Using Peptidic Inhibitors to
Systematically Probe the S1’
Site of Caspases-3 and —7

Supporting Information
Spectra

David R. Goode, Anil K. Sharma, Paul J. Hergenrother*

S1



g
[n]
O
PR OH
N
H o
3
&
[}
8
(]
5
- f
(]
/ J
L. A 1 M L
| T | T T T T | T T T | |
10 a 4 2 0 PPM

S2



0BT
ZB0'8T

gglaes

G3E°LC

oEEET

1anis
Em.tWI
£1501

g00°Zg

Em_.gt
LEFLLL e
gl —"

a0 PP

a0

100

150

200

S3



18°LT
~

621 oﬂf\
— 80—
g
622
rr%
e
20T
902
00—
90T
;JHJ
96'T
;r_’a!
B
€6'0
—
00T
860
10T
——

M MMWWMML

S4



ol

L1.0°6TT

6S8'TET

6.€0LT
L00'TLT /
YT TLT W

e

Ny
Uil

0 PPM




1T
T

1
0 PPM

S6



Yo
o)
0 H 0
N OH
)LH QLH
OI )
o) 0J<
5
o
I I I T T T T ]
200 150 100 50 0 PPM

S7



T I
PPM




165¢T
€EVIOT
96T €EE
6886¢€
6veE LY
6TS'LY
689'LY
198°Ly
LT6'LY

8¢08Y
¢0c8y
89E8Y
606°TS
L20vS
LTY'SS

6¢€0LT

G/6°€0C

WIS

+H3N

(@]
6a

Br

0PPM

I
100

I
150

I
200

S9



T T
PPM




vS6°¢CT
998°T¢
0TT°'S¢
T6T°€ee
|4 ZAWA
91IE" v
98y’ Ly
999y
128y

0PPM

60 2V
69T 81
GEE'8Y
LS8'TS
GB86°'€ES
29e'SS

SN

98¢'04LT

9T0'v0C

+H3N

O

Br

6b

I
100

—
150

200

S11



T T
PPM




9E0°ET ——
18222

¥89¢¢c
1660€
LTCEE
666.€
60€' LY
a8Y' LYy
vS9' LY
T4 A4
966'LY

VT 87
LEEBY
L187TS
€86°CS
€919

L1.€8S

2

¢8¢'0.LT

[440n 4074

+H3N

O

Br

6c

0 PPM

I
100

I
150

I
200

S13



6d

O

~N
O
+H3N
Br

T
PPM

S14



() < OO ONOMNMNOVANNOOITON~NOMOMONSTI WO
[e0] o DO NODSSTYT N AAOD OOV O AN AHNO AN O
9 N OOMONNAONSTMARAOT TR M A
(a2} o 0N MM H OO ONNNMNNNNNOOAHOOANNNMM
8 ‘l:' mmmmmmmmmmmmmmmmmmmmmmm
~N
(@]
O
+H3N
Br 0]

e e T R AR Rl S e NWMIWH ot w WMWMWWWW

S15



(@]
+H3N 8
Br O ;
6e
B
r*
ﬁ 4
|
| |
. # 2
A )
| (
| ; ]
| ) J ] /
- Y O 0N
B | — 1 " PPM



203.517
181.193
170.252

+H3N
Br @)
6e

MMWMNMMMWWMMMMMWMMMMMMMMMMMWMWMMMWWWMWMM“MMMMMMMMMMWMMMMWWMMMMMWNMMMMMWMMMMMMMMMWMMMM

n
S17



(@]
o
+H3N
Br O &
)
6f ‘
3
N
3
HIE \Hf
:
)
J
g ”JUFV “‘«L{J L%MUJ‘L\ ‘
1‘0 4 b PPM |



6ECEE
wlvy
vee Ly
e6v' LYy
L6G'LY
Y99 .y
S9/L'LYy
veE] LY
0€6'LY

cuUvU oV
€¢18Y
9,18V
EVEBY
G919

G26'TS
8¥¢'GS

62T L2T
LS¥'82T B

vreest—
LS0EET —

08T°0LT

T9.T0C

I
200

0 PPM

I
100

I
150

S19



@]
O
&
+H3N FJLO

Br O
69

4.99

— 284

I
0 PPM




L76°8¢
090°€€
€06°6€
T9e° Ly
0€ES'LY
00L'Ly
T.8LYy

0vo'8y
€18y
69¥'SS
6,E8Y

s

zoT'9zT ——

L€E'8CT
TLE8CT V

LeLovT

0S2°0LT

Ly2'e0c

O
69

+H3N
Br

Wmmwww

0PPM

\
100

S21

\
150

T
200




6h

5.00

3.68
T
3.66

5 | | | 0 PPM
S22



128.293
125857

5

3

1

4

3

2

8

7

5

3

3

5

2

8

%13;;%
y-
A
A=

.nmmMummhmm|.huwwmwdmmM|mmuwmw,ummeu||mumm|“|.||m I

| L T T T T Al
200 150 0 PPM

S23



11.74

T
3 2 1 0 PPM



9€/.7¢8

SG61°69T

69.'v0¢C

+H3N

0]

cr

6l

0PPM

50

100

150

200

S25



.62

T T
PPM




mmmmmmmmmmmmmmmm
@@@@@@@@@@@@@@@@@@
mmmmmmmmmmmmmmmmm

BB3H @@@@@@GGE@%%%&&

Wy

207.114
170.352

MHlum“mll|‘.|U|WWMJIMMMMMﬂMﬁluMMlmhuhhﬂﬂ.hllMJﬂl||.|WI|ﬂM’||||J||\Mhhdlmm.”hmuhl.aullullﬂllhlh,fl||«ﬂ|m\h|ﬂj'||mmuWNL||Mm|||m|.|ML|‘||JmJ||L“|,|J|l.||.ﬂ|||||.lm |l,m“|4!|a"L|.|,J||!||n|\|u\IM|HJ.|..||‘|“||1,\|.|l\|||n|!|||!|1||\|||.h|||||’.|\||.|||\||.|n’|||M.|..J.\J|M |

S27

b u||||\|.|!|‘|||J\hllmlUm‘,|h|||hU|.|J,||L|Mﬂ\..l’lW,ln,’,hlan|\|||||\||th1|||.!Jl’hl%m



>0
o)
+H3N
Br 0]
6n
/5’1
|
|
|
g
]
|
L
| /
-
~ 3 | “
| & -
\” ‘
| |
E / = |
( \ f |
‘ | | |
_ i j B J‘ /
‘ é é r 0 PPM

é 4
S28



mmmmmmmmmmmmmmmmmmmmmmm
mmmmmmmmmmmmmmmmmmmmmmm
00000 ITNCRANNLMNANITTRIHB NN
mmmmmmmmmmmmmmmmmmmmmmm
mmmmmmmmmmmmmmmmmmmmmmm

P

206.986
170.278

A mﬂw n Mmm GO T A AL A AN A s

150 100 50 0 PPM
S29



Br 0] 8
60 h
&
Bk
E |
| |
) ||
M M n “\‘LLWWM
P I | ‘ | | 0 PPM

S30



EV8'vE
ST4A 4
LTV LYy
S6v LYy
L99° LY
69L°LY
Ve LY

OvU ov
8/1'8Y
8¥E'8Y
18815
€0v' ¢S
800'vS

L p

€0.'8¢T
T6T6¢T
LCT€EET
089VET

§

€¢869T

SYEV6T

+H3N

(@]
60

Br

0 PPM

150

200



Oy OH HO
(@]
O
H H
N N
A A
: H z H o
PN
(@]
HO
7a
S 2 ’§ E x ’Eg
R - - - IS
[ [ [ [
10 8 6 4

S32



HO
7b
5 E
S |
[ |
\ fﬁ§ | o
[/ | /7
,/ y J J‘
. TR B SN w1 L



.
9.00

& o
8 f &
,# |
o N
) / J/ f‘ J
- 8 — ‘ ‘ 7 | | | 0 PPM
s34



(0] OH HO
(@]
(0] (0]
H H
N N
N %N Y
= H = H
PN O
=0
HO
7d
8
/
|
e
T T T T T T T T T T T T T T T T T T T T T
10 8 6 4 2 0 PPM

S35



o)
HO
7e
4
Ifoo
HH
g
) I
s J o
3 |
/ / )
f
J J J j J
o, e MM W’\JWU\JL“‘MMJMJ
1\0 T é T T T T T \2 T T bPPM

S36



6.84

I
0 PPM




4.18

J—

.00

—

~ 3
T
BN

8.22

6.42

S38

\
0 PPM



5.00

6.86

\
0 PPM



HO
(0]
H (0]
- N
H "o
=0
7i
. 1.
| |
i 1l
{
J] | u
I [ J || o
A J Il A .'ri"‘\- il I
FAVANE \j\_.jl’ ‘Jk\_ J |L_J L._/UL/\U Moo s A X
T T | T | T T T T | T T T | T T T I| T T | T S
8 7 5 4 3 2 1 ppm
L _ = —_— ..JL_._l'_.__ — ] e I'__I_l—.'__ | S :.__‘_ —
3.53 2.52 1.35 2.19 2.25 6.00
7.10 4.09 6.16 2.72  4.09



HO
7]
|
] ‘f
| I
|: I ]1| |l
I~ | _ L] /
— ——— —f —— --T’_ — 1 —r”_
1 : M ol I
A AN A Mo \J VI /'
1 | T T T | T T I [ T T T H ." T T T |' T I I
8 7 6 5 4 3 2 1
—_ — — _'_.I — e [- S | N— - L - I_'_.
0.41 19.37 3.51 6.30 5.11 4.54
2.48 2.28 10.23 2.09 2.57 .00

S41




N
(0]
HO
7k
i
i
!
::: !
__lﬁll’l’- — — J_TJ;F
LU T i A
e AL / ll\__,",{_____ﬂ L._Jk.__,.a_._,._f’l.\._‘_‘j’ﬂf“‘.g_ﬂ,‘l‘ RTA
I T T I T T T T T T T T T T T T T T T T T T T T T | B
9 8 7 6 5 4 3 2 1 Ppm
_'_II_ I__l T ' 1 T L— '.'-‘_‘ _T _l'-_'_.—.._.‘. J L T
1.04 8.12 1.08 5.86 2.02 8.95
0.64 1.21 1.05 4.00 6.61




009
i

06°0T

HO
gj@
¢!

OH

71

J

0 PPM




m

2.04

.00

I
0 PPM




OsOH HO
(@]
O
H H
N N
}( \_)J\N - N
: H . H
PN o
(0]
HO
n
R
/4
2 d o
© ,chg
— N
T - I’HH J
) ) M/h L
[ [ [ [
o 3 6 4 0 PPM

S45



O
N H
N N
Y Jku
(0] D /'\
=0
HO
70
°
5 2 f °
S . o -8
o - ~
fg Jﬁg f’rf/ J( A v
[ [ [ [
10 8 6 2



OH
o
+H3N
Br

009

8e

'l




ST TTONN

)

203.692
171.309
55.745
48.330
48.157
7.989
7.817
7.647
7.478
7.306
6.744
3.056
3.992
1.477

O MMUWMW il .Immu. S el B dati i LMMJM R

200 150 100 50 0 PPM
S48



OH

+H3N

89

5.00

.26

T 1
0 PPM



0 PPM

00T'9¢T
S0€'8¢T
c9e'8¢T
669°0VT

TLETLT

0¢v'€0¢C

N

o

OH
O
+H3N
Br

89

50

100

150

200

S50



OH

0]
+H3N
Br 0]
8h
I @ g | % 8
] fa e o
I T I T I I T T 1
10 8 6 4 2 0 PPM

S51



8G8'¥¢
CECEE
TvSsve
G9S'vE
ceY'LE
|ZAZWA
1451 WA%
6¢S’LY
869'LY
698'Ly

(V14VR514
80281
) 7acict

NN

2c8e8y

LVLTIVT

06C¢0LT ———
BLETLT —

T198°€0¢

OH

+H3N

o

Br

8h

50

0 PPM

150

200






€00°LL
STV WA
c19.L

¢/1'¢e8

TS¢°0¢T
cor'octT
S1ASTAN
€8¢'S¢CT
6.E°GCT
9Tv'acT
LSG'SCT
LTT°9¢T

L199CT
[AAWEAY
ST€'LCT
8.9'/¢T
¥66°LCT
199'8¢T %

60.°82T
0T¥'62T N
626'62T

08€°0€T
vve'8ET N

6¢6°0VT \
S8G TPT
6C6'EVT
L12°99T
296°EVT

v..°0LT

0TE 29
99729 %
—

§.€°20¢

ZT

Fmoc<

9i

0 PPM

\
150

\
200




—— __Jrji
|
R fu \ |
AN N L e f \-JL.__u.__ -
T I T T T ] T T T T I -
4 3 2 Ppm
— [ —_ = | I
5.11 8.12
4.58 6.00



TT 1T

60

09T TE~" " -
Ltz
gvz 8z
LLT"LE o
€9L"6E—
OTE" Lp-—
19e-Ly—/
598°95— S
PIET LY
68" L9

050°LL
ﬁon.rhuuvs

gt
€95 LL- o
zLT ze—/

I'l_['llll['l
80

|1'||||r||||

TO¥P GSET~

ZLZ*0ZT
ubu.mnﬂmwx//
mom.mNﬂuy//

T TTTTT

140

R 1 e/ — :
862 LTI~ e —
SEE"LTT o -
910 8ZT B

LOL"6TT -
ZTSOET

885°0€T

T66°ZET

6T8°SET
TFP6°8ET
TLS TPTI-

PLETEYT ——
T6E°9ST- /
SLLTOLT—

Z9F" LT — —

I_F_rf_|—|—l_l_r—]_l_r7[7_l_rl"_|_r"[_|_l_l_l_r|_|]:_r7_1||‘||

ppm

20

40

100

120

200 180 160

220

S56



I b / i
[ / ¢ g i
[ I [ / / i
S B | A —/ —/ g
L |
dp '
I [
L ,1 y ' L
o | mi A o H L
I\ Y |»’._ Y | SR | sy 'L_____ e ﬁr UL"L____ AV AV AN AN e
1 i T T T T T v T T T T T T [ T T T - T
8 7 6 5 4 3 2 1 ppm
i =1 L — J | e — ]
2.08 4.61 0.84 2.00 10.20
2.15 0.81 3.33 1.21 4.12



3

S66°TT— — &
1zEET ]
868°LT - ]

f

EST LE —_—

Nﬂ‘ . h.ﬂ.. — - — — —— . —
T L§— —— - —_—t

8IZ LY E—

T8O LL-
e ]

gL LL—/ — ————
awm.qm.l\l :
£€Z°0TT

927 02T\ _

TOETSTT T 3
69€°GZT — Ty
vLZLZT T - 3

TIE" LTT- ]

TP6-LZT

6L6"LTT—- \...|I o -

mmm.ﬁ:.\\ B

010" VT i
¥SZ 96T — 3
PEFOLT —
€0P LOT— — -

Trrrrt1 -1 I

LI o o

80

TT T T T T

100

TrrrrrrrT

T

TTT T T T 1T

L AL L I e i e

200

220

20

40

60

120

140

160

180

S58



o)
Cbz .
N
H o
11
s
{f
vrr j
[ ) / f
) s ) s s . /o
y, i rJ‘v\L A i W™ AR R
[ [ [ [ [ !
10 8 6 2 0 PPM



11

S60

\
100

T 1
0 PPM



1
2.11

. 1.05
™,

1.11

2.80

18.00

6.02

T 1
0 PPM



¢C 6l

€91

0T'T

-
i

8T'T "

00¢

12b

] il M\m

0 PPM

S62



J/f J § - J / JH‘ jﬂ J(U J

| 4 | 2 | | | 0 PPM
S63



‘ffg
8|
3 ™ 7 ©
f ) /m- | |
o)) ‘; ‘
5 N / z&/J |
-5 2 f = £
Jrf_ JKHJFH f j J j j
I N 1 otskia_A_ i A LL

\
10 8 6 4 2 0 PPM



0
12e
[ee]
™
D < = §
o~ 5
- e "
R h JMJMMM b
I I I I I I !
10 8 6 4 2 0 PPM

S65



o o\{/ 5
0]
L0 e
N N
YN YN
o 0 AL ol
)=o
Yo
12f
,5 o | I~ @ n 78 ) ﬁg
IR Ig_ﬂ—gﬂ—o“:jfo‘;ﬁg ;—f”fg/*z/“g 6 | e
I I I I I T T |
10 8 6 4 2 0 PPM

S66



\
17.83

r
S ~ ‘ fﬁ
NFE 5 3 j‘ IF /
A ;rH e S y
MMUMMWWMM
T ‘\1 T T T \2 T 1 1 6 PPM

S67



H Q H
N N
TN TN
hus - H
o o PN O
=0
2
12h
&
© 9 Fz o~
it o .o I~ o R e
s R R S o 1
b M M LL M AN
I I I I I I !
10 8 6 4 2 0 PPM



L

} u'h\__mu-'JUL__ . ;L)L ﬁ'ﬂ%’“ﬂﬁj N J if-«\___,ﬁ.) L,\_,J —

-1 T J T T T T ] T T T T T I T T T I T T T -
7 6 5 4 3 2 1 ppm
B '__'_I_r_J — [ — L . Ly — e ! b — =
0.63 3.82 3.33 5.26 2.04 1.02 6.00
2.20 1.77 1.50 4.49 3.00 26.88

S69



i
I
- /’ / ! i -~
| I
i . j /
i J / ' _/‘/ j] / ' | 'II.
- NS i e i/
l | i i
r' |‘ f|’ | l| " I
/ | ! | f
|I , II][ TN /I 1 J II 1 | ,r |
M A4 N N | G VA VAR VA PR W Y S
T T T J T T T 1] T [ T T T | T T ] T | T T T T : 5 T T T T |' T
7 6 5 4 3 2 ppm
L — —) L__i____A 4 L "_'___I L - 1 ] L - | . I T JL I S | | I Ji__1 : -l
0.29 6.56 0.%0 4.25 6.58 25.94 5.77
2.08 2.92 5.55 7.35 0.87



h\

- T .J.
A - — e / /F/ JF — ; f

I |
| 1 I A
}' . -. | i oA
_— ) 'J\___Mw S ;’l'\ ‘M\.,___,/w | N S Y A _)l Il
- T T T I T T T LI I L B T | T T T T ]_I_ T T 'l_r' T T T 7 T | | T T T T T T T | —
5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 Ppm
(SR ] [ 1 . ] —_ | I— [E— . 1 T i . . [ — e e
5.16 1.21 0.53 3.97 7.12 27.00 6.55
1.57 2.18 1.36 2.18 0.36 0.84 3.30

S71



—
2451

4 2 | | | 0 PPM
S72



O
@]
H H
N N
DG QJ\H
o 0 AL o)
)=o
2
12m
. N e N
JJE §Lr~g ﬁz ;fﬁ_#:;ﬁ _ JF‘D-
I mm NLMHJW JL MM YL ﬂﬂm_ﬂmm
\ \ I I \ ‘ |
10 8 6 4 0 PPM

S73



12n

ks

© o © —

S

1.0

2.85

18.00

10.89

S74

\
0 PPM



1.00

S75

I
0 PPM



0 PPM

S76



o ONNN DO N~MINS INBRCE=R S < ~N N
O O N O ©o LW MO O NN © N 0O MO < ™ N N N
0] Mo XN~NQOWN TdNONHMLWN ~ MmO NN ™ N
- O NMOMd O~ OO, AN~ (oY N~ o]
O N~ © ST NadANNAN A ON~NNO v < ™ N
— - A R e |
H
Fmoc< N
N
H O
NO-
13
WWWWM AT Ll WWH}WWMH LUl R P I YH\W\ w‘\r “w‘”’”\ (A Ll P LU s L ‘4“\ Ui l TR J«muumm AT T \[ 1 \mwm"w i Gl L T TR MWWHWW
T T T T T T T T T T T T T T T 1
200 150 100 50 0 PPM

S77



88'G¢
.

0
A
N
14

0 PPM

S78




el
H o N
PSR SERAS!
H § - H
N NO2
HO
15
B

6.60

I
PPM




	Using Peptidic Inhibitors to Systematically Probe the S1’ Site of Caspases-3 and –7 Supporting InformationSpectra

