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Table S1. Data collection and refinement statistics 

Data collection GSK3:CHIR-911 
Resolution (Å) 
Space group 
Cell dimension 
  a, b, c (Å) 
  , β, γ (°) 
Total reflections 
Unique reflections 
Multiplicity 
Completeness (%) 
I/σ(I) 
Rmerge of intensities 

CC1/2 
CC* 

25.00-2.595 (2.69-2.595)* 
P21 
 
56.747,65.070,57.336 
90.000, 110.526, 90.000   
58415 (5548) 
12763 (1261) 
4.6 (4.4) 
99.7 (99.4) 
12.4 (3.6) 
0.115 (0.455) 
(0.896) 
(0.972) 

Refinement  
Rwork 
Rfree  
Number of non-H atoms 
  macromolecules 
  ligands 
Protein 
  RMSD bonds (Å) 
  RMSD angles (°) 
  Ramachandran favored (%) 
  Ramachandran allowed (%) 
  Ramachandran outliers (%) 
  Clashscore 
Mean B-factor (Å2) 
  macromolecules 
  ligands 

 0.2121 
 0.2466 
 3018 
 2987 
     31 
 
 0.010 
 1.240 
 93.20 
   5.32 
   1.48 
 18.06 
 38.99 
 39.59 
 26.35  

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

**Rwork and Rfree 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 

Date Acquired 4/13/99 6:19:56 F 

Channel.Description PDA 22! 
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STANDARD lH OBSERVE 

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 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 Hl, 300.0303512 MHz 
DATA PROCESSING 
FT size 32768 
Total time 6 min, 38 sec 

~fN""'NH,;? N f~YiN~ 
"'jl_N ~CN ,;?I NH 

:::,... Cl 

c1 1 HCI Salt 
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13C OBSERVE 

Pulse Sequence: ~2pul 
Solvent: OMSO 
Temp. 25.0 C I 298.1 K 

Mercury-300 "nmr300" 

Pulse 54.2 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
2272 repetitions 

OBSERVE C13, 75.4427175 MHz 
DECOUPLE Hl, 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 
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STANDARD lH OBSERVE 

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 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, 300.0303512 MHz 
DATA PROCESSING 
FT size 32768 
Total time 6 min, 38 sec 

~
1N_...,NH-:;:;-- N f~YiN~ 

J1-.. ~CN ·"N N -:;:;-- I H 
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STANDARD 1H OBSERVE 

Solvent: , f yr <-J 1.t1e -d; 
Temp. 70.0 C I 343.1 K 

Mercury-300 "nmr300" 
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13C OBSERVE 

f yr-1 ()J ""& ,.. d) 
Solvent: - - -
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 30.0 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
Arrayed repetitions 

OBSERVE C13, 75.4443256 
DECOUPLE Hi, 300.0389129 

Power 47 dB 
continuously on 
WALTZ-16 modulated 

DATA PROCESSINGm lO 

Line broadenini;tg1~ d\iZ~ 
FT size 131072 ~ ~ ~ ~ 
Total time 76 m~u~li:) ~ 
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CH I R 0 N Technologies S MD D R Medicinal & Organic Chemistry Group 

·sample Name: az3061 

Label: 

Date Acquired: 817/98 5:39:34 PM 
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J....LJ.J.t... V.L Q..L..L '='.Lc:l._tJ.1.J...L\,,..; W..LJ.J.UUWb 

Curi . Chromatogram(s) 
MSD1 I IC, MS File (H:\HPCHEM\1\DAIA\fl80812\AZ3062PP.D) APl-ES Pos1bvi::-
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O!iron 0-ug Clscovery Research 
IVedicinal and Organic Cherristry 

Sani:>leNarre kpc1"3-2 

Date Acquired 2110199 3: 40: 14 Prv1 

O!annel Description AJA 220.0 nm 
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~L.LilL Ul. c:l.1.1 !:ILc:lJ:.IU.11.; W.1.UUUWt:I 

===================================================================== 
[njection Date 
3ample Name 
:...cq. Operator 

2/11/99 12:35:03 PM 
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13C OBSERVE 

Solvent: cd3od 
Ambient temperature 

Mercury,300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arraye~ 
1st pulse arrayed ~ 
2nd pulse 30.0 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
Arrayed repetitions 

OBSERVE C13, 75.4453181 MHz 
DECOUPLE H1, 300.0427043 MHz 

Power 47 dB 
continuously on 
WALTZ-16 modulated 

DATA PROCESSING 
Line broadening 3.5 Hz 
Gauss window 0.094 sec 

center at 0.059 sec LCJ 
[T') 

Sine bell 0.071 sec ID 

ru Shifted by -0.052 sec ID -
FT size 131072 g 

Add. wt. constant -0.108434 I 
Total time 78 minutes ~ 

lO -
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STANDARD 1H OBSERVE 

Sol vent: cd3od 
Ambient temperature 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay array~d 
1st pulse arrayed • 
2nd pulse 19.4 degrees 
Acq. time 2.000 sec 

I" 
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Chiron Drug Discovery Research 
Medicinal & Organic Chemistry 

SampleName SU3-007 rock 
~ate Acquired: 12/15/97 09:13:04 PM 
)1annel .Descr. PDA 220.0 nm 
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0\ 
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Peak Results 

# Name Ret Time ·start Time End Time 
% Height % (min) (min) (min) 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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10 

5100 

30.00 
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·~t 

SU3-031 Et-ester post MeOH wash 

Solvent: Acetone 
. Ambient temperature 
Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 45.0 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrciyed repetitions 

OBSERVE Hi, 300.0747876 MHz 
DATA PROCESSING 
FT size 16384 -
Total time 1 minute 
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Chiron Technologies S M D D R Medicinal and Organic Chemistry Group System Shana 

sample Name: SU3-033 Acid Volume: 10.00 · ~ 
SamDes Acid frm TFA of t-Bu Vial: 26 ~. 1 

·~,ate Acquired: 02/10/98 10 :47: 46 AM Acq Meth Set: Rabbit25 [['\"\".: 
~hannel Descr. PDA 254.0 Project Name: Jordan 

2.200 
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5. 0 

# Ret Time Start Time 
(min) (min) 

1 6.695 6.512 

10.00 15.00 
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Peak Results 

End 'Time %' Area %' Height Int (min) 
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CN 
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100.00 100.00 
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HO N H . ..-
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N~N02 

17 
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20.00 
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Chiron Technologies S M D D .B. Medicinal and Organic Chemistry Group System Shana 

Sample Name: SU3 Volume: 5.00 

~ SamDes MeOH Wash Vial: 2 
Date Acquired: 02/05/98 12:32:00 PM Acq Meth Set: Rabbit25 
'hannel Descr. PDA 254.0 Project Name: Jordan 

3.500 

3.000 

2 ,500 

2.000 

~ 

1.500 

1.000 

0.500 

0.000 

5. 0 10.00 15.00 20.00 
Minutes 

Peak Results 

# Name Ret Time Start Time End Time % Area % Height Int Type (min) (min) (min) 

1 9.602 9.402 9.818 100.00 100.00 BB 
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SU3-033 

Solvent: Acetone 
Ambient temperature 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 

':-\. 

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

OBSERVE H1, 300.0747881 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minute 

~ ___,_J·_r 

0.65 

I I I I 
I I I 

0.89 
0.42 0.85 

-----

I J. 
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0.43 
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j I I I I 
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Chiron Drug Discovery Research 
Medicinal & Organic Chemistry 

SampleName 38131purified 
!)ate Acquired: 01/27/98 

hannel Descr. 220 nm 
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~ 1.000 

o.eoo 

0.600 
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0.200 

o.ooo 

10.00 

# Name Ret Time 
(min) 

1 23. 467 

Volume: 
07: 20: 42 PM Vial 1 

Acq Meth Set: 

l; 

20.00 
Minutes 

Peak Results 

Start Time 
(min) 

23.283 

I 

End Time 
(min) 

24.250· 

CN 

I "':: 
0 .0 

_,..N~O ~N 

% Height 
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3 
System Edgar 
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5100 220 

30.00 

% Area 
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38131 

Solvent: Acetone 
t temperature 
-300 "nmr300" 

PULSE ~QUENCE 
delay arrayed 

lse arrayed 
lse 45.0 degrees 
ime 2.000 sec 
3775.5 Hz 
d repetitions 

OBSEAq Hi, 300.07478 
DATA OCESSING 
FT siz 16384 
Total ime 1 minute 

6 MHz 

CN 

~ ~ 0 

I N H /"~o A.~"li"'i 
N H N~N02 

18d 

Jo. .. 

/Ill 
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9 8 7 6 5 4 3 2 1 ppm 
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3.95 

t I I I 
l l I 
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I I 
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2.00 
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SampleName 

Chiron Drug Discovery Research 
Medicinal & Organic Chemistry 

Volume: 
Date· Acquired: 01/29/98 12:22:47 PM 

\ )iannel Descr. 220 run 
Vial 6 
Acq Meth Set: 

1.600 

1.400 

1.200 

1.000 

P. 
i< 0.800 

0.600 

it 

--~ 0.400 
I 

0.200 

o.ooo 

10.00 20.00 
Minutes 

Peak Results 

# Name Ret Time Start Time End Time % Height (min) (min) (min) 

1 23.683 22.983 25.333 100.00 

J) 20 

System Edgar 

10 

5100 220 

30.00 

% Area 

100.00 
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~g,.,~~. 

AZ05 38 (1.355) Cm (34:45) 
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15-Jan-1998 

444 

N~ 

1.36 

H 

-?''N JN~ 
~N)l_N ~~NO 

H 2 

20 

Scan ES+ 
9.72e5 

Scan ES+ 
. TIC 

3.03e6' 

0 r;:;::- l I I I I I I I f I I I I I I l I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I l I 1° I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I Time 

,_...=,., ("' .. ~, 

-----., 
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C HI R 0 N Technologies S MD D R Medicinal & Organic Chemistry Group 

Sample Name: SU3-158 Crop 1 

Label: NMR 50302 Crystals 

Date Acquired: 8/6/98 1:50:35 PM 

0.80 

0.70 

0.60 

0.50 

~ 
0.40 

0.30 

0.20 

0.10 

0.00 

I 
1 

8. 0 10.00 
Mnutes 

Peak Results 
Retention lime Start lime End lime 

5.615 5.453 5.787 

.:-~.--~·,.·· 

2Sa HCI Salt 

System Name: 9iana Project Name: GSK._3 

Acq Method Set: Rabbit20 

Injection Volume- 10.00 ul Vial# 6 

12.00 14.00 16.00 18.00 20.00 

%Area 

100.00 
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STANDARD 1H OBSERVE 

Pulse Sequence: s2pul 
SOlvent: DMSO 
Temp. 25.0 C I 298.1 K 

Mercury-300 "nmr300" 

Relax. delay 1.000 sec 
Pulse 37.5 degrees 
Acq. time 1.998 sec 
Wfdth 4500.5 Hz 
128 repet1tfons 

OBSERVE H1, 300.0303526 MHz 
DATA PROCESSING 
FT size 32768 
Total time 6 min, 38 sec 

F"\ H 

ff
N~N N JN~ 

Jl. r:L0~1--N02 N 
H :::,.. 

h-

N?' 25a HCI Salt 

1---.-------. 1 -.-------.-----. 1~1---.-------.---1 ,~1-~-- r-~- , ---.-----~ 

11 10 9 8 7 6 5 4 3 2 1 ppm 
'-r-' ....,._. 
2.56 2.92 4.68 5.62 

2.41 2.23 12.98 

'-;--J 

2.88 

,, 
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SU3-158 - Crop 1 Crystals from Acetone 

Solvent: DMSO 
Ambient temperature 

Mercury-300 "nmr300" 

PULSE SEQUENCE Nf"=\ H ;;cN JN~. 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 45.0 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE Hi, 300.0583633 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minute 

I Ji 

h 
N:::--

I 
10 9 8 7 6 

y Yr Yr1 y yy L,--1 
0 . 44 0 . 69 0 . 83 1 . 00 1 . 19 

0 . 53 2 . 40 1. 7:U . 92 

jl_N ~~NO 
H 2 

25a 

5 

\.lz.O 

4 3 
YI I 
0.02 

3. 780.00 

P1110 

ACe[ovt e 

2 
1-rl 

0.00 
5.52 

1 0 ppm 
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C HI R 0 N Technologies S MD D R Medicinal & Organic Chemistry Group 

Sample Name: SU3-166 Crop 1 

Label: ppt 

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

2.40 

2.20 

2.00 

1.80 

1.60 

1.40 

~ 1.20 

1.00 

0.80 

0.60 

0.40 

0.20 

0.QO 

System Name: Siana Project Name: GSK_3. 

6. 0 8. 0 10.00 
Mnutes 

Peak Results 

12.00 

Retention Time Start Time End Time % Area 

7.099 6.933 7.383 100.00 

Acq Method Set: Rabbit20 

Injection Volume- 5.00 ul Vial# 5 

14.00 16.00 18.00 20.00 
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.l:"L.L.l.LL. U.L c:l.L.L y;e:c:1.pUJ..t.; WJ..UUUWS 

===================================================================== 
Injection Date 
Sample Name 
Acq. Operator 

Acq. Method 
Last changed 
Analysis Method 
Last ·changed 

Current 

180000 

160000 

140000 

120000 

100000 

80000 

60000 

40000 

20000 

8/6/98 1:06:25 PM 
_ CROP ·1 

ntg 

Seq. Line 
Vial 

Inj 
Volume Inj 

C:\HPCHEM\1\METHODS\POS MODE.M 
7/31/98 9:32:14 AM by ntg 
C:\HPCHEM\1\METHODS\DEF LC.M 
8/6/98 4:26:16 PM by chemist 
(modified after loading) 

Chromatogram(s) 
ne 'OSltlVe 

C') 

~ 
LO 
c:i 

21 
14 

1 
Inj prog 

MS 

0 1--~~~~~r-~~~~~~--,-~-,.-~~~---.-~-.-~-,-~~~~~~---1 
mi 

mAU 1 LO 

2500 

2000 

1500 

~ .... 
1000 cw; 

500 

~ 
<D 

0-j----LI'------=~~++l-+-F=+=FF~F=l=~O===f=l=l=FFl===="l==='!=l=~l==:!=l=========::::::,,__~~----l 

mi 

Instrument 8/6/98 5:17:04 PM chemist 

N~ H · 

~
~N N JN~ 

jl_N ~~NO 
H 2 

Cl ~ Cl 

25u 

.... 
~ 

Max: 33746 

100 "' 

80 

60 

40 

'20 

0 j .. 1." .t1l L ..• I .•• - • • _ •. J. l > 

250 500 750 ml: 

Page ')f 1 
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SU3-166 4 Crop 1 

Solvent: DMSO 
Ambient temperature 

Mercury-300 "nmr300" 
("'="\ H 

;;c:N~N N JN~ 
PULSE SEQUENCE 
Relax. delay arrayed· 
1st pulse arrayed 
2nd pulse 45.0 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE H1, 300.0583638 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minute 

If ff 1 

10 9 8 

Cl Cl 

f 

7 
y yy y y.,y Yr' y 

0.66 0.99 0.!299 0.94 
0.78 1.1!D.94 1.001.09 

AN ~~NO 
H 2 

25u 

'~~~ 

6 5 4 
L,--1 
4.25 

3 

Filename: asp12pur_ 

01-f_;o 

2 
y 

~7"~A7(' 

0.27 

<.<~~ 

1 0 ppm 
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C HI R 0 N Technologies S MD D R Medicinal & Organic Chemistry Group 

Sample Name: ss140apu 

Label: 

Date Acquired: 9/21/99 3 :23 :44 PM 

·I 
2.40-J 

i 
2.20 

2.00 

1.80 

1.60 

1.40 

~ 1.20 

1.00 

o.8oJ 
j 

0.60J 
~ 

0.40~ ·\ ~ 
0.20~ ~\ ~ 

~ i I ~1 
o.oo~_i '----·- _ ----- --. -- -- --.{\ __ 

l _ - -- ' T-' -- ' -- . - ·- ,::-:-, -
2.uo 4.bo 

I 
1 

2 

i 
Ii I. , I 
, I 
! I 
I ! 
I I . I 

! \ 

System Name: 9tana Project Name: GSK.4 

Acq Method Set: Rabbit20 

Injection Volume- 20.00 ul Vial# I 

I . 

. __ J. 2:1_ ____ --··-··- ---·-- ·---···-··---·-·-·-·------···--·--· ·-·-------- ----·-····-·--··-·-----------. 
.. :....::-. 

0:bo .. ' ·- 'ifo"' -~ '1-0:00,--- ,. ··12'.oo' ---r -, 14~oo'--~- ··16:00'·--,--·-,-1aoo.--"'"2iloo 
Minutes 

Peak Results 

Retention Time Start Time End Time %Area 

4.841 4.738 4.955 3.01 

6.659 6.288 6.855 96.99 
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'--· 

SS1450APU 86 (3.035) 

10 

% 

166.2 

-.,,.,._,, 

21-Sep-1999 

429.5 

362.4 401.5 
::>1.::> 492.5 

N~ H 

~
.('N~N ~ IN fNYi] 

:o... AN ~N02 "<:::: N H I . 
fi 

_/.; . 

N?' -26 

16:17:23 
1: Scan ES+ 

1.88e6 

264.3 662.7 711.9 796.4 ;,-;-7·,-, ;. Ii I I,,·,·,·,"-; I I 01 '7'7°1°11 I Ii Ii Ii Ii Ii Ii I Ii I Ii Ii m/z 
200 

SS1450APU 

100, 

% 

SS1450APU 

10 

% 

0.31 
261 

0.50 

300 

1.00 

1.26 
200 

400 500 

1.50 2.00 

2.48 
200 

2.48 
476 

700 

21-Sep-1999 

3.03 
200 

3.04 
429 

800 900 1000 1100 1200 

16:17:23 
2: Diode Array 

214 
2.21e6 

1: Scan ES+ 
TIC 

3.10e6 

~ Time 
2.50 3.00 3.50 4.00 4.50 5.00 5.50 6.00 
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~ 

Oliron 0-ug llscovery Research 
M3dicinal and Organic Chenistry 

SarrpleName kp106 

Date Acquired 217/99 9:03:07 Pl'v1 

Oiannel Description FDA 220.0 nm 

2.00 

1.00 

0.40 

I 
5.00 

....... = RT 

1 17.350 

I 
10.00 

Peak Results 
Start Time End Time 

16.883 17.950 

% Height 

100.00 

%Area 

100.00 

System Name HappySy~ 

Injection Volume 10.00 ul 

Vial2 

Acq M3thod Set 5100 

Auto-Scaled Chromatogram 

I 
20.00 

Minutes 

I 
25.00 

I 
30.00 

« NJ 
Cl N 

H 

Cl 

30a 

I 
35.00 

.f 

I 
40.00 
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===================================================================== 
' Injection Date 

Sample Name 
Acq. Operator 
,Acq. Instrument 
Acq. Method 
Last changed 
Analysis Method 
Last changed 

2/8/99 12:22:28 PM 
kpcl06 

Seq. Lin~ 
. Vial 

HP LCMS System Inj 
Inj 

Volume 
C:\HPCHEM\l\METHODS\POS MODE.M 
1/27/99 9:46:31 AM by ntg 
C:\HPCHEM\l\METHODS\ALICE.M 
2/8/99 3:56:50 PM 
(modified after loading) 

19 
19 

1 
Inj prog 

cr~:J 
L{ bH H 

Cl 
30a 

' . 

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

2 min for equlibrition. condense scan. Solvent A:Hzo"t-o•v;,-a"'~~, 

Current Chromatogram(s) 
MSD1 TIC, MS File (E:\HPCHEM\1\DATA\990207\KPC106.D) APl-ES Positive 

3000000 

2500000 

2000000 

1500000 

1000000 

500000 ~ 
c::i 

~ ~ -

~ 

N 
IC ,C"'l 

0-1-~~~~~~~-.-~~~..---.----'-r-~....--.-~--.-~.,..--.-~--.---1 

mAU 

800 

600 

400 

0 2 
VWD1 A, Wavelength=214 nm (E:\1 

\0 0 
N 0 
~ ~ 

M 

N 

°' c:i 
.C"'l 

ml 

0 
°' .,.; 

4/ 6 mi 
.TA\990207\KPC106.D) APl-ES Positive 

~ oo.~ ll'l ~:ida ~ ~ 
C"'l ;;i;_ ;;;!; C"'l\C>OC"'l 00 

.~.I I~_ I~--- l~ri I __ }d _ _J\Ci Ir;:: __ I~-- t::_ 

6 mi 

MS Spectrum 
*MSD1 SPC, time=2.360:2.568 of E:\HPCHEM\1\DATA\990201 

100-

80-

60-

40-

20-

.,.... 
Lc:i 
LO 
N 

m 

~ 
Max: 662969 

0 " 
200 400 600 ml• 

Page 1 of 1 

.~ 

S36



STANDARD 1H OBSERVE 

Solvent: OMSO 
Ambient te~perature 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed · 
2nd pulse 19.4 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions , 

OBSERVE . H 1, 300 . 0401241. t::i~z 
OAT A PROCESSING . . 
FT size 16·~84 

Total time 1 minute .... 
. !:~ 

Cl o-r:) 
~ bHH 

Cl 

30a 

; f YzV 

_y-

;f,,..,o 

pµ.~q 

1 i-----i - r-i 1-1 r-1 i-r -, , -, I ,- 1 .--- 1 T 1---r r---r I 1 1 -, r -I 1----.- 1 ---,- I --1- 1 --. 11 1 -:T r.- 1~ r--. 'I -,----, Tl --,, 1 

10 9 8 7 6 5 4 3 2 1 ppm 
Y-r-l y y L,--1 y 

2.06 2.02 
1.08 0.95 

0.34 
2.00 
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13C OBSERVE 

Solvent: DMSO 
Ambient temperature 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arraye~ 
1st pulse arrayed 
2nd pulse 30.0 degrees 
Acq. time 1.815 sec 
Width 18761. 7 Hz 
Arrayed repetitions 

OBSERVE C13, 75.4451934 MHz 
DECOUPLE Hi, 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 

(T) 
(T) 
"q" 

0 
tO 
....... 

LO LO 
"q" "q" C\J tO 
C\J CD .,..... C\J 
(T) .n . (T) 

,.... (T) 
....... 

"q" 
....... 

-q-CNJ 
Cl ~ 

H 
Cl 

30a 

tO 
LO 
CD CD Ol 
0 

.............. 
(T) 

(T) ....... 

....... 

0 
CD 
C\J 
,...... 
CD 

,...... 
lO 
C\I 

,...... 
tO 

iPr,P' 

LO 
(T) 
(T) 

,.... 0 (T) 
,.... o ru 
,.... Ln ru . . 
Ol Ol Ol 
(T) (T) (T) 

p It {Cl 

to 
"q" 
m m 

. to 
CD tO 
(T) 

/f;rt0 
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Oliron l:Xug Qscovery Research 
Medicinal and Organic Cherristry 

SarrpleNarre KFC62ffiOD 

Date·Acquired 12/9/98 5:28:31 PM 

Olannel Description FDA 220.0 nm 

• 1 

I 
5.00 

RT 

18.445 

I 
10.00 

Peak Results 
Start Time End Time 

18.200 19,250 

I 
15.00 

% Height %Area 

100.00 100.00 

System Narre Happy Sys 

Injection Volurre 10.00 ul 

Vial3 

Acq ~thod Set 5100 

Auto Sc•ed Chromatogram 

I 
20.00 

Minutes 

I 
25.00 

I 
30.00 

~NJ 
Cl~ bH ~ 

Cl 

30b 

I 
35.00 

I 
40.00 
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Print of all graphic windows 
===================================================================== 
Injection D;.,.te 
Sample Name 
Acq. Operator 

12/10/98 9:56:24 AM 
KPC62 
ntg 

Acq. Method : C:\HPCHEM\1\METHODS\POS MODE.M 
Last changed : 11/10/98 1:09:54 PM py ntg 
Analysis Method : C:\HPCHEM\1\METHODS\ALICE.M 
Last changed : 9/3/98 2:14:14 PM by ntg 

Seq. Line 
Vial 

Inj 
Volume Inj 

5 
5 
1 

Inj prog Cl~:J 
~ bH H 

Cl 
3.0b 

LC/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 
B:ACN +0.0.5%TFA. Column Temp. is 30. 150-850, 50 V 

2 min for equlibrition. condense scan. Solvent A:H20+0.05%TFA, 

Current Chromatogram(s) 
MSD1 TIC, MS File (H:\HPCHEM\1\DATA\981210\KPC62.D) APl-ES Positive 

"' 
350000..; ~ 

300000-
250000-
200000-
150000-
100000-
50000-: 

0 _3 - - -
"' 
~ 

2l 
00 

'° __.--... 

-,-------.-
0 2 4 6 

mAU -

1000-

800-

600-

400-

200-

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

~ 
c 

..q- - ::!; -.:::I" 00 ......c oo 0 N ::} ~ -.::t-

~ ~ ~ ~ f;1~ ~ r:] ~ "". ~ ~ 
0 l"'I M :<!" :<!" :<!" lf"l lf"l lf"l \0 \0 r..: 

mir 

· · · I I ·-- -, I 
0 r--\ 2 4 6 mir 
M~~IC=268.7:269.7 (H:\HPCHEM\1\DATA\981210\KPC62.D) APl-ES Positive 

1750001 ~ 
150000..; 
125000-
100000-
75000-
50000~ 

25000~ ~ 
oJ "' 

0 
I 
2 

Instrument 1 12/10/98 6:26:25 PM chemist 

I 
4 

I 
6 mir 

MS Spectrum 

100-

80-

60-

40-

20-

*MSD1 SPC, time=2.540:2.764 of H:\HPCHEM\1\DATA\9812 

ai 
CD 
N 

I 

I 

I 
1. 
it 
q.I 

Max: 81134 

o~..--...,--,-"--r--.--..--,c--.-...,--.--r--.-,---,r--..--

200 400 600 800 ml< 

Page 1 of 1 
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STANDARD 1H OBSERVE 

Solvent: DMSO 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 19.4 degrees 
AcQ. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE Hi, 300.0388211 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minutes 

··.---... 

Cl~:J 
~ bH H 

Cl 

30b 

f r 

r -.-----.----.---, I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I . I I I I • 1.----.-----r• -r,- r -1 -1 I f I 

10 9 8 7 6 5 4 3 2 1 ppm 
Y-rJ y y y y 

2.03 0.98 0.56 
1.06 0.84 3.00 
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13C OBSERVE 

Solvent: DMSO 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 30.0 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
Arrayed repetitions 

OBSERVE C13, 75.4448884 MHz 
DECOUPLE H1, 300.0403381 MHz 
Power 47 dB 
continuously on 
WALTZ-16 modulated 

DATA PROCESSING 
Line broadening 1.0 Hz 

FT size 131072 
Total time 47 minutes 

200 180 

(\J 
tn 
C\J 

0 
lO -

160 

C\J 
~ 
0 -(T) 

";-t 
co co 
-o 
O! ..... 
in ru 
('I') ('I') 

--

(T) 
-q-

" lO 
~ ...... 

140 

ID ~ - -Oll"IOO 
~ CJ) (\J ..... 

OCOl"-lO 
(T) C\J (\J (\J 
...... '11"'1 ........... 

I~ 

-
ID 

lO co 
co 
C\J 

ID 

" 
co 
co 

co 
"q' 

(T) co -...... 

120 100 80 60 

-(T) 
(T) 

40 

lO 
co 
co 
CD 
(T) 

20 

CJ~:J 
'L{ bH H 

0 
0 ..... 
0 ...... 

0 

CJ 
30b 

ppm 
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Oliron CXug Discovery Research 
tv'edicinal and Organic Cherristry 

SarrpleNarre KRl34 t£-

Date Acquired 12110/986:03:1 O Prlli 

Olannel Description FOA 220.0 nm 

1.00 

0.8 

0.60 

I 
10.00 

Peak Results 

I 
15.00 

• RT Start Trme End Till18 % Height %Area 

1 16.638 16.317 17.133 100.00 100.00 

System Narre Happy Sys 

lr\jection Volurre 3.00 ul 

Vial28 

Acq r&thod Set 5100 

Auto-Scaled Chromatogram 

I 
20.00 

Minutes 

I 
25.00 

\ 

I 
30.00 

r-=\ 0J 
Cl~O ~ 

Cl 

3lb 

I 
35.00 

I 
40.00 
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.. .._ ..tr..u.~ ....,._ u. ..... ..tr. ~·'""'.t:"".L.a...L"" -W•..1..1.'""''-'"'4'> 

===================================================================== 
Injection Date 
3ample Name 
~cq. Operator 

~cq. Method 
~ast changed 
malysis Method 
Last changed 

12/10/98 10:00:17 PM 
kpc64a 
ntg 

Seq. Line 
Vial 

Inj 
Volume Inj 

C:\HPCHEM\1\METHODS\POS MODE.M 
11/10/98 1:09:54 PM by ntg 
C:\HPCHEM\1\METHODS\ALICE.M 
12/10/98 2:01:08 PM 
{modified after loading) 

33 
33 

1 
Inj prog 

\ 
N-

CI~ ~:J 
~o~ 

Cl 

3lb 

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

2 min for equlibrition. condense scan. Solvent A:H20+0.05%TFA, 

Current Chromatogram{s) 

350000 
300000 

250000 
200000 
150000 
100000 
50000 

MSD1 TIC, MS File (F:\HPCHEM\1\DATA\981210\KPC64A.D) APl-ES Positive 
M 

0 r-~.---,-~--.-~-.-~.,---,~-,...~-.-~-r-~.---,-~--.-~-.--~.,----.~-1 

mAU 

1000 

800 

600 

400 

200 

0 

160000 
140000 
120000 
100000 
80000 
60000 
40000 
20000 

0 

0 2 4 6 mi 
VWD1 A, Wavelength=214 nm (F:\HPCHEM\1\DATA\981210\KPC64A.D) 

f 
0 

MS 

~ 

I 
0 

00 

V"\ 
M 
"<!" 
v) 

\,...,, ~::::: gt--M 
,; 'ti" I l=lt:-+-1 ~ ~ "<!" 0\ ~ N ~~~'4-/Il'\...!.- 11.() 0 0 ff"? t" 

I •' I _,...,_Ir-- I,...: 

2 4 6 mi 
=323.7:324.7 (F:\HPCH~M\1\DATA\981210\KPC64A.D) APl-ES Positive 

"<!" 

2 

°' V"\ 
~ 

4 6 mi 

Instrument 1 12/11/98 9:29:10 AM 

MS Spectrum 

100-

80-

60-

40-

20-

*MSD1 SPC, time=2.315:2.508 of F:\HPCHEM\1\DATA\98121( 

..... 
~ 
C') 

;t 
g:J 

Max: 81875 

\' 

0-'--r--.-~.---r-'-f--~.----r--.-~.----r--.-~.---...,--.-~rl 

200 400 600 800 m/2 

Page 1 of 1 
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.• 
.... 

Oliron D"ug llscovery Research 
IVedicinal and Organic Cherristry 

SafTl>leNarre kpc92 

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

Channel Lescription FOA 220.0 nm 

0.00 
I 

5.00 
I 

10.00 

Peak Results 

I 
15.00 

RT Start Time End Time % Height %Area 

1 10.918 10.683 11.200 100.00 100.00 

System Narre Happy Sys 

Injection Volurre 10.00 ul 

Vial23 

Acq Method Set 5100 

Auto-Scaled Chromatogram 

I 
20.00 

Minutes 

I 
25.00_ 

I 
30.00 

I 
35.00 

I 

I 
40.00 
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.'r1nt ot a.LL grapn1c w1naows 
:==================================================================== 
:njection Date 
~ample Name 
\.cq. Operator 

2/11/99 12:44:55 PM 
kpc92 
ntg 

Seq .. Line 
Vial 

Inj 
Volume 

19 
19 

1 
Inj prog 

H~\ NH2 r-NH 

H,N ~~N02 
\.cq. Method 
Jast changed 
\.nalysis Method 
Jast changed 

Inj 
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 

~Pc Cf)_ 
32 

(modified after loading) 
JC/MSD method. Flow rate:0.4 mL/min, 1-95% B in 6 min. 
!:ACN +0.05%TFA. Column Temp. is 30. 150-850, 50 V 

2 min for equlibrition. condense scan. Solvent A:H20+0.05%TFA, 

·current Chromatogram(s) 
MSD1 TIC, MS File (F:\HPCHEM\1\DATA\990211\KPC92.D) APl-ES Positive 

""" 00 
5000001 \0 

""" ci 
I 

400000 

300000 

200000 

100000 

0 2 4 6 
VWD1 A, Wavelength=214 nm (F:\HPCHEM\1\DATA\990211\KPC92.D) 

00 
\0 
(") 

<'-i 

°' 

2 4 6 mi 
IC=239.7:240.7 (F:\HPCHEM\1\DATA\990211\KPC92.D) APl-ES Positive 

.,., 
"" 

v 001 \~ M v M 0 - M N - oo - v oo 
~ ~ q ~ ~~ ~ ~ ~ 8 ~~ ~ ~ N 

• . N N _NM • . . ' ' ' ' ' ' 
M ~,, I r, I IV> 1++-~ t-

2 4 6 

Cnstrument 1 2/11/99 4:59:31 PM 

mi 

MS Spectrum 
*MSD1 SPC, time=1.602:1.778 of F:\HPCHEM\1\DATA\990211 

100-

80-

60-

40-

20-

ci ~ 
(';j Max: 193121 

0 I I I j ' I I I ' I 
I I I I I 

200 400 600 m/2 

Page 1 of 1 

.. 
... 
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STANDARD 1H OBSERVE 

, ft, ~ 
Solvent: DMSO / f1j0 
Ambient temperature 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay array~d 
1st pulse arrayed ~ 
2nd pulse 45.0 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE Hi, 300.0414277 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minutes 

f 

HN\\ NH2 ;-NH 

N ~ iN=< 
H2 HN~N02 

32 

l H,CIV" 

QfASo 
_;-

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 

10 9 8 7 6 5 4 3 2 1 ppm 
y Lr--1 y y,..y y 

1.03 9.25 1. 92 0.84 
1.00 2 .04 .17 
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Chiron Drug Discovery Research 
Medicinal And Organic Chemistry 

SampleName kpc16-1 

Date Acquired 4/15/99 9:22:24 P 

Channel Description PDA 221 

1.40 

1.30 i~ 
<ti 

1.20-

1.10-

1.00-

0.90-

0.80-

:::> 0.70-
<( 

0.60 

0.50-

0.40-

0.30-

0.20-

System Name David 

Injection Volume 10.00 ul 

Vial 10 

Acq Method Set 5100 

hlto-Scaled Chromatogram 

__ ] 

0.10-

---""-- ("v 
~---~~~-------·-·---·-A--··-----------------------------------·--·--- ----·----·-·--------·---J·--' 

o.oo-
I 

5.00 

• Name RT 

1 8.131 

I 
10.00 

Peak Resu Its 

Start Time End Time 

7.893 8.577 

I 
15.00 

%HeiQht 

100.00 

%Area 

100.00 

I I 
20.00 25.00 

Mnutes 

, I 
30.00 

H
2
N . 
~ N-

HN-0-cN 

I 
35.00 

6-(2-Amino-ethylamino )
nicotinonitrile 

I 
40.00 

S48



.... "' ... '- ....,_ """"--• ::1--l:' .... __ ........ """"'""'''""' 

===================================================================== 
:njection Date 
lample Name 
~cq. Operator 

,cq. Method 
.ast changed 
.nalysis Method 
.ast changed 

4/15/99 11:27:13 AM 
kpc16-1 
Manager 

Seq. Line 
Vial 

Inj 
Volume Inj 

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 
1 

Inj prog 

H2N 
~ N

HN--0--CN 

6-(2-Amino-ethylamino )
nicotinonitrile 

1C/MSD method. 
5%TFA. Column 

Flow rate:0:4 mL/min, 1-95% B in 6 min. 2 min fo~ equlibrition. condense scan. Solvent A:H20+0.0S%TFA, B:ACN +O. 
Temp. is 30. 150-850, SO V 

Current Chromatogram(s) 
MSD1 TIC, MS File (V:\HPCHEM\1\DATA\990415\KPC16-1.D) APl-ES Positive 

800000 
700000 
600000 
500000 
400000 
300000 
200000 
100000 

°' 

N r-... ~ 
0\ 0 N """ °' . ~ ~ oq-

i

i-: 

N 
00 """ 00 

0-+-~~~~~~~~~~~~~~~~~~~~~~~~~----' 

0 2 4 6 mi 
VWD1 A, Wavelength=214 nm (V:\HPCHEM\1\DATA\990415\KPC16-1.D) 

mAU 
600 

500 ~ I II I 
400 

~~uu """ 
IO 

b r<) 0 
IO 

00 r<) 
00 °' 

00 .,., 
~ °' 0 IO 

""" "'! '° 
0 <'i .,., 

N ~ ,,.; "! ~ .,., 10~ ......... "'! 
<"i r<) -

2 4 6 mi 
IC=162.7:163.7 (V:\HPCHEM\1\DATA\990415\KPC16-1.D) APl-ES Positive 

600000 
500000 
400000 
300000 
200000 

1000001 ~~r<>r<>ooi- 00 °' - \0 - 0 """ i-
OC! ~ "'? ~ N ~ . ~.,N N t"\I ...; 

0 

0 t-r<> """ 0 ...... 000\ ...... 0 
00 M\O N 0\ 

-...U....l..1...---'-"'----'*'++.f--l-+-+-+-~-+----'-'~------'-~·1~ r..: r..: 

0 2 4 6 mi 

:nstrument 1 4/15/99 10:14:39 AM 

MS Spectrum 

I 

100-

80-

60-

40-

20-

*MSD1 SPC, time=1.179:1.628 of V:IHPCHEM\1\DATA\990415\f 

..... 
C'5 
CD 

Max: 255428 

0--'---r"---"-+_._,"--~ .......... ~~~~~~~~~~~~-r-i 
200 400 600 m/z 

Page 1 of 1 
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STANDARD 1H OBSERVE 

Solvent: DMSO 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 45.0 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE Hi, 300.0388211 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minutes 

·.r 

H2N 
~ N

HN-0--CN 

6-(2-Amino-ethylamino )
nicotinonitrile 

,---.----.- I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I. I I I I I I I I I I I I I 

10 9 8 7 6 5 4 3 2 1 ppm 
y y,...i L,-1 y y L,-1 

0.67 0.90 2.37 2.33 
0.96 1.02 2.00 
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13C OBSERVE 

Solvent: DMSO 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 30.0 degrees 
AcQ. time 1.815 sec 
Width 18761.7 Hz 
Arrayed repetitions 

OBSERVE C13, 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 8 minutes 

CD 
0 
CD 

en 
IC') 

"" 

200 180 160 

CT) 
"¢ 
"¢ 

cu 
IC') 

"" 

H2N 

~-v-

0 
"¢ 
en 
..... 
CT) 

"" 

140 

HN ~ !/ CN 

6-(2-Amino-ethylamino )
nicotinonitrile 

CD ,..... 
"¢ 

co 
"" "" (T') 

"" ..... 
,..... 
0 

"" 

120 100 

lO 
"¢ 
0 

"¢ 
m 

80 

C\J 
CD 
Ol 

CD 
'¢ 

IC') ... 
0 

"¢ 
"¢ 

60 

"¢ 
co m 
tO ('I) 

0 
"¢ 

('I) 

... 0 (1') 
co 0 C\J 
,...._ IO C\J 

Ol Ol Ol 

r 

40 

lO 
'¢ 
Ol 

co 
C") 

(T') 
..... 
lO 

co 
(T') 

20 ppm 
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Oliron O-ug !lscovery Research 
M3dicinal and Organic Cherristry 

SarrpleNarre kpc60-1 

Date Acquired 4114/99 7:09:?4 PM 

Olannel Description FUA 220.0 nm 

RT 

1 10.607 

I 
10.00 

Peak Results 
Start Tlme· ·end Tlme 

10A33 11.450 

I 
16.00 

% Height % Area 

100.00 100.00 

System Narre HappySys 

.Injection Volume 30.00 ul 

V..ml-4 

Acq .Milllod Set 5100 

·~Chiomatogram 

I 
20.00 

Minutes 

I 
25.00 

I 
30.00 

I 
36.00 

I 
40.00 
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===================================================================== 
Injection Date 
Sample Name 
Acq. Operator 

Acq. Method 
Last changed 
Analysis Method 
Last changed 

4/15/99 12:36:48 PM 
kpc60nl 
Manager 

Seq. Line 
Vial 

Inj 
Volume Inj 

C:\HPCHEM\l\METHODS\POS MODE.M 
3/4/99 1:46:07 PM by Manager 
C:\HPCHEM\l\METHODS\ALICE.M 
4/15/99 10:14:07 AM 

12 
12 

1 
Inj prog 

HN 

}-NH N-
H2N ~-{}-cN 

33 
(modified after loading) 

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

2 min for equlibrition. c~ndense scan. Solvent A~H20+0~0S%TFA, 

Current Chromatogram(s) 
MSD1 TIC, MS File (V:\HPCHEM\1\DATA\990415\KPC16N1.D) APl-ES Positive 

1200000 

1000000 

800000 

600000 

400000 

200000 °' '<!' ,_ 
0 

V) 

:ii1 '<!' !"") 
00 0 \O· 

, N V> 

.N ~ 
~ 
N 
,.; 

- II") ('I") ('I") -00 N II") Vl M 
co-""tt co-
M.~ ~ ~ . 

'° 0 
~ 

°' 00 0 
!"") ,_ . '° 

0 r----.-~-,..-~~---.~-.-~.....----,~--,-~.....-----.~--,-~..,....----,c----,-~..,....---1 
O 2 4 5· mi 

VWD1 A, Wavelength=214 pm (V:\HPCHEM\1\DATA\990415\KPC16N1 .0) 

°' N 
"l 

V> 00 N 
00 '<!' N 
N Vl 00 
ri C"") .ri 

§! ~);;!::! $ 
N NOC?C"'! "? 
±±!::::: 1 1 r1 11"1 1 1 P1 

2 

Instrument 1 4/15/99 11:50:16 AM 

Vl '° - ,_ 00 N V> 
~- ..n . ..n 

N 00 r<> ,_ 
0 0 '<!' Vl 

0 ,_ 
"' V) 

- '<!' 00 \0 N \0 

1f, 1""',, 1""', '~-H-~ '° 
4 6 

!"") 

0 

°' '° 

Vl 
'<!' 

,...; 

'<!' 
Vl 
,...; 

mi 

MS Spectrum 
~ 

*MSD1 SPC, time=1.539:1.934ofV:\HPCHEM\1\DATA\990415\f 

..... 
r.ci 
0 

100- N Max: 265569 

80-

I 

60--

.. 

40- I 

20--

0 
! I 

I I I I 

200 400 600 m/2 

Page 1 of 1 
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_, 1-

STANDARD 1H OBSERVE 

Solvent: DMSO 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 45.0 degrees 
Acq. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE Hi, 300.0388216 MHz 
DATA PROCESSING 
FT size 16384 
Total time 1 minutes 

HN\\ 
;NH 

H,N ~-{')-cN 
33 

I I I I I I I I I I I I I I I I I I I I I I ·I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 

10 9 8 7 6 5 4 3 2 1 ppm 
Y 1 I 1 1 1 I I y L,.-1 

0 . 54 1. 00 0 . 86 
1.67 3.33 4.00 
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13C OBSERVE 

Solvent: DMSO 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 30.0 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
Arrayed repetitions 

OBSERVE C13, 75.4448841 
DECOUPLE Hi, 300.0403381 
Power 47 dB 
continuously on 
WALTZ-16 modulated 

DATA PROCESSING 
Line broadening 1.0 Hz 

FT size 131072 
Total time 39 minutes 

200 180 

Cl1 en 
(T') LO 
..... ('I') 

" C\J LO lO 
0 .......... 
lO 
lO 

MHz OI 
lO MHz...., co ,...._ 

..... 
.CD 
('I') ..... 

OJ 
CD 
C\J 

CD ..... ..... 
I 

HN 
~NH 

H2N ~ -t>-
HN ~ /J CN 

33 

CD 

" " "<;!" 
en 

..,. 
LO 
('I') 

('I') 
0 0 
lO '<:! 
aJ 
0 ..... 

ID C\J O'l C\J 
en " ...., ..,. 
" lO 10 C\J . . . . 
ai en en en 
(T') ('I') CT) CT) 

co ..,. 
0 

0 ..,. 

I 

10 co en 
CD 
(T') 

"<;!" 
CD 
lO 

(!) 
r'l 

ppm 
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Chiron Drug Discovery Research 
Medicinal & Organic Chemistry 

SampleName AZ21551 Volume: 
Date Acquired: 03/10/98 01:51:40 PM Vial 2 

\channel Descr. 220 nm Acq Meth Set: 

2.000 

1.800 

1.600 

1.400 

1.200 

I:! 
~ 1.000 

0.800 

0.600 

.; . 

0.400 

0.200 

0.000 

10.00 20.00 
Minutes 

Peak Results 

# Name Ret Time Start Time End Time % Height (min) (min) (min) 

1 21. 917 21. 650 22.500 94.83 

2 23. 717 23.350 24.067 5.17 

N~ 
35a 

System Edgar 

10 

5100 220 

30.00 

% Area 

96.44 
3.56 
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File 
Method 
Sample ID 
Acquired 

m 
A 
u 

75 0 

50 0 

25 0 

~ -, 
0 

1 

c:\ezchrom2\chrom\1998-03\Az51f2qc.ez2 
c:\ezchrom2\methods\200ul.met\M06m595w.met 
mg2-10ul · 
Mar 03, 1998 13:49:41 

c:\ezchrom2\chrom\1998-03\AzS1f2qc.ez2 - Channel A 

(') 

( 

I 
..-1 ..,. 
,l~ -

·2 3 4 5 6 7 8 

Channel A Res.ults Minutes 

Peak Time Area Area % Height Height % 
---------- ----..L----- ---------- ---------- ----------

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 

35a 

9 

Page 1 of 1 

7 50 

f5 

2 

kl 

10 

00 

50 

m 
A 
u 
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427, 50UC 04-Ma-.-=19-98 
AZ51 F2QC 36 (1.285) Cm (34:37) 

100 

% 

404 

335 

429 

H 

~~N f N~ 
"'N)l_N ~~NO H 2 

rP 
35a 

Scan ES+ 
7.09e5 
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'· 

STANDARD lH 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 Hl, 300.0303577 MHz 
DATA PROCESSING 
FT size 32768 
Total time 1 min, 39 sec 

(:NH H 

~
N fNJIN~ 

)l_N (ANO 
H 2 

Cl Cl 

36a HCI Salt 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ --,--,-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

11 10 9 8 7 .; 6 5 4 3 2 1 ppm 
~ .....,.....,_, '--,-'~ 
1.04 1.16 1.29 2.04 1.00 

1:09 0.95 1.05 2.06 
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13C OBSERVE 

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 298.1 K 

Mercury-300 "nmr300" 

Pulse 54.2 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
1776 repet1t1ons 

OBSERVE C13, 75.4427150 MHZ 
DECOUPLE Hl, 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 

(:NH H 

~N fN'rJN~ 
AN ~NO 

H 2 
Cl Cl 

36a HCI Salt 

~-' 

·····'•· 

-----.. 
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. ,• ..... , -·· ,, 
.... . .. 

~ 

,. 
Oliron Drug llscovery Research 
Medicinal and Organic Cherristry 

SarrpleNarre kpc90prod 

Date Acquired 1/18/99 7:42:07 PM 

· aiannel Description AlA. 220.0 nm 

1.80-

1.60-

1.40-

1.20-

1.00-

0.80-

0.60-

0.40-

0.20-

0.00 
-I 
I ' -,-- -, -, ' I 

5.00 10.00 15.00 

Peak Results 

• RT Start lime End Time % Height %Area 

1 18.690 18.317 19.200 100.00 100.00 

System Narre HappySys 

Injection Volurre 20.00 ul 

Vial 11 

Acq M:lthod Set 5100 

Auto-Sealed Chromatogram 

cb 

~ 
oli .. 

I 
20.00 

Minutes 

I 
25.00 

I 
30.00 

I 
35.00 

f:NH . H 

~
~ fNYjNYNH2 

jl_N ~NO 
H 2 

Cl Cl 

36b 

,I 

I 
40.00 
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~L.l.111.. o.L a.l..l. grapnic winaows 

===================================================================== 
:nj ection Date 
lample Name 
~cq. Operator 

~cq. Method 
.as t changed 
malysis Method 
.ast changed 

Current 

400000 

350000 

300000 

250000 

200000 

150000 

100000 

2/12/99 11:36:04 AM 
kpc90prod 
ntg 

Seq .. Line 
Vial 

Inj 
Volume Inj 

C:\HPCHEM\l\METHODS\POS MODE.M 
9/17/98 11:16:18 AM by ntg 
C:\HPCHEM\1\METHODS\ALICE.M 
2/12/99 5:38:08 PM 
(modified after loading) 

Chromatograin(s) 

16 
16 

1 
Inj prog 

MSD1 TIC, MS File (G:\HPCHEM\1\DATA\990212\KPC90PRO.D) APl-ES Positive 

M/ 

,.'l-NH . H 

~ NY,NyNH2 
N f lA. 

AN. ~ N02 
H 

Cl ~ Cl 

36b 

MS Spectrum 
*MSD1 SPC, time=2.775:2.920 of G:\HPCHEM\1\DATA\990212\Kf 

l 

100-

N ., __..--

~ ~ Max: 65465 """ 

50000 -:l ~~\Ct'..:..-'t'. r ' I I i .• LL.LL.I L.JL_ll.l__J_l _ _L _j __ b(__:__r__"\.-kv/ 80 -

0 2 4 6 
VWD1 A, Wavelength=214 nm (G7.\HPCH M\1\DATA\990212\KPC90PRO.D) 

mAU -j . ~ 

~ cfri 
400 

300 

200 

100 ~ 
~ 
0 

co 
~~~~ ffi ~ R 
Q)~'<tCO ~ CO CO 
ci~~~ LO . r--:_J 

0 ---, i--=-r-1 

0 2 4 6 mi 
MSD1 486, EIC=485.7:486.7 ~:\HPCiy:M\1\DATA\990212\KPC90PRO.D) APl-ES P 

120000-:i ~ .../ 
100000 

80000 

60000 

40000 

20000 
Ml(OM ClOJ:O 0 
N""<t """ r- ...-v r-

r
'<t 
"'.! -~-; cq~ ~ 

o-:1 ., ..,~""'<!"' !.~in, I 
0 2 4 6 mi 

nstrument 1 2/12/99 5:39:02 PM 

60-

40-

20-

co 
M 
~ 

<b 
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l 
oj ,.,·d 1

1
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, IJ 
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STANDARD 1H OBSERVE 

Solvent: CDC13 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse ~rrayed 
2nd pulse 19.4 degrees 
AcQ. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE H1, 300.0373909 MHZ 
·oATA PROCESSING 
FT size 16384 
Total time 1 minute 

,.'lNH ~ N NH2 

~N f Yi"Y 
)l_N (AN02 

H 
Cl :::,,_ Cl 

36b 

I l I I I .I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 

10 9 8 7 6 5 4 3 2 1 ppm 
L.-,-J y y YtY y y 
5.97 1.111.00 

1. 23 2 . f)6.31 
0.94 

4.00 
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13C OBSERVE 

Solvent: COC13 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 30.0 degrees 
ACQ. time i.815 sec 
Width 18761. 7 Hz 
Arrayed repetitions 

OBSERVE C13, 75.4444189 MHz 
DECOUPLE Hi,. 300.0389129 MHz 

Power 47 dB 
continuously on 
WALTZ-16 modulated 

DATA PROCESSING 
Line broadening 1.0 Hz 

FT size 131072 
Total time 13.0 hours 

;I-NH , 

~
H 

IN f N'J/NYNH2 

AN ~ 
H N02 

Cl Cl 

36b 

ppm 
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STANDARD 1H OBSERVE 

Solvent: CDC13 
Temp. 70.0 CI 343.1 K 

Mercury-300 "nmr300" 

PULSE SEQUENCE 
Relax. delay arrayed 
1st pulse arrayed 
2nd pulse 19.4 degrees 
AcQ. time 2.000 sec 
Width 3775.5 Hz 
Arrayed repetitions 

OBSERVE Hi, 300.0373909 MHz 
·oATA PROCESSING 
FT size 16384 
Total time 1 minute 

.:;~(' ..... 
·.:3 

(:NH ·.· H 

~
~ f NYjNYNH2 

)l_N ~NO 
H 2 

Cl · Cl 
36b HCI Salt 

I I I I I I T---,--T--f- Tu I - I I I J I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I j f I 

10 
L,--1 
5.97 

9 8 7 
y y YtY 

1.111.00 
1. 23 2 .i>fi31 

y 
0.94 

6 5 4 
y 

4.00 

3 ·2 1 ppm 
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STANDARD 1H OBSERVE 

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 298.1 K 

Mercur.y-300 "nmr300" 

Relax. delay 1.000 sec 
Pulse 37.5 degrees 
Acq. time 1.998 sec 
Width 4500.5 Hz 
128 repetitions 

OBSERVE Hl, 300.0303526 MHz 
DATA PROCESS:tNG 
FT size 32768 
Total time O min, O sec 

(:NH H 

~
~ . fNi(YNH2 

jl__N ~NO 
H 2 

Cl · Cl 
36b HCl Salt 

11 1 O 9 8 7 6 5 4 3 2 1 ppm 
........, '-r-Yc......,.--' .....,__. 
1.05 0.30 5.52 

2.26 1.86 

L.....,--J 

1. 00 

·-, 
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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 1.998 sec 
Width 4500.5 Hz 
128 repetitions 

OBSERVE Hl, 300.0303577 MHz 
DATA PROCESSING 
FT size 32768 
Total time 6 min, 38 sec 

/(NH ~ ~ «::N f ~ 
.JlN N~CN 

H 
Cl 

ci 36c HCI S«.f't 

.------i--T-- r --,------.--------~-T------.--------.T-

11 1 o 9 8 7 6 5 4 3 2 1 ppm 
....,..., '-,--' 

1. 05 
2.41 

'---r-' 
6.08 

'---,---' 

1. 00 
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13C OBSERVE 

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 298.1 K 

Mercury-300 "nmr300" 

Pulse 54.2 degrees 
Acq. time 1.815 sec 
Width 18761.7 Hz 
20992 repetitions 

OBSERVE C13; 75.4427164 MHz 
DECOUPLE Hl, 300.0318890 MHz 

Power 45 dB 
continuously on 
WALTZ-16 modulated 

DATA PROCESSING 
Line broadening 1.0 Hz 

FT size 131072 
Total tim~u5g5:hr, 42 min, 3 sec 

,'lNH ~ ~ 

~Nf~ 
.J(N N~CN 

H 
Cl 

ci 36c HC I Sa.IT 

1 1 1 1 1 1 1 1 1 l 1 1 1 1 I 1 ·1 1 1-T i--r 1 1 I 1 L 1 L I L 1 1 1 I I I I 1 I 1 I 1 I I I I I t I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I j I I I I J I I I I I I I I I I I I I I j t I I I I I I 

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

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 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 Hl, 300.0303515 MHz 
DATA PROCESSING . 
FT size 32768 
Total time 1 min, 39 sec 

--(:NH ~ N"' NH2 

2&Jlf UN02 N 
H 

Cl :::,... Cl 37b 

11 10 9 8 - 7 6 5 4 3 2 1 o ppm 
'--r-'-r-' '--T-1-r' 
1.48 1.51 3.15 

0.49 1.79 1.01 

'---,---' 
1. 00 

'-r-' 

2.99 
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13C OBSERVE 

Pulse Sequence: s2pul 
Solvent: DMSO 
Temp. 25.0 C I 29B.1 K 

Mercury-300 "nmr300" 

Pulse 54.2 degrees 
Acq. tfme 1.815 sec 
Width 18761.7 Hz 
2000 repetitions 

OBSERVE C13, 75.4426754 MHz 
DECOUPLE Hl, 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 

-rNH ~ N..., NH2 

~NyJt f UN02 
~N' ~ 

Cl :::,... Cl 37b 

200 180 160 140 120 100 80 60 40 20 ppm 
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C:\LCQ DATA\041203_ssRR\71547_2 

71547 2 #125-130 RT: 3.17-3.29 AV: 6 NL: 1.10E6 
T: + cESI Full ms [ 200.00-1200.00] 
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I 
I 

C HI R 0 N Technologies S MD D R Medicinal & Organic Chemistry Group 

Sample Name: ss73pul. 

Label: 

Date Acquired: 2/3/2000 4:34:19 PM 

0.24 

0.2 

0.20 

0.18 

0.16 

0.14 

~ 0.1 

0.10 

0.08 

0.06 

0.04 

'-~~ 0.00 _ _Ji __ 

'2. 0 4.0o 

• 1 

System Name: Siana Project Name: GSK4 

Acq Method Set: Rabbit20 

Injection Volwne- 10.00 ul Vial# 1 

· 6.0o-r------a.aa-~-10'.0o.-·~ 12:00 14:00 15:00 1a:oo r--~20'.oo 
lltlinutes 

Peak Results 
Retention lime Start lime End lime 

6.257 6.155 5,355 

%Area 

100.00 

0 
02NQN I I l ECI '7 Cl 

I ..........._ .N"'v."N~ ::::,._ ::::,._ N. ~ II 

H N .o N:) 

k::,N 
46c 
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Print of all r-"":tphic windows 
============:. 
Injection Date 
Sample Name 
Acq. Operator 

=============================================== 
2/3/00 4:Sl:19 PM 
SS73PU2R 
Manager 

5···· 
SS 

1 

Seq. Line 
Vial 

Inj 
Volume Inj 

C:\HPCHEM\1\METHODS\POS MODE.M 
1/12/00 ll:S0:39 AM by Manager 
C:\HPCHEM\1\METHODS\DEF LCl.M 

Inj prog 
Acq. Method 
Last changed 
Analysis Method 
Last changed 1/S/00 3:07:44 PM -

Current Chromatogram(s) 

300000 

250000 

200000 

150000 

100000 

50000 
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1500 
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,... 
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O> ~ ""' ~,... !O 
0 ~M 0 
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ci 
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ci 

M 

0 1 2 3 
VWD1 A, Wavelength=214 nm (V:\HPCHEM\1\DATA\000203\SS73PU2R.D) 
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C:\LCQ DATA\041203_ssRR\77033_1 

77033 1 #128-135 RT: 3.27-3.45 AV: 8 NL: 4.78E5 
T: + c ESI Full ms [ 200.00-1200.00] 
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C:\LCQ DATA\041203_ssRR\73181_2 

73181_2 #131-138 RT: 3.33-3.49 AV: 8 NL: 1.60E6 
T: + c ESI Full ms [ 200.00-1200.00] 
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C:\LCQ DATA\041203_ssRR\77034_1 

77034_1 #137-145 RT: 3.48-3.68 AV: 9 NL: 6.56E5 
T: + c ESI Full ms [ 200.00-1200.00] 
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Chiron Drug Discovery Research 
Medicinal & Organic Chemistry 

Volume: SampleName az21 7~pp 
.Date Acquired: 03/27/98 03:02:51 PM Vial 7 

jChannel Descr. 220 run 
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# 
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Name Ret Time 
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26.783 
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49 

20.00 
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Peak Results 

Start Time End Time % Height (min) (min) 

26.550 27.583 100.00 

System Edgar 
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MW449 
AZ217353 (0.998) Cm (16:157) 
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az217s-white solid in cdcl3 
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C HI R 0 N Technologies S MD D R Medicinal & Organic Chemistry Group 

) Sample Name: az30· 

Label: 

·oate Acquired: 8/17/98 3:12:07 PM 
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Mnutes 

Peak Results 

Retention lime Start lime Encl lime 

5.940 5.n2 6.155 

System Name: Stana Project Name: GSK._3 

Acq Method Set: Rabbit20 

Injection Volume- 10.00 ul Vial# 41 

12.00 14.00 16.00 18.00 20.00 

%Area 

100.00 
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Print of a' " graphic wind_ows 
~========= ~=======================================· '============== 
Injection .e 
Sample Name .. ,. 
Acq. Operator 

Acq. Method 
Last changed 
Analysis Method 
Last changed 

Current 

100000 

80000 

60000 

40000 

20000 

8/17/98 5:49:47 PM 
AZ3063P 

Seq_ lne 
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ntg 
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C:\HPCHEM\l\METHODS\POS MODE.M 
7/31/98 9:32:14 AM by ntg 
C:\HPCHEM\1\METHODS\DEF LC.M 
8/17/98 3:19:24 PM by chemist 
(modified after loading) 
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Chiron Drug llscovery Research 
llnedicinal And Organic Chenistry 

~d"llleName SR6 

Date Acquired 2/8/991:09:47 PM 

Channel Description AJA 220.01 

~ 0.50 

I 
10.00 

Peak Results 
Name RT Start lime End lime 

1 22.738 22.383 23.383 

I 
15.00 

% Height 

100.00 

System Name ArroyoSys 

Injection Volume 5.00 ul 

Vial3 

Acq fv'lethod Set 5100 

AutQ..scaled Chromatogram 

%Area 

100.00 

I 
20.00 

Minutes 

I 
25.00 

I 
30.00 

I 
35.00 

I 
40.00 
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Print of all ~raphic windows 

Current Chromatogram(s) 
MSD1 TIC, MS File (F:\HPCHEM\1\DATA\990207\SR6.D) APl-_f::S Positive 

N 
N 

1400000 

1200000 yH3 FN 

1000000 
0. N H N~N._) Y"YN~ )__ 02N~ ~ N"' 7' . 

Cl ~I 
Sld Cl 

800000 

600000 

N 

400000 

1 """<t ~~ -· ~1 \N · ··1 1 <'> -·~N -- -- v,. -~---~...---co ·· o ~ 200000-., ..- _. <:!:>NJ>.;. ~ ;";!; vo- • N ~ -,._ ,:;f\O>,...:_,• -.i; "":: QC\!·-'·-,,..; ~ • ..:..:,..:cci. ~co $]5 
~ 

0 1-~.,-~.----,.~~~~~~~.----,.~~~~~~~.----,.~~~~--1 

mAU 

1400 

1200 

1000 

800 

600 

400 

200 

0 2 4 6 
VWD1 A, Wavelength=214 nm (F:\HPCHEM\1\DATA\990207\SR6.D) 

O> 
I!) 

-.i: 
0 

"<t 

fl I I l~ ~1·1 ! I] J1'TIECT ··-· 0 ~ , / i \,_ ' ~ ~ ~ )~ 

0 

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

MS Spectrum 
*MSD1 SPC, time=3.114:3.419 of F:\HPCHEM\1\DA 

'"-: 
c.; 

100-
I!) Max: 202646 

80- . 
'; 
:~ 

60-

40-

. 
:~ 

20- .... .. 
:B 

~ 

..-
I!) 
N 

0 
I I I l 

I 
250 500 750 ml; 

Page 1 of 1 S88



as-61830 119 (2.200) Cm (116:127) 

100 

% 

158.0 

as-61830 

100 

•% 

214.0 

218.1 

02-Dec~ . 
.---~ r _ 434.9 

02-Dec-2004 

2.16 

1.73 

2:22 
Scan ES+ 

1.32e6 

2:22 
214nm 

An1 
1.00e6 

' ______ /\_/\-~~ 
/ -1-Fr=~-~~~~~=;=;::;::;=;:::~~m~~~-~m~~~~mm~~mm~. 1--r-r-r-T-r-~ 

as-61830 Scan ES+ 

100 2.20;434.9 435 
3.86e6 

% 

-O·-!-.--......~~...,....:,....,~,....,_,...~...,..,...,~~,....,_,....,_,_,....,..,...,~~m....,-:;.~~?T=i=;=;=;='FT"f"..-.=.....,...,~ ........ .,..,...,...,...,,....,..,...,....,..,...,......,...~ 

as-61830 Scan ES+ 
TIC 

100 1.25e7 

% 
1.76 

271.0 
1rJ\7 2.00 

0.28 21°4.0 ~ 
214.0 

'~~~~~-------__,,...,~~-

; 

2.85 3_27 3.75 4.o7 I 
214.1 214.0 214.0 214.1 ,,_,,/ 
~.--v\/'-...._r-

-0--h-~m~~~mm...,..,...,~~~m...,..,...,~·~mmm~~~mm~~mmm-r-,-,~ . .--r-r-i Time 

1 '--_o_.o_o ___ o._50 ___ 1_.0_0 ___ 1_.5_0 ___ 2._0_0 ___ 2_._50 ___ 3_.o_o ___ 3_.5_o __ 4_._oo 4.5o 
) 
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as-85229 130 (2.403) Cm (126: 135) 

100 

214.1 
% 

158.0 

159.0 235.0 257.0 308.9 

03-Dec-2004 

512.9 

516.9 

1 :12 
>can ES+ 

1.48e6 

789.7.800.7 I · mz 
f-----'-"""--_....."-"-_____.,=-"-"'--""-"-''---___,,,_,,,""---=""-"------="""'--""-"-'O,______,,,_,,,""------"-'"-"---",_,,,,_,,,_--'--"-',___~""--_-"l'o.o__ B..5Q __ 

as-85229 
100 0.30 

-/ 

•% 

03-Dec-2004 1 : 12 

2.36 

1.95 2.18 

214nm 
An1 

1.00e6 

-1~=;=;=;L,..,...,-,--.;:::;::;:=;=;=;=;=;=;=;=n=:;::;=;::;~:::;=;:;~:::;:;::;~:=;:::,..,~~~~~~~~~~~~~...,:::;:::~ 

as-85229 

100 

% 

2.40;512.9 
Scan ES+ 

513 
3.74e6 

-0-i--r-T""T"T"T"T"'F.,.......,."T"'T"'T-r'T""r-T""T'"T"T"T'.,........."'T'"T""T-r'T""....,....,-,....,..,...,............,...,-,_,...,..,,...,_...!~,--,-;c~~FFF,-,-,-~"T"'T"'T-.,...,-r-T""T'".,-,-~...,_..,_,........,..,....,.-,-, 

as-85229 Scan ES+ 
. 100 . 0.37 2.40;512.9 TIC 

% 

157.0 1.00e7 

1.98 2.24 
214.0 214.0 

3.55 
214.0 

4.03 
214.0 

-o----~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~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 
as-71514 122 (2.255) Cm (118:128) 
100 214.1 

476.9 

% 478.9 
158.0 / 

159.1 235.0 

as-71514 

100 

•% 

0.34 

02-Dec-2004 

2.22 

2:19 
3can ES+ 

6.31e5 

214nm 
An1 

1.00e6 

-1--l=n=r=r=;f,_,__,~TTTTTT~rr=T':;::;=;:~;=;::;::~~~:::;..,_,._.;:=::~::;::;:::,_~~~~~~~~-.:.:;:::;~::;:::::;:~ 

' as-71514 

100 
2.26;476.9 

% 

3.01 
214.1 

3.59 
214.0 

4.07 
214.0 

Scan ES+ 
477 

9.92e5 

-1~:;,:=;:::;::;=r::;:::;::;:::;=;:::;::;::;::;:=;:=;==r;::T~~r=;::;::~~~~~..-.-rT-rT.,:_;:.:;..:;:.:;:::;~;:..,,-;..:;:::;:::;:::,:;~,:::;::;::.,::::;::,.~~~~~~ 

as-71514 

100 

% 
0.39 
157.0 1.96 

214.0 

226 
476.9 

/' 

Scan ES+ 
TJC )7.59e6 

-0'-+-r-~rn~~~~rn~~~~~,......,...,...,~~~~~~rn~~~~~~, ~~rn~~·,,-.-.-., 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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as-61098 161 (2.977) Cm (157:166) 

100 
214.1 

% 158.0 

159.0 
235.0 

-----------------------
02-Dec-2004 

472.9 

444.9 

476.9 

2:17 
>can ES+ 

6.80e5 

01-+l'fl,..,..,_,,,e--r+'t4'l'M~l'tt-n.,...,..,..,.fft+,J,-,.h~'ti"t-r.,.,..,.,_M"T'l..,..,,..,..,_-l'l+-r-n1'1"n~-rr'f'-t-,-,..,._,..,rr-ffi_,.,..!,.,-rr-+Mn-t+t"tT"riTTTT""~-'rn-fti-.--rn--riim-rc,......,-.,,,..,-r'rn 

150 200 250 300 350 400 450 500 550 '------------------------------------------

as-61098 
100 0.32 

•% 

02-Dec-2004 

2.95 

2:17 
214nm 

An1 
1.00e6 

-1~~~~~~====;::;::;::;:::::;;::;::;::::;:::;:::;:::;::::;:;:::;::::::::::::;==:::::==:::....--==========:::::::::::~~ 
as-61098 

100 

% 

2.98;472.9 
Scan ES+ 

473 
9.82e5 

-1-i-=;=o=?r'i"T'i=T'i=T=;=;=i=r=T=r=;=;=T"i"T~=n=i=T=?;=;=r:T=rT-rc=Fi. ~.~·~·-;==;-==-=-==~~~~---~· ~.~.~~-==:-:~-=.-=-~~~,-1=-~~-~~1 

as-61098 · Scan ES+ 
100 TIC 

/8.01 e6 
! 

0.41 
% 157.0 2.46 

214.0 

2.98 
472.9 / 

·rvJ 

-0-1-.-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~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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~ -

Chiron Drug Discovery Research System 
Data File name: C:\HPCHEM\1\DATA\000126\122.D 

~hod name: C:\HPCHEM\1\METHODS\5T095.M 
~....mple Name : 122 

On: Wed, 26. Jan. 2000 
Vial # 6.000 
Injection Volume : 8.0ul 

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

mAU-

700-

600-

500-

400-

300-

200- ~ 

ci 
100-

o-- / 

-100-

Injection Time 

Name: Chiron Project 45 

0~~~~~~~~~~5~~~~~~~~~10~~~~~~~~~15~~~~~~~~-2~0~~-m~ir 

Peak Results 

# 

1 
2 

Meas.RT 

0.453 
9.500 

Main Height% 

18.980 
81. 020 

Main Area% 

6.955 
93.045 
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Print of all -aphic windows 
;================================================ 

Injection Date 
Sample Name 
Acq. Operator 

Acq. Method 
Last changed 
Analysis Method 

1/25/00 9:00:24 AM 
SR120 
Manager 

Seq. Line 
Vial 

Inj 
Volume Inj 

C:\HPCHEM\l\METHODS\POS MODE.M 
1/12/00 11:50:39 AM by Manager 
C:\HPCHEM\1\METHODS\DEF LC.M 

3 
3 
1 

Inj prog ~C(N H .. 

A ~Ny,NyNH2 
~- v 

Cl N02 Cl 60ni 

Current Chromatogram(s) MS Spectrum 
' MSD1 TIC, MS File (V:\HPCHEM\1\DATA\000125\SR120.D) APl-ES Positive 

250000 

200000 

150000 

100000 

50000 

mAU 

1200 

1000 

800 

600 

400 

<O 
0 
N 
ci 0 

0 
<O 
ci 

0 

0 1 2 3 
VWD1 A, Wavelength=214 nm (V:\HPCHEM\1\DATA\000125\SR120.D) 

C') 

4 

C') 
N 
N 
"<!' 

mi 

2001 ~ co co N O'l C') 

lO co C'! 
<?c> .ci ci 

0 

lO 
N 
'<I: 

t:!: 
~ 

co r-- O'l 
0 r-- O'l 
'<t lO <O 

. "c\j 

C'D co 
""""'" r-ao ~ •. C"i 

<O 

~ 
C"i 

lO 
N 
"1 
'<t 

90000 

80000 

70000 

60000 

50000 

40000 

30000 

20000 

10000 

0 

O 1 2 3 4 mi 
MSD1 502, EIC=501.7:502.7 (V:\HPCHEM\1\DATA\000125\SR120.D) APl-ES Positive 

"!---.-----r----.-~r--.---.-----r----r---,r--.---.----r----.----,r--.---.---.--~~~~~-r-i 

0 2 3 4 mi 

Instrument 1 1/25/00 9:22:39 AM 

*MSD1 SPC, time=2.019:2.306 ofV:\HPCHEM\1\DATA\000125\SR1 

N 
c-.i 
0 

100-
lO Max: 30212 

80-

<!-! 

n 

60-

40-

(~ 

: 

c~ 

20- :l 
<'! 
;£; 
N 

N 
"<!' 
N 
lO 

0 
~1 ,, .I I J l ~ 

I I 

600 
I 

200 400 800 ml• 

Page 1 of 1 
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~---------------------- ---

as-85060 96 (1.774) Cm (92:102) · 

100 

% 

214.1 

06-Dec-2004 

512.9 

514.8 

516.9 

1 :13 
Scan ES+ 

2.72e6 

O·--tt't',,.,,.,.,,,.,...,.'r'l'-rlttrril'T'rt-c"rt-T'r"t""rr\'-n+n.,..,..,,.,.,.,.,..,.,..,..,.,,.,.,....-rrf;-...,..,.,...A-rr!.,..,.,,.-r'!".-,-,.,.,..,.,.,..,..,.,.">"T""rl"rn--n-rmrrn-~~~~~~T"TT"r~~,m/z 

150 200 250 350 400 450. 500 850 
~---------------------------------·-------

' as-85060 
100 Q.3o 1.73 

•% 

1.60 

06-Dec-2004 1 :13 . 
214nm 

An1 
1.00e6 

-1--l=r=r=;=;=-4--.--.-~.,....;:::;:::;=;=r=;=;=r;::;:::;:.:..,...,.~~~~~~~~~~~~~~~~~~~~~~~ 

as-85060 

100 

% 

1.77;512.9 

1.48 
214.1 

Scan 

-5i-.-.-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

as-85060 Scan ES+ 
100 1.77;512.9 /../ TIC 

Jv'-i~~ 2.12e7 

0.37 
157.0 

% 

2.77 
214.0. 

-0 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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~-------------------·-----

as-68232 138 (2.551) Cm (134:146) 

100 

% 

253.1 
214.1 254:1 

02-Dec-2004 

505.0 

508.1 

473.0 

----~ 2:23 
can ES+ 

3.31e6 

459.0 527.0 583·8 606.9 629·9656.9 
01--i-.-r,.,..,..,.+,...,+,4~,.+,+c'l-t-r..,,..,..,_,._.,.,..,...,_,,,.,_,~~~~-M-rr.,.....,,._~~........,.n-m~.,..,,._,_rrn-.-.-.+r.,..,,.,.T-rrr,~~~~~~~~. m/z 
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 

~-------------------------------~---

as-68232 

100 

•% 

02-Dec-2004 

2.51 

2.38 

2:23 
214nm 

An1 
1.00e6 

-1~~~~=rr=;=r;=r=;=;=;=r=;::;::;=;=;=;::;:::;::;:::;::;:::;::;:::;=:;::;:;:;;=;::-r-r-ri;=,__,,-,--,-,-,--,--,-,-,--,-,-,,,,"".,--,-,,.,-,,,-,-,-~:;::;:::;:::;=:;::;:::;:::;::;::;::; 
as-68232 Scan ES+ 
100 2.55;505.0 505 

1.08e7 

% 

-0-h-.--r-r-~~-,..,.-,-,-,--.--r-r-..-r-r-r-r-T-,..,.-,-,-,--.--r-r-~.-r-;-,..,.-,-,--,--,c-r-r,-,----h--r~::;::=n=n-FF>""i--r-r.,...,..,.-,..,.-,......-,--,--,-,.-,-,,_,.,.-r-r<~ 

as-68232 · Scan ES+ 
100 TIC 

% 

2.29 
214.0 

3.02e7 

-01--1-.-~~_..__.--~~~--~~~--~~~~--~~,..,....,-,-,---~~~-,-,--~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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as-71219114 (2.107) Cm (111:120) 

100 
214.1 

% 
158.1 

259.6 

260.6 

182.0 235.0 

02-Dec-2004 

518.0 

520.0 

2:21 
Scan ES+ 

6.21e5 

o___......,..,.,_,.,~~-...~ ............. ~~...._ ............. ,..,...,..,..,~-.--J---,.L,.J.....,-i-;.,..,."""'"'"..,111>,.,,..,...jL\...,,..-1-,J.,-........... ,.,..,.._,-++.,......,.,,.~..,..,..,..,..,..,..,+.,.....,......,..,.,...,..,~~~_.,_.,..,.., 
1 

as-71219 
100 0.33 

•% 

2.09 

214nm 
An1 

1.00e6 

-1--k,=;=;=;''-r-r-,..~;=;=nrn=;=;=n=;=T=r;:::;::;::;=;:::;::;:::;::;:::;;::;::;;=;:::;::;:~:;;:::;:::;::;:::._r-r-ri--,...,,-"'T""T"T,,.,-.,-,-r--r-r-m-,--,--,-,"'T""T"T,,.,-~;::::;::;:;::;::; 

as-71219 Scan ES+ 

100 2.13;214.0 518 
5.46e5 

% 

-2-i=;::;;::;::;=;:::;::;::;~:::;::;::;;::;::;=;=;:::;::;:::;::;=;;::;=;:;~n:=;:::;:;=;=r;:::;:::;::;::;=~.,--;_~;:;::;:::;:;=;=;::;:;=~;::;::;=r=;::;::;::;::;=;::;=;=;::;=;::;:::;=r:;=;=;=:;::;::i=;:::;-::;::;=, 

as-71219 Scan ES+ 
100 TIC 

/7.00e6 

% 

0.39 
157.0 

2.11 
259.7 

4.23 
214.0 

-O--+...,....r-r-r-T""T'"T"~.,....,.,~r-r-r-T""T'"T"~.,....,.,~r-r-r-T""T""T"...-rr.,....,.,"'T""T"'1r-r-r-T""T'"T"...-rr.,-,-,"'T""T"'1r-r-rT""T'"T"...-rr.,-,-,....-rrrrrr...-rr,.,-,--,--,-rrr-r-iTime 

0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50 
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/ 

I=~~== 
\~~~~~~~~~~~~~--c~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

SaFll>leNarre zn230-35xl-ICI . l'}_jedion.Volume 20.00.JJI 

Date Acquired 10/2719912:¥-!5 RVI Vial 1 

aiannel Description PDA 220.0 nm .~ Set 5100 

1 

I 
5.00 

RT 

21.424 

) 

I 
1-0.00 

Peak Results 
Start Trme Erid Trme 

21.183 22.167 

I. 

15.00 

% Height % Area·· 

100.00 100.00 

I 
20.00 

Cl 

Minutes 

I 
25.00 

I 30.po I 
35.00 

I 
40.00 
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zn230-35p

exp1 stdlh 

SAMPLE 
date Nov 8 1999 
solvent CDC13 
f11e exp 

ACQUISITION 
sfrq 300.038 
tn Hl 
at 1.998 
np 17984 
SW 4500.5 
fb 2600 
bs 4 
tpwr 62 
pw 8.4 
dl 1.000 
tof O 
nt 32 
ct 32 
a lock n 
ga1n not used 

11 
1n 
dp 

FLAGS 
n 
n 
y 

DISPLAY 
-150.2 
3300.3 

115 
0 

250 
13.20 

719.40 
708.4 

0 
20 

100.000 
nm cdc ph 

sp 
WP 
vs 
SC 
we 
himm 
1 s . 
r~l 
rfp 
th 
tns 

DEC. 
dfrq 
dn 
dpWr 
dof 
dm 
dmm 
dmf 

& VT 
300.038 

Hl 
47 

0 
nnn 

c 
11500 

PROCESSING 
wtf11e 
proc 
fn 

werr 
wexp 
WbS 
wnt 

ft 
not used 

_/ 

Cl 

~'N H N NH2 ~NJ(N~N,f ·y 
H ~N02 Cl 

60s 

_J ~ 

- ----.------r--1 ---.--- --,------.----- .---- r----,-, . 
10 9 8 7 6 5 4 3 2 1 o ppm 

'---r---' '-..-" 
8.75 

4.·79 

....._._._ _ __.'-r-' 

5.54 4.63 
21.88. 

'--,.--' 

4.20 

'--r--1-r-' 
27.59 

22.61 

. ...__ 
\ 
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<I 

\ 

Chiron Dllg. flscovery .Rii!sSilfctJ · 
Medicinatafld:Organic. CLIWuiili y 

' SarrpleNarre kpD98H:L 

Date Acquirr .tOIS/99 5:50:~ 

aiannel DeScription Alt\ 220.0 nm 

I 
10.00 

'· 

Peak Results 

I 
15.00 

1 29.160 28.650 29. 100.00 

tojection¥otume 1.5.00 ..uJ 

\l.ial2~ 

-~ ~f'led:Set 5100 

I I 
20.00 25.00 

Minutes 

I 
35.00 

I 
40.00 
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I 

\.__ 

kp098HCL 
100--, 

%-4 

kp098HCL 

100--, 

% 

kpD98HCL 

10 

% 

CF3 · 

~N ~NNH, )l_~u 
~ I 0 N02 Cl 

Cl 60t 

200.0 4.011 

I l 

3.98~ 
581.5 

3.98 
581.5 

~ 

.~ 

6.27 
224.0 ---...___ 

6.19 

1: Scan ES+ 
TIC 

2.10e6 

0.31 
261.4 l__J 243.3 

n , " ' '"''''' , , '' ' ---, ' ' ' ' ' Time 
0.50 ~1.00 1.50 2.00 2.50 3.CiO 3.50 4.00 4.50 5.00 5.50 6.00 
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STANDARD 1H OBSERVE 

Pulse Sequence: s2pul 
Solventi DMSO 
Temp. 25.0 C I 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 Hl, 300.0303526 MHz 
DATA PROCESSING 
FT size 32768 
Total time 6 min, 38 sec 

(:NH H 

~~ fNl(YNH2 

)l_N ~NO 
H 2 

Cl Br 

61r HCI Salt 

I 1 I I -i----

. 11 1 O 9 8 7 6 5 4 3 2 1 ppm 
'--,.-' '--,.-' 
1. 04 1. 75 

2.30 6.02 

'---r--' 
1. 00 

. " 
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