM EDTA with an ionic strength of 0.15 M adjusted by NaCl. The
reaction was started by the addition of 50 pl of the enzyme to 150 pl of reaction mixture
containing p-nitrophenyl phosphate (»NPP) and various concentrations of the inhibitor [final
concentration of mPTPB: 20 nM, final concentration of pNPP: 3 mM (the K, value)]. The
reaction was quenched after 10 min by the addition of 50 pl of 5 N NaOH. The absorbance at
405 nm was detected by a Spectra MAX340 microplate spectrophotometer (Molecular Devices).
ICs values were calculated by fitting the absorbance at 405nm versus inhibitor concentration to

the following equation:

AT/A0=ICs0/(ICsoH[1])

where Al is the absorbance at 405 nm of the sample in the presence of inhibitor; A0 is the

absorbance at 405 nm in the absence of inhibitor; and [I] is the concentration of the inhibitor.

Expression and purification of recombinant mPTPB were described previously.'
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