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Table S1. Data collection and refinement statistics

Data collection GSK3:CHIR-911
Resolution (A) 25.00-2.595 (2.69-2.595)°
Space group P2,
Cell dimension
a, b, c(A) 56.747,65.070,57.336
o, B,v(°) 90.000, 110.526, 90.000
Total reflections 58415 (5548)
Unique reflections 12763 (1261)
Multiplicity 4.6 (4.4)
Completeness (%) 99.7 (99.4)
I/o(I) 12.4 (3.6)
Rimerge 0f intensities 0.115 (0.455)
CC1/2 (0.896)
CcC’ (0.972)
Refinement
Ryork 0.2121
Riree 0.2466
Number of non-H atoms 3018
macromolecules 2987
ligands 31
Protein
RMSD bonds (A) 0.010
RMSD angles (°) 1.240
Ramachandran favored (%) | 93.20
Ramachandran allowed (%) 5.32
Ramachandran outliers (%) 1.48
Clashscore 18.06
Mean B-factor (A?) 38.99
macromolecules 39.59
ligands 26.35

"Values in parentheses are for highest-resolution shell. Two separate crystal data sets were
merged to refine this structure.

**Rwork and Rg.. were calculated from the working and test reflection sets, respectively. The test
set contained 5% of the total reflections available.
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Chiron Drug Discovery Research

Medicinal And Organic Chemistry

SampleName kpc155HCL

Sy stem Name David

Date Acquired 4/13/99 6:19:56 F
Channel Description PDA 22(

Injection Volume 12.00 ul
Vial 1

Acq Method Set 5100

Auto-Scaled Chromatogram
1.60 %
] P
1.40
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1.00
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0.80
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. . Mnutes
‘ Peak Results -
B Name | RT | Start Time | End Time | % Heiaht | % Area
1 18.271 18.072 18.738 | 100.00 | 100.00
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kpc155HCL 2: Diode Array
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STANDARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C / 298.1 K
Mercury-300 "“nmr300"

Relax. delay 1.000 sec
Pulse 37.5 degrees
Acq. time 1.938 sec
Width 4500.5 Hz
128 repetitions
OBSERVE Hi, 300.0303512 MHz
DATA PROCESSING
FT size 32768
Total time 6 min, 38 sec

/ NH

H
NZ “Z N ,N N\
o !
quf |G
Cl Cl
1  HCISalt




13C OBSERVE

Soivent: DMSO
Temp. 25.06 C / 298.1 K

|
Pulse Sequence: s2pul |
Mercury-300 ‘'“nmr300"

|

Pulse 54.2 degrees
Acq. time 1.815 sec . |
Width 18761.7 Hz |
2272 repetitions |
OBSERVE C13, 75.4427175 MHz i
DECOUPLE Hi, 300.0318890 MHz :
Power 45 dB ‘
continuously on ‘
WALTZ-16 modulated j
DATA PROCESSING |
Line broadening 1.0 Hz |
FT size 131072 . . o
Total time 586 hr, 42 min, 3 sec o ’ i
|
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STANDARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C s 298.1 K
Mercury-300 "nmr300"

Relax. delay 1.000 sec

Pulse 37.5 degrees

Acq. time 1.998 sec

Width 4500.5 Hz

128 repetitions

OBSERVE H1i, 300.0303512 MHz
DATA PROCESSING

FT size 32768
Total time 6 min, 38 sec
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_4{\NH

: H
: N
STANDARD 1H OBSERVE A N Ny .
. | A \
Solvent: -. /’)’F‘Jtnﬁ'dﬁ/ | ° “ |
1 Pyridine-ds

Temp. 70.0 C / 343.1 K
Mercury-300 "nmr300"

PULSE SEGUENCE
Relax. delay arrayed
ist pulse arrayed
2nd pulse 45.0 degrees
Acg. time 2.000 sec
- Width 3775.5 Hz
Arrayed repetitions
OBSERVE H1, 300.0368535 MHz
DATA PROCESSING
FT size 16384
Total time 3 minutes

[
S 4 ds AL - )
| R I 1 1 1 I [ AL lr I | L L l LR L [ LI LA l UL I T 1T 1 l { I L '. I 1T 11 T T ]
12 11 10 g 8 7 6 5 4 3 ppm
e L I e M | L -
2.82 1.10.91 1.0997.68 1.00 3.00
4.37

1.00 0.®482 1.6778.92
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13C OBSERVE
Prrwé-ds

Solvent: =~ —°°

Temp. 70.0 C / 343.1 K

Mercury-300 "nmr300" L\
PULSE SEQUENCE L\E::::
Relax. delay arrayed

ist pulse arrayed : )
2nd pulse 30.0 degrees

Acg. time 1.8B15 sec

Width 18761.7 Hz

Arrayed repetitions

OBSERVE (13, 75.4443256 MHz
DECOUPLE H4, 300.03834238 MHz

Power 47 dB
continuously on
WALTZ-16 mcdulated
DATA PROCESSING .,

Line broadenindQ4 ) diz
FT size 131072 5 © §
Total time 76 mﬁﬂug??g
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CHIRON Technologies S MD D R Medicinal & Organic Chemistry Group |

‘Sample Name:  az3061
Label:

Date Acquired: 8/7/98 5:39:34 PM

System Name: Shana Project Name: GSK_3

AcqMethod Set: Rabbit20

Injection Volume- 10.00 Wl Vial # 30

160
1.40_3
1.20_f
1.00_:

0.80.
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0.60_
- 0.40]

0.20_]
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0.00]
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"8bo 1000 '14.00

Minutes

T

Peak Resuits .
w Retention Time | Start Time | End Time | % Area

1 6.215 6.047 6.430 | 100.00
/=\ H
NVN N N | SN
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\NJ\N N _~ NO3
H NH,
cl Cl
: 2
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az3062pp in d-acetic acid-

= _
NoA_ N \g\n Ny HoAc
~ ! |
z\_/u /@/zom ,
ci Cl NH,
2
-
[——
.;41 Mgy th 1
1 ! _ i I 1 I — 1 i 1 I _ [} I 1 i _ 1 1 1 1 _ I i i 1 _ I I [} i _ ] 1 I 1 _ [
10 g 5 4 3 2 1 ppm
t— —
1.00 0.30 3.36 0.89 i .
0.54 0.54 0.94 , , 3.66
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Chiron Drug Discovery Research System Name HappySys

Medicina! and Organic Chemistry

AU

SampleName kpc1#6-2 Injection Volume 10.00 ul
Date Acquired 2/10/99 3:40:14 PM Vial 22

Channel Description PDA 220.0 nm Acq Method Set 5100

-~ Auto-Scaled Chromatogram

1.2

1 .OO—f
0.90—5
0.80—_
oro]
o
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0.40—f

0.30-

0:10-g | | /f
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Peak Results
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S14




FLAIL UL dlil Ylapulit WiILUUws

[njection Date

: 2/11/99 12:35:03 PM

jample Name : kpcl6n2 Vial : 18 HoN NH,
Acg. Operator ntg . Inj : 1 N—

: : Inj Volume Inj prog HN ) N
\cq. Method C:\HPCHEM\ 1\METHODS\POS_MODE .M \ /NG,
sast changed 9/17/98 11:16:18 AM by ntg .
\nalysis Method : C:\HPCHEM\1\METHODS\ALICE.M g ’Eff—_ff___?—/ 8
sast changed 2/11/99 4:58:05 PM:

(modified after loading)

4C/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 2 min for equlibrition. condense scan. Solvent A:H20+0.05%TFA,

3:ACN +0.05%TFA.

Current

Column Temp. is 30. 150-850, 50 V

Chromatogram(s)

MS Spectrum :

4

1000000

800000

600000 -

400000

200000 -

MSD1 TIC, MS File (FAHPCHEM\1\DATA\99021 1\KPC16N2.D) API-ES Positive
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o~

L
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-
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1
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— Max: 323098

181.1
220.1

T
m/2

Instrument 1 2/11/99 4:58:25 PM
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13C OBSERVE

Solvent: cd3od
Ambient temperature
Mercury=300 ‘"nmr300"

PULSE SEQUENCE
Relax. delay arrayed
ist pulse arrayed -
2nd pulse 30.0 degrees
Acqg. time 1.815 sec
Width 18761.7 Hz
Arrayed repetitions
0OBSERVE C13, 75.4453181 MH
DECOUPLE Hi, 300.0427043 MH
Power 47 dB
continuously on
WALTZ-16 modulated
DATA PROCESSING
Line broadening 3.5 Hz
Gauss window 0.084 sec
center at 0.059 sec
Sine bell 0.071 sec
Shifted by -0.052 sec
Add. wt. constant -0.108434
FT size 131072
Total time 7B minutes

FA
z

162.635

157.380

s st i o

220 200 180

160

135.524

140

119.102 .

120

103.499

100

S16
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STANDARD 1H OBSERVE

Solvent: cd3od

Ambient temperature
"nmr300"

Mercury-300
PULSE SEQUENCE

Relax. delay arrayed
ist pulse arrayed =
2nd pulse 19.4 degrees
Acq. time 2.000 sec

Width 3775.5 Hz

Arrayed repetitions

OBSERVE  Hi, 300.0411868 MHz

DATA PROCESSING
FT size 16384

Total time 1 minutes

|

JL )

FIIITIFI

10

T

i
6
o

1.00

T ff*rl T 1

5

L
5.15
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Chiron Drug Discovery Research !

System Arroyo

Medicinal & Organic Chemistry

SampleName SU3-007 rock
Nate Acquired:
hannel Descr.

12/15/97 09:13:04 PM

PDA 220.0 nm

Volume:
Vial 2

10

Acq Meth Set:

5100

2.200—]

]
2.000
.

1.800—

=
51600

1.400;1
1.2oo—§

1.000—
- ®
o.eoo—i
0.600—3
0.400— : n
0.200—] Y
_3 M
0.000— — v
] .
L I | 1 T I 1 | I I
10.00 20.00 30.00
Minutes
Peak Results
Ret Time | Start Time | End Time .
# | Name (min) (min) (min) % Height | % Area
1 21.695 21.578 22.012 2.41 2.12-
2 28.328 27.978 - 28.895 97.59 97.88
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SU3-034 Et-ester post MeOH wash

Solvent:  Acetone
_Ambient temperature
Mercury-300 "nmr300"

PULSE SEQUENCE
Relax. delay arrayed
ist pulse arrayed
2nd pulse 45.0 degrees
Acq. time 2.000 sec
Width 3775.5 Hz
Arrayed repetitions
0OBSERVE Hi, 300.0747876 MHz
DATA PROCESSING
FT size 16384 -
Total time {1 minute

. Tllllll'l.llillllll‘l
9 B 7 6 5

.00 0.000.00 0.00
0.000.00 0.00
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Fhiron Technologies S M D D R Medicinal and Organic Chemistry Group

System Shana

Sample Name:
SamDes Acid frm TFA of t-Bu
nate Acquired:

“hannel Descr.

AU

SU3-033 Acid

02/10/98 10:47:46 AM

PDA 254.0

vVolume:
vial:

10.00

Acqg Meth Set:
Project Name:

Jordan

Rabbit25 ‘ ‘Rﬁ _

2.200_]
.
2.000]

1.800]

1.600_§

1.400_ 7

.

1.200
1.000]

0.800
4

0.600_

0.4007

0.200_]

6.695

0.000_

T ] T T & ] T T ] ] T T T T I T I I 1 1 1 T
5.00 10.00 15.00 20.00
Minutes :
Peak Results
Ret Time | Start Time | End Time o .
# (min) (min) (min) % Area | ¥ Height | Int Type
1 6.695 6.512 6.895 100.00 lOQ.OO BB
CN ‘
(o]
HO™ Y] SN H ¥
H
N#>no,
17

S20




LChiron Téchnologies S MDDZR Mgdicinal and Organic Chemistry Group ‘System Shana j

Sample Name: : suU3 - : Volume: 5.00
- SamDes MeOH Wash - Vial: 2 ' >
Date Acquired: 02/05/98 12:32:00 PM Acg Meth Set: Rabbit25s
‘hannel Descr. PDA 254.0 Project Name: Jordan
] o
3.500__ &
- &)
3,000 ¢
2.500_]
b 2.000_]
« ]
1.500_]
1.000_]
0.500_
0.000 L A ‘MV
{ [ 1 ! 1 1 | i T T i T T 1 T i 1 I T
' S.IO 10!00 15!00 : 20!00
Minutes )
Peak Results
Ret Time | Start Time | End Time | , o : Trt
# | Name (min) (min) (min) % Area | ¥ Height | Int Type
1 . 9.602 9.402 9.818 100.00 | 100.00 BB
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SU3-033

" Salvent: Acetone
Ambient temperature
Mercury-300 "nmr300*"

PULSE SEQUENCE
Relax. delay arrayed
ist pulse arrayed
2nd pulse 45.0 degrees
Acg. time 2.000 sec
Width 3775.8 Hz
Arrayed repetitians
0BSERVE Hi, 300.0747881 MHz
DATA PROCESSING
FT size 16384
Total time 1 minute

¥
0.65 0.89
0.42 0.85
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IRIT), 2

Chiron Drug Discovery Research
Medicinal & Organic Chemistry

System Edgar

SampleName 38131lpurified
NDate Acquired:

hannel Descr.

01/27/98 07:20:42 PM
220 nm

Volumé: 10
Vial 1

Acq Meth Set: 5100_220

2.000—

AU
¥

0.000—
T } T T T I T T T T a T T
10.00 . 20.00 30.00
Minutes
Peak Results

Ret Time | Start Time | End Time .
. # | Name (min) (min) (min) % Height | % Area
1 23.467 23.283 24.250 - | 100.00 100,00

¥

CN
| O
/N\/\O I N "
) ” H’“\/N B
Z No,
18d

S23




38131

Solve
Ambie
Mercur

PULSE |

Relax
ist p
2nd p
Acg.
Width
Array
OBSERV!
BATA
FT siz
Total

nt: Acetone
nt temperature
V=300 “nmr300"

BEQUENCE

delay arrayed
ilse arrayed
1lse 45.0 degrees
cime 2.000 sec
3775.5 Hz

d repetitions
H1, 300.0747876 MHz
OCESSING
16384
Lime 1 minute

CN

IT,ITI FT‘I*I

9 8

LR

]7| LI

2.22
1.85 1.76
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Chiron Drug Discovery Research

System Edgar

SampleName

_."Date Acquired:
\‘%annel Descr. 220 nm

Medicinal & Organic Chemistry

01/29/98 12:22:47 PM

Volume:
Vial 6
Acq Meth Set:

~ 10

5100_220

1.600—
-1 b
q
= N
1.400—
1.200—
1.000—
5 |
< 0.800—
0.600—
. £
0.400—
J _
o.zoo—j ‘
0.000—
1T -1 | T T T 1 T 1 l [ | T T { {
10.00 20.00 30.00
. Minutes
Peak Results
# | name Ret ?1me Starg Time | End ?lme § Height | % Area
(min) (min) {min)
1 23.683 22,983 25.333 .| 100.00 100.00
4

)

N\
0

>\w v H
X N
N"ON Z>No,

20
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W@rh‘

AZ05 38 (1.355) Cm (34:45)
100,

9%

88
312325 342 361 379 00406 419420

445467

15-Jan-1998 , - :
: e Scan ES+
' : 9.72e5

- )\J/Q

20

562
47;477 501502 526 544545| 563585 603 O1°

620 644645667 685 695690,

300 | 320 340 ' 3éo "380 460 450 " 440 46” T80 500 530 " 540 T 580 " 580 | 600 | 630 ' 640 " '660 | 680 ' 700
i , ' 15-Jan-1998 : .
AZ05 - ’ . _ Scan,E%-l(-:
1.36 . , :
100+, : 3.03e6
%
o T T T Tiir I irrrrrri TT 11 TT 17T 1|_r|‘ L L UL LU T17T TTT1T TT11 TIT LR TT FELREL L Tr UL LI e
""0b0 040 ' 060 ' 080 @ 1.00 = 120 ' 140 = éo : éo 200 250 240 ' 260 280
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Sample Name:

Label:

AU -

CHIR ON Technologies S MD D R Medicinal & Organic Chemistry Group

SU3-158 Crop 1

System‘Name: Shana

Project Name: GSK_3

NMR 50302 Crystals AcqMethod Set: Rabbit20
‘Date Acquired: 8/6/98 1:50:35 PM _ Injection Volume- 10.00 ul Vial # 6
0.80_|
. : .
0.70] o
j 1]
]
0.60_]
0.50]
0.40_]
0.30_]
0.20.
0.10]
0.0Q_LL &_&K
T 7 T2bo” T Tabo T Tebo T 8bo T 10lo0 | 1200 1400 '16.00 181000 2000
Minutes '
Peak Results
Retention Time { Start Time | End Time | % Area
5.615 5.453 5.787 | 100.00 |
NC:‘« H
¢ IN /I/ . o
S /kN N
H NO,
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STANDARD 1H OBSERVE

Pulise Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C 7 298.1 K
Mercury-300 “nmr300"

Relax. delay 1.000 sec

Pulse 37.5 degrees

Acq. time 1.998 sec

Width 4500.5 Hz

128 repetitions

OBSERVE H1, 300.0303526 MHz
DATA PROCESSING :
FT size 32768
Total time & min, 38 sec

N

25a HCI Salt

2

NN H
N N N XN ‘
SeRS
NTTN NO

' 2.92 4.68
2.41 2.23

12.98

28




SU3-158 = -.Crop 1 Crystals from Acetane

Solvent: DMSQ
Ambient temperature
Mercury-300 “nmr300"

' o~
PULSE SERUENCE LN J/ \ﬁjil\
Tglax. delay arrayed \NJ\N N_ = NO,
st pulse arrayed H
2nd pulse 45.0 degrees _
Acq. time 2.000 sec N7
Width 3775.5 Hz | 25a

Arrayed repetitions

OBSERVE Hi, 300.0583633 MHz
DATA PROCESSING

FT size 16384

Total time {1 minute

[

Wy

,Vﬂfa T o

ACeTone

10 S 8 7 6

L b L iy e
0.44 0.889 0.831.00 1.19
0.53 2.401.70.92

1|1I|llII_'*I!I*IT¥TI‘|['|—Iillll1—fl|‘
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CHIRON Technologies S MD D R Medicinal & Organic Chemistry Group

Sample Name: SU3-166 Crop 1
Label: | |

'Date Acquired: 8/6/98 1:29:47 PM

AU

2.403
2.20]
2.00]
1,80
1,60
1.40.
1.20]
1,00
0.60]

1
0.60]
0.40]

0.20

~ ppt

7099

System Name: Shana

Project Name: GSK_3.
AcqMethod Set: Rabbit20

Injection Volume- 5.00 ul

Vial # 5

"~ 0.00]

1"

o

I

" 'ebo T Tsbo T 100

Minutes

Peak Results

T12:00

‘Retention Time } Start Time

End Time

% Area

1 7.099 6.933

7.383

100.00

= ’ .
N
AN
H NO.
c cl 2
25

u

S30

14100

"16.00



PLIUL OL dil YrdplllC wWiNAows

Injection Date : 8/6/98 1:06:25 PM _ Seg. Line 21 =
Sample Name s 0 CROP 1 _ Vial 14 NN . R '
Acg. Operator ntg _ - Inj : 1 //'Nk /,/ Y
' _ Inj Volume : Inj prog SN NNvo
Acq. Method : C:\HPCHEM\1\METHODS\POS_MODE .M | o g N 2
Last changed : 7/31/98 9:32:14 AM by ntg
Analysis Method : C:\HPCHEM\1\METHODS\DEF_LC.M 25u
Last changed 8/6/98 4:26:16 PM by chemist
(modified after loading) ‘
Current Chromatogram(s) MS Spectrum -‘
MSDT TIC, WS File (980805\SU3T66T.D) APFES Positive ) "MSDT SPC, fime=3.120:3.227 of 980805'SU3TH
180000 2 1
160000‘; © Max: 33746
140000 - 00 N
120000% 1
100000 2\
80000 ¥
1 80 - /
60000 E
40000_f
20000-f :
ol — - - T 60 g &
] é 4 é mﬁ & P
VWOT A, Wavelength=214 nm (980805\SU3T66T.0) ' ¥
mAU ]
2500 -
40 -
2000 -
1500 &
T
] 20 I
1000 ?
] ¥
-
500 -
i < © TONOD N )
0 MROES ¥ vougo ub, L2 .
_ ) 6 min 250 500 " 750 oy
Instrument 8/6/98 5:17:04 PM chemist Page O>F 1
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SU3-166 4 Crop 1 Filename: aspi2pur_
Soclvent: DMSO
Ambient temperature N
O-N
c

H
Mercury-300 "nmr300" N ‘J/N\E:ij\
PULSE SEQUENCE | SNy N NO,
Relax. delay arrayed ol | H

ist pulse arrayed : 25

2nd pulse 45.0 degrees u

Acg. time 2.000 sec

Width 3775.5 Hz

Arrayed repetitions
OBSERVE H1, 300.0583638 MHz

DATA PROCESSING
FT size 16384

———

.
i

" Total time 1 minute - ' - :
A 44 ’ (72/’( .
| - o | >
j[' }[}/, J yy ) v ’ . ‘515
| LI

lill‘IITITI'IIIIIIIIIIIIITITI[‘IITITI‘III

LA LN

L F_l 17 11 I LR L I LI IL

10 g 8 7 6 5 4 1 0 ppm
L e el i o L o s o - . .
0.66 0.99 0.7299 0.94 : 4.25

0.78 1.19.84 1.001.08 , T 0.27
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CHIR O N Technologies S MD DR Medicinal & Organic Chemistry Group

Sample Name:  ss140apu ' System Name: Shana Project Name: GSK4
Label: ' Acq Method Set: Rabbit20

‘Date Acquired: 9/21/99 3:23:44 PM Injection Volume- 20.00 ul Vial # 1

2.40]

2.20]

__BR.6A59

2.00]
1.80]
160
1.40]

1.20]

AU

1.00]

0.80.
0.60.

0.40]

|
0.20° N \
il

I
0.004 )

LR

T ebo’ T Twdloo” T 2loo” T Tialoo’ T Teloo | 1sloo’ | 20000

Minutes

Peak Results
@ Retention Time | Start Time | End Time | % Area

1 4.841 4,738 4.955 3.01
2 6.659 6.288 6.855| 96.99

S33



21-Sep-1999 16:17:23
SS1450APU 86 (3.035) <:"ﬁ 9y 1: Scan ES+
-N
100- 4295 N \/'N /l/N, X 1.88e6
N Z“No
H 2
NZ
26
%_
4305
451.5 4925
o 1062 o543 328 40157 { ,5|26.562|2'5 6277119 7964 .
LELELELEN BLUELELELEY IR LI LR B IR L L U L e e L DL L LA IR LR RN B R LB UL | -
200 300 400 500 600 700 800 - 900 1000 1100 1200
| 21-Sep-1999 16:17:23
SS1450APU 203 2: Diode Array
. 214
100, 200 2.21e6
%_
1.26
200
LU DLELBLELE BLELELEL B rrrrrrTr T e Tt LN DL AL BN DL R LA AL DL DL DL SRR BN B )
SS1450APU 1: Scan ES+
TIC
100, 3.10e6
%
] 031
1 261"
O AL R T o 1ime
0.50 1.00 1.50 4.00 4.50 5.00 5.50 6.00

S34



T

Chiron Drug Discovery Research
Medicinal and Organic Chemistry

System Name HappySys

AU

SampleName kp106
Date Acquired 2/7/99 9.03:07 PM

Channel Description PDA 220.0 nm

pPciof

Injection Volume 10.00 ul

Vial 2

Acq Method Set 5100

Auto-Scaled Chromatogram

47 aEn

TIOOU

Peak Resuits

=l RT | Start Time { End Time | % Height

-

% Area

1]17.350 16.883 17.950 100.00

100.00

Minutes

S35




i+ - -t -t - 3 1 1 1+ 1

Injection Date
Sample Name
Acg. Operator
Acg. Instrument
Acg. Method
Last changed
Analysis Method
Last changed

E+ 13 3 3 1 3 1t 2 -t -t 1t 3 5 1
2/8/99 12:22:28 PM Seq. Line 19
kpc106 _ . Vvial : 19
Inj : 1

HP LCMS System Inj Volume Inj prog

C:\HPCHEM\ 1\METHODS\POS_MODE M
1/27/99 9:46:31 AM by ntg

C: \HPCHEM\ 1\METHODS\ALICE.M
2/8/99 3:56:50 PM

(modified after loading)

Cl

A
I=" =
\—/

o
I

Cl
30a

1.C/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 2 min for equlibrition. condense scan. Solvent A:néo+v?v:wxrh,
B:ACN +0.05%TFA. Column Temp. is 30. 150-850, 50 V

Current Chromatogram(s)

MS Spectrum

3000000
2500000
2000000
1500000
1000000

500000

MSD1 TIC, MS File (EX\HPCHEM\1\DATA\990207\KPC106.D) API-ES Positive

—

T T T T

SaAMM LA NP AL AL R
0 2 6
VWD1 A, Wavelengih=214 nm (EAHPCHEM1\DATAG90207/\KPC 106.D)

—

o 4L
0

L
i

.626

13.539

42.099

A\ L

4 73.000

o~ ) 2 4

T T T T T T T T T

o] 5901

T T

1600000
1400000
1200000
1000000
800000
600000
400000
200000

MSD7 255,

IC=254.7:255.7 (E:\HPCHEM\1\PATA\980207\KPC108.
[
[

dit

O

mi
} API-ES Posifive _r{

*MSD1 SPC, time=2.360:2.568 of EAHPCHEM\1\DATA\99020

Max: 662969

FaY -1 2.1
&JTJ

848
5.184
845
6.389

6.689

1 17.005
7.384
818

o

-

min

Instrument 1 2/8/99 8:37:08
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N
' 4
STANDARBRD 1H OBSERVE ol 74 N]
H

Solvent: DMSO
Ambient temperature _ 30a
Mercury-300 "nmr300"

PULSE SEQUENCE

Relax. delay arrayed : : }fL,C7
ist pulse arrayed : : »

2nd pulse 18.4 degrees

Acq. time 2.000 sec

Width 3775.5 Hz

Arrayed repetitions .
OBSERVE  Hi, 300.0401241 MHz
DATA PROCESSING Bt
FT size 16384

Total time 1 minute

‘- r» ’ -
i ;frzé?
A4 - A » e y
JMso
J L\_ JL A 1 A L JL 1
T 1 Ii‘!.‘Ilrl]ll*l Ifl"ll"ﬁl—rl‘flfl"lflflrl‘FlfIllTlTlTl#'lf‘rf_ll—IT—l]*lT
10 g 8 7 B 5 4 3 2 1 ppm

b L b -
2.06 2.02 0.34

1.08 0.95 2.00

S37




13C OBSERVE

i N
, y /]
Solvent: DMSO cl <: 2 < H
Ambient temperature OH

Mercury-300 "nmr300"
y 30a

PULSE SEQUENCE
Relax. delay arrayed
ist pulse arrayed B = S
2nd pulse 30.0 degrees ) : p"' so
Acqg. time 1.815 sec
Width 18761.7 Hz
Arrayed repetitions
OBSERVE C13, 75.4451934 MHz
'DECOUPLE H1, 300.0415806 MHz
Power 47 dB
continuously on
WALTZ-16 modulated
DATA PROCESSING
Line broadening 1.0 Hz
FT size 131072
Total time 10 minutes

39.777
39.500
39.223

\

/—130.856
22.778

127.118

33.125

14
F
o
v
/
—129.318

7.324
135.845

31.326

160.433

TPUVRPHDSHRPPRPHITRN BIE NP |

|l|l||lll|llll]lll|||IIIIIIIIIIIIIIIIIIIIIlllIlf]lllll]lllllllll|l11l|llll||lI‘|IlilI|llll|l|1||l1l|!llll|lllllllll|

200 180 160 140 120 100 80 60 40 20 ppm
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Chiron Drug Discovery Research
Medicinal and Organic Chermistry

System Name HappySys

AU

SampleName KPC62PROD
Date-Acquired 12/9/98 5:28:31 PM

Channel Description PDA 220.0 nm

Injection Volume 10.00 u}

Vial 3

Acq Method Set 5100
Auwlo-Scaled Chromatogram

2.804
260
2.40-5 - o
220]
'2.oo-f
o0]
160
1.4_0-2
1.2o_i
1001
ose]
o.so_f
o.4c»:

0.20

0.004

Peak Results

5.00 10.00 15.00

BB RT |Start Time | End Time | % Height

% Area

-

18.445 18,200 19.250 100.00

100.00

Minutes

30b

S39




Print of all graphic windows

Injection Dute
Sample Name
Acq. Operator

Acq. Method
Last changed
Analysis Method
Last changed

LC/MSD method. Flow rate:0.4 mL/min,

B:ACN +0.05%TFA.

Current

12/10/98 9:56:24 AM Seg. Line S
KpPCe2 vial : 5
ntyg Inj : 1

Inj Volume : Inj prog

C:\HPCHEM\ 1\METHODS\POS_MODE.M
11/10/98 1:09:54 PM by ntg
C:\HPCHEM\ 1\METHODS\ALICE.M
9/3/98 2:14:14 PM by ntg

Column Temp. is 30. 150-850, 50 V

Chromatogram(s)

MS Spectrum

N
4

cl 4 NT
oH H

Cl
30b

1-95% B in 6 min. 2 min for equlibrition. condense scan. Solvent A:H20+0.05%TFA,

350000
300000
250000
200000
150000
100000

50000

MSD1 TIC, MS File (HAHPCHEM\I\DATA\981210\KPC62.D) API-ES Positive

o

min

mAU a
1000
800
600
400
200-

0

VWD1 A, Wavelength=214 nm (H\HPCHEM\1\DATA\981210\KPC62.D}

o0

2.054
12.293
790
3.571
14.528
[4.751

Il 4

7.424

5
T

B

—

Ts 580
5962

1 Te6.444
6.938

'
T
T T =

0

T T T

T I
2 B .

min

175000
150000
125000
100000
75000
50000
25000
0

Mfé 1269, HIC=268.7:269.7 (HAHPCHEM\1\DATA\981210\KPC62.D) API-ES Positive

wy

P

[
0

min

*MSD1 SPC, time=2.540:2.764 of HA\HPCHEM\1\DATA\9812
T R
&
100 Max: 81134
80 —
' £
[}
60
|
40 —
20
0 o ' T l T T T I ¥ T I T
200 400 600 800 m/z

S40
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STANDARD 1H OBSERVE

Solvent: DMSO
Temp. 70.0 C / 343.1 K ' o]
Mercury-300 “"nmr300"

PULSE SEQUENCE 30b
Relax. delay arrayed - :
ist pulse arrayed
2nd pulse 19.4 degrees ' -
Acg. time 2.000 sec
Width 3775.5 Hz
Arrayed repetitions

0OBSERVE Hi, 300.03B8211 MHz

DATA PROCESSING

FT size 16384

Total time 1 minutes

r

LI

e
—_— T J{
L L L DL I L L

'_IIIIIIIIIIFTII

I
10 9 8 7
L
2.03 0.98
1.06

6

L

0.84

5

S4l



13C OBSERVE

(}{)
NS
L:i

Solvent: DMSO cl

Temp. 70.0 C / 343.1 K
Mercury-300 “nmr300"

PULSE SEQUENCE

Relax. delay arrayed
ist pulse arrayed

2nd pulse 30.0 degrees

40.054
39.777
39.219
38.942

130.495
128.974
126.701

-
\u
&

127.251

131.042
/F_

Acg. time 1.845 sec ) 9
Width 18761.7 Hz S a @ ©
Arrayed repetitions a ~ = @
OBSERVE (€13, 75.4448884 MHz “m.J %
DECOUPLE H1, 300.0403381 MHz T
Power 47 dB \
coentinuously on
WALTZ-16 modulated
DATA PROCESSING
Line broadening 1.0 Hz -
FT size 131072 o o
. . Te} (=
Total time 47 minutes ™ @ Te] o _ ~
< @ © © o
~ . o < -~
© ™ o ’
a3 ; |
g |
AN |
©

Y s it Lig iyt : ’ gLl M 1 y R H i Al v i T Rt I ik ' L !
uﬂwmmﬂ.mmm:.&u..Mu..uJ.MH.M‘iu‘uhn..LiI.Amuu.mu.m..umeMmmw“um mmmzumixmnkum
200 180 160 140 120 100 80 60 40 20 0 ppm
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Chiron Drug Discovery Research
Medicinal and Organic Chemistry

System Narme HappySys

SampleName KPOB4 «—

Date Acquired 12/10/98 6:03:10 PM

AU

Channel Description PDA 220.0 nm

Injection Volume 3.00 ul

‘Vial 28

Acq Method Set 5100
Auto-Scated Chromatogram

1 .BOt
1s<>
1 40—
1 _.20—;
1 00—
0.80=:
0.60—i
0.404
0.20—:

0.00-

5.00

Peak Results

Start Time

End Time

% Height

% Area

1]16.638

16.317

17.133

100.00

100.00

20.|00I ' l25.|00I ‘ ‘30!00 35.00 40.00
Minutes
\
N.__
\ ’Nj( :
cl N
Yy H
cl
31b
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cdddit Wi Gad Hidplidv Valluwwd

Injection Date : 12/10/98 10:00:17 PM Seq. Line : 33
Sample Name : kpcéda vial : 33 \N—
Acqg. Operator : ntg Inj : 1 \ N

Inj Volume : Inj prog /:H/ :
Acqg. Method : C:\HPCHEM\1\METHODS\POS_MODE.M Ci N
Last changed : 11/10/98 1:09:54 PM by ntg o H
Analysis Method : C:\HPCHEM\ 1\METHODS\ALICE.M Cl
Last changed : 12/10/98 2:01:08 PM ' 31b

(modified after loading)
LC/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 2 min for equllbrltlon condense scan. Solvent A:H20+0.05%TFA,
3 ACN +0.05%TFA. Column Temp. is 30. 150-850, 50 V

Current Chromatogram(s) MS Spectrum
MSD1 TIC, MS File (FAHPCHEM\1\DATA\981210\KPC64A.D) API-ES Positive *MSD1 SPC, time=2.315:2.508 of FAHPCHEM\I\DATAGB121

o

350000
300000
250000
200000
150000
100000

50000

324.1

100_ Max: 8187$

0 2 4 6 : min
VWD1 A, Wavelength=214 nm (F: \HPCHEM\1\DATA\981210\KPCG4A D)

o
\
q
q

ZTJ00
ana 4
[o7-4e )

B
o
o
!
47
5.435

3 6
4.140
4.615

4.911

5.922

6.411
6.930

200 3 : J g § 3
] ﬂ R q[. ™ AV U
0 TRHGI AT ;

T T T T T

7317
177123

o

min

0 2
MS(QZ}EPC-323 .7:324.7 (F: \HPCHEM\1\DATA\981210\KPC64A D) API-ES Positive i}

~+

160000 3
140000 3
120000 3
100000 3
80000
60000 3
40000 -
20000 J
04 : : ‘
0 2 4 6 min 2C|)0 4(|)0 . 6(|)0 8(|)0 m/,

Instrument 1 12/11/98 9:29:10 AM Page 1 of 1
' S44




Chiron Drug Discovery Research
Medicinal and Organic Chemistry

System Name HappySys.

AU

SampleName kpc92
Date Acquired 2/10/99 4:29:17 PM

Channel Description FDA 220.0 nm

Injection Volume 10.00 ul

@ Vial 23

Auto-Scaled Chromatogram

Acq Method Set 5100 ,

0.70

oeo]

Q49
oo

10

0.60—-;
0.555
oo
0.4545
o
0.35—f
0.30—;
o

0.20

Peak Results

4 1 1 0 | 0 1 1 0 l 1
25.00.

Minutes

RT | Start Time | End Time | % Height

% Area

10.683

—h

10.918 11.200 100.00

100.00

= 545




Jrint ot ail graphlc windows

‘njection Date
3ample Name
\cg. Operator

icqg. Method
.;ast changed
wmalysis Method
:ast changed

2/11/99 12:44:55 PM _ Seq. Line
kpeco2 Vial
ntg - Inj

Inj Volume
C:\HPCHEM\ 1\METHODS\POS_MODE .M
9/17/98 11:16:18 AM by ntg
C:\HPCHEM\ 1\METHODS\ALICE.M
2/11/99 4:58:05 PM
(modified after loading)

.C/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 2 min for equlibrition.
3:ACN +0.05%TFA. Column Temp. is 30. 150-850, 50 V

‘Current Chromatogram(s)

MS Spe

HN

HoN

NH NH,
N=

32

condensé séan. Soivént A:HZB;GQbEQTFA,

ctrum

500000
400000
300000 -
200000

100000

MSD1 TIC, MS File (F\HPCHEM\1\DATA\990211\KPC92.D) API-ES Positive

-

<t

0

min

0

mAU a
350
300
250
200
1503
1003

50 3

piafins

=
4

| _&411
b2.368

o

T T T T — T T T

I R
2 4 6

T T T

min

350000
300000
250000
200000
150000
100000

50000

N,
MSTY 240, FIC=239.7:240.7 (FAHPCHEM\1\DATA\990211\KPC92.D) API-ES Positive

T5.431

15.678
6.081

-4

80 —

*MSD1 SPC, time=1.602:1.778 of FAHPCHEM\T\DATA\990211

240.1

"

Max: 193121

[nstrument 1 2/11/99 4:59:31 PM

Page 1 of 1




STANDARD 1H OBSERVE

i
solvent: pmso / ¥70
Ambient temperature
~ Mercury-300 "nmr300"

PULSE SEGUENCE

Relax. delay arrayed

ist pulse arrayed =

2nd pulse 45.0 degrees

Acg. time 2.000 sec

Width 3775.5 Hz

Arrayed repetitions .
0OBSERVE H1i, 300.0414277 MHz
DATA PROCESSING
FT size 16384

HN
S—NH

| H,N \—_\

HN
32

NH,

Total time 1 minutes Cl/?CA/’
grs?
Ve IV A f.' J
.H‘Jﬂ P (| J J U L i
1 1T 1 l L ! t l L AL I 1 l—l—l | B I L |'| VT 11 I 1 | | 1T 1 I 1 T 1 ] l T T ]TI 1 )
10 9 8 7 6 5 4 3 2 1 ppm
- — L o
1. 9.5 1.92 0.84
00 2.04.17
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Chiron Drug Discovery Research
Medicinal And Organic Chemistry

System Name David

SampleName kpc16-1
Date Acquired 4/15/99 9:22:24 £
Channel Description PDA 22(

Injection Volume 10.00 ul
Vial 10
Acq Method Set 5100

Auto-Scaled Chromatogram

1.40

1.30

.42
AL

1.20
1.10
1
1.00-]
O'Q.O_ﬂ
0.80

0.70

AU

0.60-]
0.50
0.40]

0.30

e,

Peak Results

Name | RT | Start Time | End Time

% Heiaht

% Area.

1 8.131 7.893 8.577

100.00

100.00

H,N ‘

\?N@\CN

6-(2-Amino-ethylamino)-
nicotinonitrile

S48




kil Wia Mad Yecapridd T aadbAMs Ve

‘njection Date
jJample Name
\cq. Operator

\cqg. Method
«ast changed
nalysis Method
ast changed

: 4/15/99 11:27:13 AM Seq. Line
: kpclé-1 Vvial
: Manager Inj

Inj Volume
: C:\HPCHEM\ 1\METHODS\POS_MODE .M
: 3/4/99 1:46:07 PM by Manager
C:\HPCHEM\ 1\METHODS\ALICE.M
4/15/99 10:14:07 AM
(modified after loading)

5
5 HaN

1 N N=
Inj prog HN—\ /N

6-(2-Amino-ethylamino)-
nicotinonitrile

C/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 2 min for equlibrition.

condense scan. Solvent A:H20+0.05%TFA, B:ACN

is 30.

5%TFA. Column Temp.

150-850,

Current Chromatogram(s)

50 V

MS Spectrum

*MSD1 SPC, time=1.179:1.628 of V:\HPCHEM\I\DATA\9904 15\4

800000
700000
600000
500000
400000
300000
200000
100000

0

MSD1 TIC, MS File (VAHPCHEM\1\DATA\990415\KPC16-1.D) API-ES Posltive

N

T
0 2 4 6 min

[}
o
o

VWD1 A, Wavelength=214 nm (VAHPCHEM\1\DATA\990415\KPC16-1.D)

—

100

80

163.1

Max: 255428

2.566

min

600000
500000
400000
300000
200000
100000

0~
MSD{ 163

=)

2 .
[C=162.7:163.7 (V\HPCHEM\1\DATA\990415\KPC16-1.D) API-ES Positive

16.693
7.214
7.900

5.810
|-6.387

[=]

‘nstrument 1 4/15/99 10:14:39 AM

: U — .
min 200 400 ) 660 r|n/2

Page 1 of 1
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STANDARD 1H OBSERVE

Solvent: DMSO
Temp. 70,0 C / 343.1 K
Mercury-300 "nmr300"

PULSE SEQUENCE

Relax. delay arrayed

ist pulse arrayed

2nd pulse 45.0 degrees
Acqg. time 2.000 sec

Width 3775.5 Hz

Arrayed repetitions '
OBSERVE Hi, 300.0388211 MHz
DATA PROCESSING

FT size 16384

Total time 1 minutes

H,N

N
HN‘Q—CN
6-(2-Amin0-ethylamino)-

nicotinonitrile

550



13C OBSERVE

Solvent: DMSO
Temp, 70.0 C / 343.1 K
Mercury-300 “nmr300"

PULSE SEQUENCE

Relax. delay arrayed

ist pulse arrayed

2nd pulse 30.0 degrees

Acg. time 1.815 sec

‘Width 1B761.7 Hz

Arrayed repetitions
OBSERVE €13, 75.4448864 MHz
DECOUPLE Hi, 300.0403381 MHz
Power 47 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 1.0 Hz
FT size 131072
Total time B minutes

159.808

152.443

HoN .
. N=

HN \ 7 CN

| 6-(2-Amino-ethylamin0)—
nicotinonitrile

137.940
118.478

107.713

Q4 .046

!

40.684
40.339
40.058

-44.015

////r—48.982

39.781
39.500
39.223

38.946

38.673

Illllllllllllll]llllTT1lr]lIII'IIII]lll||l|l]|llll|lll1|llIllllll]llflllllllTTlllIllllTllllllTlllllllIllll]lller7

200 180

160

140 120 100

S51
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Chiron Drug Discovery Research
Medicinal and Organic Chemistry

System Name HappySys

AU

SampleName kpcB0-1
Date Acquired 4/14/99 7:09:24 PM

Channel Description PDA 220.0 nm

Injection Volume 30.00 ul

Vial4

Acq Method Set 5100

1.30

10807
FOTOOY

120
10,
1.00-:
0.90—?
os0]
070]
0.60—3
os0]
oo
030
020]

0.10]

0.00-

Peak Results

5.00 10.00 16.00

RT | Start Timé'| End Time | % Height

% Area

-h

10.607 10.433 11.450 100.00

100.00

S52




Injection Date : 4/15/99 12:36:48 PM Seq. Line : 12

Sample Name : kpcéOnl . vial : 12 HN

Acg. Operator : Manager Inj : 1 : >\—NH ‘
Inj Volume : Inj prog : N

Acg. Method : C:\HPCHEM\1\METHODS\POS_MODE.M HN M NN

Last changed : 3/4/99 1:46:07 PM by Manager HN—N\ 7

Analysis Method : C:\HPCHEM\1\METHODS\ALICE.M ' 33

Last changed : 4/15/99 10:14:07 AM '

(modified after loading)

LC/MSD method. Flow rate:0.4 mL/mln, 1-95% B in 6 min. 2 min for equlibrition..condense scan. SolveﬂfiﬂAh:ﬁ'zblo;OS%TF‘A,
B:ACN +0.05%TFA. Column Temp. is 30. 150-850, 50 V

Current Chromatogram(s) MS Spectrum
MSD1 TIC, MS File (V:\HPCHEM\1\DATA\9904 15\KPC16N1.D) API-ES Positive *MSD1 SPC, time=1.539:1.934 of V\HPCHEM\1\DATA\3904 15\

1200000
1000000
800000
600000
400000
200000

205.1

100 - Max: 265569

VWD1 A, Wavelength=214 pm (VAHPCHEM\I\DATAWI04 15\KPC16N1.D)
mAU 3 g 1

4.861

5.215

5.57
6.903
541

i
[
17.
N
o
1

T T T

r
0 2 4 6 mm

800000

600000 -]

400000

200000

0.696

7.145

0-
0

T76.260
6.657

! ) T
6 min| 260 400 600 m/2

\

Instrument 1 4/15/99 11:50:16 AM ' Page 1 of 1
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STANDARD tH OBSERVE

Solvent: DMSOD
Temp. 70.0 C / 343.% K
Mercury-300 "nmr300"

PULSE SEGUENCE

Relax. delay arrayed
ist pulse arrayed

2nd pulse 45.0 degrees
Acq. time 2.000 sec
Width 3775.5 Hz
Arrayed repetitions

OBSERVE  Hi, 300.03B8216 THZ

DATA PROCESSING
FT size 16384 _
Total time 1 minutes

e i

0.54

1.00
1.67 3.33

0.86

 S54
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13C OBSERVE
HN

»—NH

Solvent: DMSO : SR o HoN R N=
Temp. 70.0 C / 343.1 K HN~Q—CN
Mercury-300 "nmr300" 13

PULSE SEGUENCE

Relax. delay arrayed
ist pulse arrayed

2nd pulse 30.0 degrees
Acg. time 1.815 sec
Width 1B761.7 Hz
Arrayed repetitions )
OBSERVE C13, 75.4448841 MHz oz
DECCUPLE Hi, 300.0403381 MHz ~
Power 47 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 1.0 Hz
FT size 131072
Total time 38 minutes

39.796
39.572
39.519
39.242

40 .046
/
\-

—157.133

550
—1562.359.
38.965

138.176
94 .778

i18.289
40 .354
38.584

108.503

l[llI]lll1lllllllll-l'llTllllll]llll|l1l|'lll1|lll|IlllllIllllllll]Tlll'll1l|IlllllllllllllllllllllIlllll[]I]llIIT

200 180 160 140 120 100 80 60 40 20 - ppm
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Chiron Drug Discovery Research

Medicinal & Organic Chemistry System Edgar
SampleName AZ21551 , Volume: 10
. Date Acquired: 03/10/98 01:51:40 PM vial 2
%Channel Descr. 220 nm Acq Meth Set: 5100_220
2.000— )
_ il
1.800— %
1.600—
1.400—
1.200—
. _
< 1.000—
4
o .
0.800—]
0.600—
0.400— '
~
- )
_ ~
: 8
0.200— ' Li
0.000— ‘
I I | T | [ I k f T [ T ‘ 1
10.00 20.00 . 30.00
Minutes
Peak Results
# | Name Ret ?1me Star? Time | End ?1me § Height | % Area
(min) (min) (min)
1 21.917 21.650 22.500 | 94.83 96.44
23.717 23.350 24.067 5.17 3.56

IZ/§7

'\
SRSt
S o,
. H
35a
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. : Page 1 of 1
File : c:\ezchrom2\chrom\1998-03\Az51f2qc.ez2

Method : c:\ezchrom2\methods\200ul.met\M0O6m595w.met
Sample ID : mg2-10ul
Acquired : Mar 03, 1998 13:49:41

c:\ezchrom2\chrom\1998-03\Az51f2qc.ez2 — Channe! A

750 : - 750
(]
5001 . 1500
m : : m
A A
u u
2501 . 1250
-~ <
. O‘]rj AgaN L
) 1 2 3 4 M_é 6 7 8 ) 10
Channel A Results fnutes
Peak Time Area Area % Height Height %
___________________ [ S, ———————— ——— e e S —— ——
1 2.62 . 74761 2.1 16653 1.9
2 2.74 437060 12.5 244865 " 27.3
3 2.79 2940904 84.4 626083 69.9
4 4.39 31136 0.9 7848 0.9
Totals

3483861 100.0 895449 . 100.0

NO,

35a
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427, 50U

04-Niar=1998

AZ51F2QC 36 (1.285) Cm (34:37) Scan ES+
428 7.09e5
100-
/A P
Seine
H \NJ\N j N N0,
H
P
N/
35a
%]
404
335
429 469
324 : 361 371 379384403 405 444445450 470486487 510
0 307| l\33ol3ﬁ3ll [ oY (1 |I /l. .II\( lll ﬁ‘ ( I “/ 11 l 510 / 549546 577 595 613 630 648 \ 685 690 e%sa/
300 3éo 340 380" 380 400 | 4éo RO 460 480 T 800 B0 " 540 560 | 5éo "800 " Bl "'660 éo 700

S58
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Cl

STAN

DARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C / 298.1 K
Mercury-300 "nmr300*

Relax. delay 1.000 sec
Pulse 37.5 degrees

Acq

. time 1.998 sec

Width 4500.5 Hz
32 repetitions
OBSERVE H1, 300.0303577 MHz

DATA

PROCESSING

FT size 32768
Total time 1 min, 39 sec

i NH

—

N

H
= N N N\

L |
SR
Cl
36a HCI Salt

)L 1 1L 11 L gL 1
™ T T T

1.16 1.29 2,04 1.00

1.09 0.85 1.05 2.06

S59-



13C OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C / 298.1 K
Mercury-300 “nmr300"

Pulse 54.2 degrees

Acqg. time 1.815 sec

Width 18761.7 Hz

1776 repetitions
OBSERVE C13, 75.4427150 MHz
DECOUPLE H1, 300.0318890 MHZz
Power 45 dB

continuously on

WALTZ-16 'modulated

DATA PROCESSING

Line broadening 1.0 Hz

FT size 131072
Total time’S86 hr, 42 min, 3 sec

(/\NH H
N/— “Z N N N\
s ) |
quf .,
Cl Cl
36a HCI Salt

[I||||||l|]l||||||||lll||||||||IIII|‘IﬂIl[llrl|||1|||l||||||||l||1|||1|,||||||||lIllll||-l|l[‘llll|l|l|'llll|1l|||||
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Chiron Drug Discovery Research System Name HappySys

Medicinal and Organic Chemistry

SanmpleName kchOprod / Injection Volume 20.00 ul

90
Date Acquired 1/18/99 7:42:07 PM 4 ¢ Vial 11

~ Channel Description PDA 220.0 nm Acq Method Set 5100
Auto-Scaled Chromatogram

1.80- $

1.60 - ¥

1 .40j
1.20-

1.00-
1

AU

0.80
0.60
0.40-

0.204

0.00

) Minutes

Peak Resuits

H RT | Start Time | End Time | % Helght | % Area
1118.690 18.317 19.200 100.00 | 100.00 J/NH H
.
|
[
N/'\N Z>No,
H
Cl Ci
36b

S61




333 1 1 3 3ttt t it Pttt Pttt 3 Tt A R e / NH
‘njection Date : 2/12/99 11:36:04 AM Seq. Line : 16 <;: . NN NH
jample Name : kpc90prod ‘ vial : 16 « /’k /I/ P 2
\cqg. Operator : ntg ) Inj : 1 NN =
. . - NO
. Inj Volume : Inj prog al o H 2.
wcqg. Method : C:\HPCHEM\1\METHODS\POS_MODE.M 36b
.ast changed : 9/17/98 11:16:18 AM by ntg
wmalysis Method : C: \HPCHEM\ 1\METHODS\ALICE.M
;ast changed : 2/12/99 5:38:08 PM
(modified after loading)
Current Chromatogram(s) MS Spectrum
MSD1 TIC, MS File (GAHPCHEM\1\DATA\990212\KPC90PRO.D) API-ES Positive *MSD1 SPC, time=2.775:2.920 of GAHPCHEM\1\DATA\G80212\K
%) / 1
4000005 & i ] o
350000 100 4 2 Max: 65465
300000
250000 1
200000 |
150000
100000 _
50000 80+
VWD1 A, Wavelength=214 nm (G:\HPCHEM\I\DATA\990212\KPCO0PRO.D) |
mAU ‘ gg' ]
1 a
] i ]
400 &
1 60 3
300 ] e
2003 o
b 4 <
100d § 9f2n pom|| g eIy © S o 7
B3I 8§=%¢ &M ||SA®IH g e ]
=] Sy = =, NN )\ T, CpEep I 0 AN ~
0 F<A—tt—= T 4 e 40 \
. : : ————r————————
0 2 4 6 min
MSD1 486, EIC=485.7:486.7 (G:\HPCHEM\T\DATA\990212\KPC90PR0.D) API-ES Po 1
120000 - 3 ] &
] < <
100000 | 3 Eé
80000 4 20
60000 ﬂ | :§ E§
40000 -} ] q
20000 5 J 5 8 5§ 1
1 T ki T80 0 ~
0_: T A — =t — 0 casod 3 i 1 1 ot L
— e D S e e e B s a
0 2 4 6 min 200 400 600 800 m/7

nstrument 1 2/12/99 5:39:02 PM S62 ‘ Page 1 of 1



STANDARD 1H OBSERVE

Solvent: CDC13
Temp. 76.0 C / 343.1 K
Mercury-~300 "nmr300"

PULSE SEQUENCE
Relax. delay arrayed
ist pulse arrayed
2nd pulse 18.4 degrees
Acg. time 2.000 sec
Width 3775.5 Hz
Arrayed repetitions
0BSERVE
"DATA PROCESSING
FT size 16384
Total time 1 minute

H1i, 300.0373909 MHz

Lt

1.23

by
1.141.00
2.0631

S63




13C OBSERVE

Solvent: CDC13

Temp. 70.0 C / 343.1 K
Mercury-300 "amr300" (\NH H
PULSE SEGUENCE . N IN ’N\ NH,
Relax. delay arrayed \N/kN \T:;J:
ist pulse arrayed i - H NO,
2nd pulse 30.0 degrees 36b

Acg. time 1.815 sec

Width 18761.7 Hz

Arrayed repetitions
OBSERVE (13, 75.4444188 MHz
DECOUPLE H1, 300.038912S9 MHz
Power 47 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 1.0 Hz

FT size 131072

Totsl time 13.0 hours

llIl]lll1IrlTlTlllI'llllllflfllllllllll’llll||]ll.|1fll[llll|llll]lllllrrlT[TlllIllll{llll]1lll|llllllll]]lll[lTl

200 180 160 140 120 100 80 60 40 20 ppm
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STANDARD 1H DBSERVE

Solvent: CDC13
Temp. 70.0 C / 343.1 K
Mercury-300 "nmr300"

PULSE SEGUENCE
Relax. delay arrayed
ist pulse arrayed
2nd pulse 19.4 degrees
Acg. time 2.000 sec
Width 3775.5 Hz
Arrayed repetitions
OBSERVE  Hi, 300.0373909 MHz
"DATA PROCESSING
FT size 16384
Total time 41 minute

Cl

NH  ° '
H
é;; PN lN\ NH,
L
\N)\” Ao,

- Cl
36b  HCI Salt

llllilllllTlll['
10 g 8
L L
5.87
1.23

L
1.111.00
2.0634

565



STANDARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C / 298.1 K
Mercury-308 ‘'nmr300"

Relax. delay 1.000 sec

Pulse 37.5 degrees

Acq. time 1.898 sec

Width 4500.5 Hz

128 repetitions

OBSERVE H1, 300.0303526 MHz
DATA PROCESSING

FT size 32768
Total time 0 min, 0 sec

‘ H
N N NH
LS,
\)\H /NOZ

36b  HCI Sakt

11 10 3 8 7 6
1.05  0.30 5.52
2.26 1.86 1.00
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STANDARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C , 298.1 K
Mercury-300 "nmr360"

Relax. delay 1.000 sec

Pulse 37.5 degrees

Acq. time 1.998 sec

Width 4508.5 Hz

128 repetitions
OBSERVE Hi, 300.0303577 MHz
DATA PROCESSING

FT size 32768
Total time 6 min, 38 sec

yNH H
P N
SeUn el
|
\N)\ﬁ N ~on

cl al
36c HCI Sa|+

S67




13C OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C / 298.1 K
Mercury-300 “nmr300"

Acq. time 1.815 sec

Width 18761.7 Hz

20992 repetitions
OBSERVE €13; 75.4427164 MHz
DECOUPLE H1, 300.0318890 MHz
Power 45 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 1.0 Hz

FT size 131072
Total time“586-hr, 42 min, 3 sec

il
ff
|
I
Pulse 54.2 degrees .
!
i

é?‘N

T S
I
Eilll \}ﬂ/L\N N = CN
H
Cl Cl

36c HCI Sa |+

mmmmwwmwnwmﬂwjuwww Wb T RITRN I

||||||1|l|ll||||1ll‘|1r|l||lllllrll||||l|l|ll|||l|r‘l‘r|l|Illllllll|II|I[7||I|I||(|I||||lllllllll|l|ll||l|l|lﬁ|||||
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STANDARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C s/ 298.1 K
Mercury-300 "nmr300"

Relax. delay 1.000 sec

Pulse 37.5 degrees

Acgqg. time 1.998 sec

Width 4500.5 Hz

32 repetitions

OBSERVE H1, 300.0303515 MHz
DATA PROCESSING :

FT size 32768
Total time 1 min, 38 sec

~

" H
Ny N lN\ NH,
\N/kn = NO;

ci cl
37b

T
1 0 ppm
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13C OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C s 298.1 K
Mercury=-300 "nmr300"

Pulse 54.2 degrees
Acqg. time 1.815 sec
Width 18761.7 Hz
2000 repetitions
OBSERVE €13, 75.4426754 MHz
DECOUPLE H1, 300.0318890 MHz
Power 45 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 1.0 Hz

FT size 131072
Total time 5867 hr, 36 sec

”'I' G T
L

i b TR )
I,‘["‘M".'i““ b ‘ l“'.“-

]llll||lIIIlfll]llll]llll|lll|]l|ll|||IIIIIII|IIIIllII||IlIl]lIIIlllllllllllllll'lllllllI.Illlllll'llIllllll[llllllll

200 180 160 140 120 - 100 80 60 ~ 40 20 ppm
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U\i-2(27¢nm)
— std : :
71547 : : -
Area Percent : : : oo
0.30 o= s mmmmo e e e e PR --------------------- S ERGELECT TR e ERDETETPOPRPPS +0.30
0.25 o rorrmmme e m e T T T e P REEEREETERS -0.25
0,20 o +-r= o el 1 ------------------- ---------------------------------------------------------------------------------------------------------- +-0.20
0.5~ + - m o m o e Ll b ---------------------------------------------------------------------------------------------------------- -0.15
s
QLAQ e v m o r e e oo ------------------------------------------- -0.10
0,05 -+ r = mme o el Frbordorrnses T e e RIICTII -0.05
R :
\ w |
z 3 : = &
(=3 — - — o
/ »
0.00 1~ ) } \‘%_“*1 ---------------------------------------------------------------- L 0.00
oos -------------------- --0.05
0.0 ois 1.0 15 ' 2.0 215 3fo 35 4.0 415 5.0
Minutes
—— C:\Class-up\041203_ssRR\71547, UV - 2 (270nm)
\N/
O2N_~~ \ cl cl
!
X N/\/NYN\
H N
. N
o
46b

S71
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C:\LCQ DATA041203_ssRR\71547_2

12/03/2004 03:25:34 PM

DPH N pmol std

71547_2 #125-130 “RT: 3.17-329 AV: 6 NL: 110E6

T: + cESI Full ms [ 200.00-1200.00]

Relative Abundance
[4)]
N

153 . 3324
- 7. 271.8

334.4

w
birraloiay

1 265.0 | 289.2

bl

o

200 - 300

.3&6-4 405.2

400

542.4
\N/
ON Ay cl cl
X I N/\/N Ny
N n
. N
N
L
46b ‘

544.4

497.3
499.3
545.4
707.5
5464 709.5
1710.5
547.4
454 ||\ | [0 0803 OS2 HT774 gegq 8402 9070 g2 10019 10847

e syt 1 i AERUEEMILY 11
500 600 700 800 900 1000

m/z
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1100
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CHI RO N Technologies S MD D R Medicinal & Organic Chemistry Group

Sample Name: ss73pul. : : System Name: Shana Project Name: GSK4
Label: Acq Method Set: Rabbit20

Date Acquired: 2/3/2000 4:34:19 PM Injection Volume- 10.00 ul Vial # 1

0.24j_

0.22]

8,257

0.20]
0.18]
0.163
0.14]

0.12{

0.10.

AU

0.08.]
0.06.1

0.04.

0.02] }{ -
0.00] Al

T

4bo ~ "ebo ~ 'sbo’ ~ T10lo00  12o0 14000 16l00 1860 2000
Minutes

" 2.00

Peak Results
@ Retention Time | Start Time | End Time | % Area

1 6.257 6.156 6.355 | 100.00

O.N 'N cl a

- S73




Print of all ~+aphic windows

Injection Date
Sample Name
Acg. Operator

Acq. Method
Last changed
Analysis Method
Last changed

: 2/3/00 4:51:19 PM Seq. Line : 5

: SS73PU2R vial : 55

Manager Inj : 1
Inj Volume : Inj prog

C: \HPCHEM\ 1\METHODS\POS_MODE .M
1/12/00 11:50:39 AM by Manager
C:\HPCHEM\ 1\METHODS\DEF_LC1.M

: 1/5/00 3:07:44 PM

' Current Chromatogram(s)

300000 -
250000 -
200000 -
150000 -
100000 -

50000 -

4

MSD1 TIC, MS File (V\HPCHEM\1\DATA\000203\SS73PU2R.D) API-ES Positive

N~
«Q

Instrument

'3/00 5:06:42 PM

ON__~y cl c
|
X N/\/N N\
H [
N =
46¢
MS —
e ey e o M\I\DATA000203
] ~
<
@
100 4 N o Max: 41936
©
©
J re}
80
T m
oo
] ® 5
o]
- q“
60
40
i b
&
J ©
10
J )
&
20 - S
¢
B He
[
0 l.‘l‘ JJI ll_ll.!.l I.Jl ‘l"d| i t ..LI . ) T
200 400 600 800 m/Z

E 1of 1



UV - 2 (276nm) : : ; : : : : : ‘
0.14 4 ----——-std-------  RAERATAREITITE R RRRRILE: T RIICRRES B e e e e LR LRt TITECTEEERILREPEEEE F0.14
77033 | : =
1 Area Percent ¥ .
s
U e L AR R D T R - 0.12
a i
t :
! :
- } E -
1 '
H : ' | :
040 ---mmmmmrerneniees T E S ESCTEEERE PRN S R TR ICLLTRT SRR PP EPPTEEEEEPPPPIS T SERFETRRSR RPN F0.10
i :
] : : L
1 ! :
: : : | e
0.08 F-----e-rmmm e I SRR EIE ARttt R RRRCRETELEEERT DRPE B Poeneneesee et T e R T e e e [ 0.08
| :
1
] { [
_ E
I
.06 -+ rm oo S AR RRGURAALIILIEAEE L 0.06
2 |
g ] | -
0.04 Jommmmme e s S et T - 0.04
] P : a
. :
. [ % :
1 i H
[ T T e oo O [ 0.02
i [ ]
[ =
[52) H -~ : —
1 @ a8 L
~ I T \1 \\: —
: : N~
0.00 ey O NS S O UY SOUUUR e R T s SRLCELERE LT T EE L 0.00
002 - o e st e L -0.02
004 e b L ——. beeteesoosoiee e b .. e EEETETEEEES TR ——— L -0.04
T - T T T T T T T T
0.0 0.5 .10 15 2.0 2.5 3.0 35 4.0 45 50
Minutes

—  C:\Class-up\041203_ssRR\77033, UV - 2 (270nm)
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—N
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CQ\LCQ DATAV041203_ssRR\77033_1 12/03/2004 03:37:34 PM _ DPH N pmol std

77033_1#128-135 RT: 3.27-3.45 AV: 8 NL: 4.78E5
T: + ¢ ESI Full ms [ 200.00-1200.00]

100

582.4

. . 02N cl
90- = |N Cl
85 | N

80

: ‘ 584.4

Relative Abundance
(4]
T

35+
2920

N
[8,]

292.9

oo'
=
[FERNARRE RN REE!

N
o

585.4

-
(8]

P
[oogalernn e loaay

586.4
293.8

266.1 805
312.0 :
2624 3304 4224 4715 . 9604

(&)

587.5
54534, 0

| 6703 gg42  781.6 8389 8644 9101 10232 1049.2 19759 1182.4

s bl B b, VR B AR BV AL sl 103 Dt e B b 0 i calian ) I | ] " hov u g o hahibd, drfucld daj ny k ; . ' iy i

200 300 400 500 600 700 800 . 900 1000 1100 1200 ~
m/z '

o
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- L 0.20

SIOA

- 0.15
-+-0.10
+ 0.05

- 0.00

- -0.05

UV - 2 (276nm)

.........................................................................................................

--F0.25

————r————e ]

s S L [ bemeo s dee-
. 1
: :
: 1
H ;
H H
; ;
..........................................................................
] i
: ;
H ;
' /
; |
; H
; :
B R e [ Lt LR R EEEE EEREEPPPEPREERE] L EEE PP PEP PR S
/
H
s1o |

. g SRS R

© 25
Minutes

10

0.30

0.25 f-rsmsmrrmmmennnac oo

[0 T o e T T T e A S

0.15
0.0 F-mrrmrmrmmmm e s
0.05

SHOA

T e T T T

5.0

4.5

4.0

3.5

3.0

20

1.5

0.5

0.0

C:\Class-up\041203_ssRR\73181, UV - 2 (270nm)

Ci
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ci\LCQ DATA\041203_SSRR\731.81_2 : 12/03/2004 03:31:36 PM DPH N pmol std

73181_2 #131-138 RT: 3.33-3.49 AV: 8 NL: 1.60E6
T: + ¢ ESI Full ms [ 200.00-1200.00] '

100+ 584.4

957 - | ' - o N o
] 2 IN ci Cl

_ ~
90 ' x

. B ' ) N -
85___ . L/}

707 | | 586.4

Relative Abundance
[4)]
T

20 587.4

-
(8}

4973 5884
292.9

-
[w]

499.4
7495

()]

3323 | 504.4  5809.4 : ’
266.0 373.0 4214 4954 | 6444 7421 7525 4§26 8664 896.1 947.0 1014.8 10743 11691 1909

v b leeaa b lonag

o

200 -300 400 500 - 600 - 700 800 900 1000 1100 1200
miz
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SHOA

-Fo.12
-fo.10
-L0.08
-Fo.06
-Fo.04
-Fo.02
--1 0.00

F-0.02

-l 004"

5.0

..................................................................................................................................

z
F
5

0.121---

0,10 - - e b e
P U S SO S S S S S S O ST SO PRt
0.0 o - - v e ook
0,04 - - r o e o e
0.02 Jmmwmemmm o e el

SHOA

-0.02
| 0.04 feecpeast

1.0 1.5 20 25 3.0 35 4.0 45
Minutes

05

0.0

C:\Class-up\041203_ssRR\77034, UV - 2 (270nm)

Cl

Cl
N
A
=
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C:\LCQ DATA\041203_ssRR\77034_1 _ 12/03/2004 03:43:39 PM DPH N pmol std

77034_1 #137-145 RT: 3.48-3.68 AV: 9 NL: 6.56E5
T: + ¢ ESI Full ms [ 200.00-1200.00]
596.3

] O3N Cl Cl

65 | 598.3

60—
497.3 -

[3,)
(&)}

N
O

L bres Lerva v b laan

Relative Abundance
[4)]
Q

IS
o

4993

w w
o (3,1

o
(3]

=N
<.n .
brovelspnn ool o

209.0

N
o

-
o

W

266.0 294.1 3603 4365 572.3 [ 601.4
L et s b attiys o 2h oot

200 300 400 500 600 700 800 . 900 1000 © 1100 1200
m/z

654.4 747.5 8222 877.0 921.3 1025.0 1062.1 1097.9 1167.5

(=]

: ' ' S80



Chiron Drug Discovery Research
Medicinal & Organic Chemistry

System Edgar

SampleName az2l172pp

Volume: 10
Date Acquired: 03/27/98 03:02:51 PM Vial 7
“Channel Descr. 220 nm’ Acqg Meth Set: 5100_220
1.600— |
§ %
1.400—] cl &
{
== Cl
N/\jN
1.200—] SNCAY
[ AN
j N N/A\V’ “Boc
. 49
1.000—
0.800
30300
O.GOO—ﬂ
0.400—
-
0.200—
X 1
0.000—
_“l* T 0 | [ I l i i T T ] ]
10.00 20.00 30.00
Minutes
Peak Results
Ret Time | Start Time | End Time .
# | Name (min) (min) (min) % Height | % Area
1 26.783 26.550 27.583 100.00 100.00
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MwW449
AZ217353 (0.998) Om (16:157) Scan ES+
100+ 449 2.12e5
Ci
450
N/ﬁ Cl
448|451 NN
A~ N
N N/\/ “Boc
49
452
554 453
{38 387 308 425 || 454 400 497 ez 629631 709711758760764 784,
e TR o L R R L L R B R R R TR _
250 300 350 400 450 500 550 600 650 700 750 800

%_

i 1.uv 1o
1007 ‘ | 3.60e6
AR AR RARAN SRR RARAN SRR EARAY IRRARS AREE RN NLUAARRRRRRN e Time

0.60 0.80

1.00

1.20
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ain?%—white solid in cdcl3

cl

o : - v f\v
pu— ‘JJ/ -
- - rl_\i

My

‘,\Nt-n-ibnnu/\:,"-'; " \

ll—llllflIflflﬁll‘rlfl"l—l]‘FlII L LR IIIITIII L
10 S 8 7 6 5 _ 3 1 ppm.
L Lt L et Lt L
0.80 4.37.00 1.05 ' 2.00 , 10.12

1.47.070.98 . 2.51 g.18

0.91
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B i Sample Name: ~ az30-
Label:

‘Date Acquired: 8/17/98 3:12:07 PM.

AU

System Name: Shana

CHIRON Technologies SMD D R Medicinal & Organic Chemistry Group

Project Name: GSK_3

AcqMethod Set: Rabbit20

S1b

S84

' Injection Volume- 10.00ul = Vial # 41
0.90]
? S
0.80. q
]
0.70]
0.60.1
0.50]
0.40_]
0.30]
- 0.20]]
0.10]
o] \
0.0 A v
200 T4bo’  ‘ebo  8bo’ " T10lo0 1200 1400 1600 1800 20.00
Minutes
Peak Results
@ Retention Time | Start Time | End Time | % Area
1 " 5.940 5.772| 6.155 | 100.00
oesaoNl
|
\N)\N N =~ CN
H
Cl Cl



Print of a”" graphic windows

Injection-i e 8/17/98 5:49:47 PM ' Seq.  ine : 35 /=) H
Sample Name™ : AZ3063P o © Wial : 37 7 NO N~ N N '
Acqg. Operator : ntg : . - Inj : 1 N j @
Inj Volume : Inj prog NN CN
Acg. Method : C:\HPCHE_M\1\METHODS\POS__MODE.M _ cl cl
Last changed : 7/31/98 9:32:14 AM by ntg 51b
Analysis Method : C':\HPCHEM\I\METHODS\DEF_LC.M '
Last changed : 8/17/98 3:19:24 PM by chemist
(modified after loading) : -
Current Chromatogram(s) MS Spectrum
T MSDTTIC, MS File (FHPCHENNT\DATAWBUBT7/AZ3063P D) API-ES Positve | ,time=2.851:2.923 6
] ) p
100000 -
1 é Max: 20768
80000 -| 100 - o
' o
60000 - K
4 [«)]
40000 - 80+ @
] g [y,
T ‘_Ol\ :1-(3
20000%2&)‘% 28‘19 §:
1= e ~ o
N T T
T VWDT A, Wavelength=214 nm (F"HPCHEM\DATAWS0BT/AZI063P D) — |
mAU © :
400—; ' jﬁ: 40
350 ]
300 4
250 ] &
] N
200 20 ¥
b e}
150 4 8
100 3
50-1 E g § § § E g 0_ nl...l.h.‘.[.h.a..l..]-hl..l . l.
b - - , i 250 500 750 mid
1 é é 4 é 6 j min
Instrument 1 8/18/98 9:33:02 AM chemist _ ' Page 1 of 1

- S85




—

qIs
i 19

H
ZOQ L\Z/aZ/
| A H N~ N

0SWd urt ddggogze

S86



Chiron Drug Discovery Research
Medicinal And Organic Chemistry

System Name ArroyoSys

—ampleName SR6
Date Acquired 2/8/99 1:09:47 PM
Channel Description PDA 220.0 1

Injection Volume.5.00 ul
Vial 3
Acg Method Set 5100

Auto-Scaled Chromatogram

1.00-
0.90
0.80-]
0.70
o.so-:

0.50"

AU

0.40-]
0.30

0.20-

Peak Resuits

Minutes

Name RT | Start Time | End Time

% Area

1 22.738 22,383 23.383

100.00

Cl

'S87




Print of all ~raphic windows

Current Chromatogram/(s)

MS Spectrum

1400000

1200000 -

1000000

800000

600000 -

400000 -

MSD1 TIC, MS File (FAHPCHEM\1\DATA\890207\SR6.D) API-ES Positive

Cl

0.459

<
(=]
9
op

VWD1 A, Wavelength=214 nm (F\HPCHEM\T\DATA\990207\SR6.D)

16.595
6.906

7.401
7.657

min|

251.1

*MSD1 SPC, time=3.114:3.419 of FAHPCHEM\1\DA]

501.1

nOa 4
JUOTT

| dala B |
i e

oA 4
JUST

Max: 202646

T I T = T
750 m/4

Instrument 1 2/8/99 4:28:36 PM

S8&8

Page 1 of 1



- 02-Dec- 2:22
as-61830 119 (2.200) Cm (116:127) HaN o~ Scan ES+
100+ | f 434.9 ) S RN N, 11.32¢6

-1 " H
.« cl Z N0,
[436.9 \ 60a
% 214.0
1580 |2181
219.1 : 438.9
235.0
280.03¢7 402.9 458.9 ‘
o (e 9401-%[11 | 757 51009838 66,8 €300 7497 7659 838.8 .
AR A LA AR A LAY LA RN L RN LA AR AL KRN RRRAS LA LA LA RS LR RN MRS LAY MR B!
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850
_ 02-Dec-2004 2:22
as-61830 214nm
2.16 An1
100
_ 1.00e6
N %
1.73 o
) 1_ N y ‘ ——
- TTTT T T T prrYyrrr T T T T e T T T Tt T TTT LR 1 T T
as-61830 . Scan ES+
2.20;434.9 435
100~
_ l 3.86e6
%
'O LELELELEN DL DAL BRI LR NI DAL L ILINLIRLANLA IR LN N I LI AL LN LA LI L B L B AL e T
as-61830 Scan ES+
_ TIC
100_ 1.25e7
| 1.76 /
N %_ ’,
271.0 . j
| 157 . 2.85 3.27 3.75 4.07 /
028 s M0 2141 2180 2140 2141,
214.0 Y -
"0 """"" [ L D L L L B "“Ir'ﬁ'l""]""!"“l"'|""I""1""1Time
N 0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50
J
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03-Dec-2004 0 1:12
as-85229 130 (2.403) Cm (126:135) ' —$=o ' ican ES+
100+ 512.9 HN__~ N y ‘ 1.48e86
e /@\)\\TJ\N/\/N | Ng_NH,
X
- 5149 o o,
: 60b
|t
. 2141
% . ‘
1 158.0
. 516.9
11159.0 |2350 257.0 308.9
N N 41234349 ?66'8 .53?'9 606.6 6708 7427 789.78007 .
L AR LAY RAR RN EERRN RE U RRAANRARRRN ARARES RARANRARSN LARN R RARRE EA LAAR [T [RRREN RARAN AR SN EARN
160 200 250 300 350 400 450 500 550 600 650 700 750 800 850
o 03-Dec-2004 1:12
as-85229 214nm
An1
100+
0_ 1.00e6
B %
] —
- |as-85229 Scan ES+
2.40;512.9 513
100+
0_ 3.74e6
%_
-0 YT T T T FrT T A A 1
as-85229 : Scan ES+
' 2.40;512.9 TiC
— 0.37 :
100 . 1.00e7
% 1.08 2.24
i 214.0 214.0
O N S UM LI UL I I A I SUR AR IR L ""ITimé
0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50
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» 02-Dec-2004 2:19
as-71514 122 (2.255) Cm (118:128) Scan ES+
. 214.1 _ 6.31e5
100 H
N/\/N IN\ NH2
HTTLL
Z No,
60c
%7 1580
11159.1  [235.0 :
430.9 470.9 [498.9  5g38
239.1 41.1 629.9
ML Lkl pogsn 90848 (L, 9Gangs 255 7197 1407890 g
150 200 250 300 350 400 450 500 550 600 650 700 750 . 800 850
02-Dec-2004 2:19
as-71514 214nm
0.34 An1
100+
- 0_ 1.00e6
B % »
e B e B e B e L s e S S :
‘las-71514 Scan ES+
2.26;476.9 477
100+
) 9.92e5
%._
3.59 4.07
] 214.0 214.0
'1_1""I""I""I""I""I""l'"‘I"“I""I""l""l""l""I""I""l"_'jl""l""l
as-71514 Scan ES+
_ TIC
100 /7.59¢6
] . _ 2.26
o] 0.39 - 4789 395  3.70 ,
707 157.0 1.96 ' 0140 2140
l 1.11 214.0 .
1 214.0 ' _
-0 T AL R | L L S AL NSRRI B AL IR IS IR B R 1 Time
0.00 050 100 1.50 2.00 2.50 3.00 3.50 4.00 4.50
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o 02-Dec-2004 - 2:17
as-61098 161 (2.977) Cm (157:166) N-N=N scan ES+
_ 214.1 NN~ 6.80e5
100 )IN\ B
. \N ﬁ/\/N ~
cl Cl 7 NO,
60k
472.9
% 158.0 [ 474.9 I
444.9
11159.0 235.0
182.1 - 476.9
: 318.0 409.0 583.8
0 | Luol ‘ llihl Lul-.':L J|294-8| (1 & " 1 " uL LL_J L \]51§O \6068 9299 7026 7196 7628 838 Ym/z
A R R SR L L C R R AR AR LR e RN s LA LA L AN AR RS RARES ERARN AR LA FTTTTT
160 200 250 300 350 400 450 500 550 600 650 700 750 800 850
02-Dec-2004 2:17
as-61098 214nm
e 1.00e6
| | 0/0_1 )
| Jg\s
S R e R BN RN LA DL B AL B B L BN BRI L B I IR AU
as-61098 ‘ Scan ES+
2.98;472.9 473
100+
] 9.82e5
%__
I e BB B s o i e s e B BB e e e e e e e e i e R e e N haaaa |
as-61098 - Scan ES+
_ TIC
100_ ‘ ,8 01e6
298 |
472.9 /
- wi
%_
) 0.78 1.16
] 2140 214.0 _ :
'0"“I""T""I‘r"l """" [rrerrrerp T T T T T T T T T T T T T T T T T T I'"'I‘"'I""l""l“rirne
0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50
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Chiron Drug Discovery Research System Name: Chiron Project 45
Data File name: C:\HPCHEM\1\DATA\000126\122.D

* “hod name: C:\HPCHEM\ 1\METHODS\5T095.M :

«.mple Name : 122 § <jfﬁ

N .
: ' . =
: . e - e e i ~ /”N\ H
On: Wed, 26. Jan. 2000 Injection Time : 02:07 NN SNC N NH;
vial # 6.000 o 5 U

Injection Volume : 8.0ul ‘ ‘ . NO,

DAD1 A, Sig=214,16 Ref=450,100 (000126\122.D)
mAU

9.500

700
]
600 -}
500
400 ]
300

200

100 ' LL
0 A \

-100

0.453

0 5 10 15 20 min

Peak Results

# Meas.RT Main Height$% ~ Main Area%
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Print of all +aphic windows

' o .
Injection Date : 1/25/00 9:00:24 AM Seq. Line 3 <:j¢
Sample Name "t SR120 Vial 3 N~ N
Acg. Operator : Manager Inj : 1 ~ Jk H
Inj Volume : Inj prog . NNSCNCO NG NH,
Acg. Method : C:\HPCHEM\1\METHODS\POS MODE.M cl cl H \(/I
Last changed : 1/12/00 11:50:39 AM by Manager . NO,
Analysis Method : C:\HPCHEM\1\METHODS\DEF LC.M 60m
Current Chromatogram(s) MS Spectrum : R
MSD1 TIC, MS File (V:\HPCHEM\1\DATA\000125\SR120.D) API-ES Positive *MSD1 SPC, time=2.019:2.306 of VAHPCHENM\1\DATA\000125\SR1
| . ° -
250000 -
] . N
] )
200000 100 - 0 Max: 30212
150000 1
100000 -] |
50000
4 80 —
T T T T T I T T T T I T T T T | T T T T I T T
0 1 2 3 4 min i f:
VWD1 A, Wavelength=214 nm (VAHPCHEM\1\DATA\000125\SR120.D) e
mAU - Q _
1200 i . |
1000
] 60~
800 — :
600 ‘ |
400 7 o ]
] O ® - < 0 N D © ©
o) %8 E §E §J 88E £°C ¢ 3 -
ol =, S, == ha A D CR T 40
— [
0 1 2 3 4 min
MSD1 502, EIC=501.7:502.7 (V\HPCHEM\1\DATA\000125\SR120.D) API-ES Positive ’ &
90000 ' ] 3
80000
70000 : : 1 N
60000 20+ 55
50000
40000 J S
. w0
30000 . ) J o o~
20000 * §
10000 1
0 - 0 .Jll.iulu.l.ljn! I ek b B} .
-7 llbeteybibacbaititlagst i d gt b
0 1 2 3 4 min 200 - 400 600 800 m/z
Instrument 1 1/25/00 9:22:39 AM _ Page 1 of 1
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: 06-Dec-2004 o 1:13
as-85060 96 (1.774) Cm (92:102) HN P Scan ES+
100+ 5129 . (N~ ) 2.7266
SN N N NH
514.8 H L
el cl NO,
60n
%]
214.1
516.9
467.([ :
o 4349 74.7.500.7 %7 7447 7898 .
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850
06-Dec-2004 1:13
as-85060 ) 214nm
100- 030 1.73 AN
1.00e6
%
1.60
- (ILALARR B ISR I R R LN B LN BLNLEL L B AL I I B T
as-85060 . Scan
! 1.77:512.9 518
100 2.20e5
%] 4.31
159.0
] 1.48 207 248 304 |
' 2141 2141 214.0 159.0 \J\i A
A e A AN A M A A NV
-5 e T T i A [ L N L
as-85060 . Scan ES+
. TiC
- 1.77:512.9 »
100 121207
U N R L UL AL L AR T T T e Time
0.00 0.50 1.00 1.50 2.00 2.50 3.00 37.50 4,00 4.50
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' 02-Dec-2004 2:23
as-68232 138 (2.551) Cm (134:146) ' O/\ can ES+
1004 5050 KN~y ) 3.31e6
o |
; H |
l——— CI Cl = NO
[506.9 ' 60p 2
%_
2531
214.1 : 508.1
158.0
_ ' 527.0583.8 606.9 629'9656 9 :
0 e R A e e e MYZ
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850
02-Dec-2004 2:23
as-68232 214nm
_ . 2.51 - Ant
100. 1.00e6
H %
"1 ""i"."'."'I""I""""""" I TTT T T TrTTTTT
as-68232 Scan ES+
i 2.55;505.0 505
100_ 1.08e7
%_
O+ AU B LA IR A |'fJ|-" T T T T
as-68232 Scan ES+
TiC
3.02e7
O I B e o s e R e r e Time
0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.5 4.00 4.50
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02-Dec-2004: 2:16
as-70977 112 (2.070) Cm (109:118) ’ HNK/ can ES+
i 2140 _ AN 6.41e5
100 | /,"d H
‘ NN Ny -NH,
252.7 -l Cl H ’ =
N N02
60q
0/,
e 158.0 253.6
182.0 2547 295.0 3350 :
o b LI T 250 8950 391 6 4937 4770 77088130
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850
02-Dec-2004 2:16
as-70977 : 214nm
0.31 An1
100-
] 1.00e6
B %
| ]0\4 x
: "'1 FrTT T T TTETT T TTT ",ﬁ—.—,’,,l1;ﬁ—,‘_,—.l """""""" l""!""l""‘T""_'—l
as-70977 _ Scan ES+
i : 2.05:252.6 504
100_ 7.03e5
%__
Ll e e e (R R R B B [ LI L B B B R L R
as-70977 Scan ES+
TIC
100~ /
] 007 8.31e6
252.8
| 0.39 /
] 4,07
o 1870 190 2.61 3.11 3.38 231-240 214.0
] : 14, . :
1.15 214.0 W
1 2140 o _on ' :
O R SRR I B R N S S L B AL L AL L L L L BN B A » Time
0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50
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02-Dec-2004 2:21
as-71219 114 (2.107) Cm (111:120) NN Scan ES+
100, M » (N, 6.21e5
- H
/@\INJ\N/\/N Ng-NHz
Ho L
cl cl Z NO,
60r
%_
158.1 _
1 259.6
260.6
182.0 |235.0
341.0 606.8
S R A SN A S AL ol l|65“°”9\? 7428 7% g0
1 200 2 400 450 500 6 750800 __850
02-Dec-2004 2:21
as-71219 214nm
1004 033 An1
] 1.00e6
B %
200 .
-1 *‘jjl""I"“I""I“M"I""I """" LA BN LN B T
as-71219 ' Scan ES+
1009 5.46e5
%_
'2—j_'"l""l """" I R L AL (RLINCINLALE DL ML LRI LN SR B |
as-71219 Scan ES+
o TIC
1007 17.00e6
_ //'
2.11
4.23
| 0.39 : /
N 227 49 268 301 Jaa g o)
%] 21402141 214.0 0 214, -
"O ""I""l""l""I""l""I'"'I'"'I'"'I""I"“I'"'l"'rl""|""I""l""l""lTime
0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50
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d

Chiron Drug Discovery Researeh S SysteniName HappySys. .

3

SampleName zn230-35xHCI o - . .Injection Volume 20.00.u
Date Acquired 10/27/99 12:34:15 PM Vial 1

Channel Description PDA 220.0 nm Acg-Method Set 5100

3.00]

z.so-: : 1%

2.60-

1.80]

1.60]

AU

1.40]
1 20]
-. .00
0.80j
0.60]

0.40-

0.20]

0'003_-\.‘_‘.-.._._'_____,./\_._,_.___;,_%_._/\‘ L

Peak Results
RT | Start Time { Erid Time | % Height | % Area- |-

| 21.424 21183 22,167 100.00 | 100.00(

-t

Ci | Cl F NO,
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-

2n230-35p-

~

S100

expl stdih
SAMPLE . DEC. & VT
date Nov 8 1899 dfrg 300.038
solvent CDC13 dn H1
file exp dpwr 47 N
ACQUISITION dof 0
sfrq 300.038 dm © nnn S A N
by 1.995 oot 5 8 v
at .9 m - 11500 X, )
np 17984 PROCESSING NTNSANS NG -NH,
sw 4500.5 wtfile H l
fb 2660 proc ft Cl Cl Z NO
bs 4 fn not used 2
tpwr 62 60s
pw 8.4 werr
d1 1.000 wexp
tof 0 whs
nt 32 wnt
ct 32
alock n
gatn not used
FLAGS
il n
in n
dp y
DISPLAY
sp ~-150.2
wp 3300.3
Vs 115
scC 0
wC 250
hZmm 13.20
is 719.40
r<1 708.4
rfp :
th -
ins 100.000
nm cdc ph
. r
: A
L ‘I’ T T T T T T T T T I T T T T l T LI 1 T T l T I lil T T + T T T T l T T
10 8 7 6 5 1 0 ppm
| ENSSURN S S e —
8.75 5.54 4.63 27.59
. 4.79 21.88. 4.20 22.61



Ch'm"mgascoverym' o o SystemMametppySys.
Medicinal and-Organic. me . : e . ‘

\.
” SampleName kpDISHCL © _Injection Volume 15.00.ul

Date Acquireq 10/6/99 5:50:29 P Vial31
Channel Description PDA 220.0 nm . -Aog-Methed-Set 5100

AU
o
~

P

0.60-

0.20]

0w

o | , J;_,///\/

500 1000 " is00 20100 " a0 '30'130' "3s00
Minutes
Peak Resuits
RT | Start Time | End Time | % Height | % Area
120160 ‘28.650| 29.5831 100.00 | 100:001
CF;
NGO
x-No~ N
N ¥
N N/\/N N\ NH2
B
cl Cl NO,
60t

S101



kpD98HCL
100+

%_

Cl Cl

4.01

200.0]

)

2: Diode Array

8.17e5

6.27
224.0

kpD98BHCL
100+

%_

LI I B B B

L2 I L L L L L I L O O R L B R B

LN T S L R AL LA 2 M e

LML LR S |

398
581.5

LA I IR N M I L L L L Y L L L B

1: Scan ES+
5681.50
5.78e5

kpD98HCL

1007-

cvlll[lllllllllllfIlllllllIIIIIllllIIIIIlIIllIIlIIIIFrrlil

T

TTT T[T T[T

398 _
581.5

L SR B

TR e e e e e B
1: Scan ES+
TIC

2.10e6

6.19
2433

LENLENL B L LY LN M R L Y N L

2.00

3.50

L ILJNLINL N LA B I L L L B

4.00

Time

LA L I L L Y I

5.00 5.50

6.00
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kpD98HCL 113 (3.980) Cm (111:118) ) 1: Scan ES+
100~ 581.5 o 1.56e5
. _zx NH; 583.5
Z>NO,
o\ol.
603.5
605.5
| 606.5
2173 2433 261.4 07.5 -
5355 551.5 608.5
276.3 3054 3936
0 17321953 * bl o, | 32753495 3783 7 437.7 4798 5197 || ,_a 625 6765 V¢ 7335 7748 900 -
R B LSl - I | S e e S I . 4 —
150 175 200 225 250 275 300 325 350 375 400 425 450 475 500 525 550 575 600 625 650 675 700 725 750 775 800 825 850
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STANDARD 1H OBSERVE

Pulse Sequence: s2pul

Solvent: DMSO
Temp. 25.0 C s 298.1 K
Mercury-30C "nmr300"

Relax. delay 1.000 sec

Pulse 37.5 degrees

Acq. time 1.998 sec

Width 4500.5 Hz

128 repetitions

OBSERVE H1, 300.0303526 MHz
DATA PROCESSING

FT size 32768 .
Total time 6 min, 38 sec

é?‘NH

H
NZ N N N N\ NH,
s ) |
tia e
Cl _Br
61r  HCI Salt






