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Data File Name //samba-hpc/ nmrdata/ HREG/ h0800_0899/ h0869/ H_086959.016_h1nmr_1.fid/ fid
Owner

Solvent DMSO

Acquisition Date 2005-10-04T11:33:51
Temperature 25.0

Number of Scans 16

Filename

Sample_ID

EN

experiment hinmr

operator

chemist

Sample# 0

prid

Date Oct 4 2005

solvent DMSO

NMR Frequency 500 J J
probe id500

temperature 25

nt 16

site AstraZeneca R&D Mdlndal
Text

Comment H_086959.016_h1inmr_1.fid
Spectrometer  inova

Author

Experiment 1D

Pulse Width 0.0000
Acquisition Time 4.0000

1(AZD4121)

ool S

S N

trans-Diastereomeric
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=
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Eﬁgﬁzﬁﬂg% %% Sgﬁiggxﬁﬁg COVANY —“ANPTOOVONDROYT I —NIN
TEEEE8E5E 29 LgREEgLuYy J82433 Sabdagocammanging
R R B I R R e e B ] — o e o o o o o N O O LWnWnwn TTMOPpmMmMOMOMmMmMmMmMnMnaNN NN
Book Reference: PharmDey “~\ \ /ri=——" NN = B S N S
Analytical Number: SN1057518034 ! \/'»
User: SA{rensen, Henrik \//
Prid: kdbb016 N 0
Frequency: 150.90MHz (nmr1) A D T
Spinner: 9 s TV S o
Experiment Name: Carbon_day '\‘,/\ Vo
#Scans: 2048 e "*.‘N./
Solvent: DMSO 3(s) (\,\/5“1 TN, 43 (s)
Parameters: ns,2048 157.99 A o, A : 25.85
Date: Tue Jan 17 16:18:25 CET 2024) 15 (s)| | 24/26 (d) = 42(s)
Extension: nmrhelp 161.31 128.00| | 114.69 1 (AZD4121) 77 33.31
32(s) 12(d)| | 13/17 (d) ‘<5 (s) 51 (s)| 350(s)| |52 (s)
167.71 13332 | 118.77 % | 66.80 50.06| 40f74| | 2p.61
‘ 47(s)|| 9(s) 22(d)|| 6(s) || 14/16 (d) 21 s)|| 7(s)||39(s)|| U] 46 (s)
174.74| 163.71 140.37| | 128.87|| 116.01 71.26| 61.86|| 52.02 | 41.p1|| 32.54
[ B EH HH H H_HH H H HH HH HiH n
36 (5) 27/23 (d) 8 (s) 41 (s)
167.06 127.99 || 115.21 58.39 33.74
15 (d) D) 4 (s)
158.38 iB.90| | pe.17
K5 (s)
ps5.77
|
| ‘ \
' I n ‘ ol ! | o i
i | | L
|
Il || |
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)
Name Shift Class J's 2/ 4(s) 115.21 s
45 (s) 25.77 s 14/ 16 (d) 116.01 d 22.75
43 (s) 25.85 s 13/ 17 (d) 118.77 d 8.09
44 (s) 26.17 s 27/ 23 (d) 127.99 d 7.89
52 (s) 27.61 s 1/5(s) 128 s
46 (s) 32.54 s 6 (s) 128.87 s
42 (s) 33.31 s 12 (d) 133.32 d 2.3
41 (s) 33.74 s 22 (d) 140.37 d 2.82
20 (s) 38.9 s 3(s) 157.99 s
35 (s) 40.74 s 15 (d) 158.38 d 241.19
U (s) 41.91 s 25 (d) 161.31 d 242.59
51 (s) 50.06 s 9 (s) 163.71 s
39 (s) 52.02 s 36 (s) 167.06 s
8 (s) 58.39 s 32 (s) 167.71 s
7 (s) 61.86 s 47 (s) 174.74 S
31 (s) 66.8 s
21 (s) 71.26 s
24/ 26 (d) 114.69 d 21.11
Shifts relative to DMSO-d6 at 39.5 ppm, temp 25deg C. Doublets due to 19F-13C coupling J(Hz) S4
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Ar-H086959:016 Ar-H086959:016 Henrik Sorensen

20051117 _LCT_052 3: Diode Array
) 13.49 210
E 227607 Range: 2.156
E Area
E o Time Height Area Area%
E L H ) i 359 30967 218532  0.93
1.25- o 0 H/\ﬂ/ 0" HN 11.91 4932 32480  0.14
E 0 12.17 4428 34429  0.15
E FQ&’S-. Y 12.81 9565 67125  0.28
1.04 i 13.36 4877 29869  0.13
E 0 13.49 1980755 227606.88 96.52
E Q 1474 16986 134560  0.57
= 7.5e-1- - 16.98 42762 304715  1.29
< E
5.0e-1§ AZD4121 (1)
2.56-1-
E 3.59
i 2185
0.0-
-2.56-1-
B o o o o AR S SEEE S EA R
4.00 6.00 8.00 10.00 12.00 14.00 16.00 18.00 20.00
20051117_LCT _052 1: TOF MS ES+
100~ 13.56 696.257
7.13e3
~
13.92
O N R N S B B B A R SN R BN RSN SRS RS R
4.00 6.00 8.00 10.00 12.00 14.00 16.00 18.00 20.00
20051117_LCT_052 1: TOF MS ES+
B 13.56 TIC
3.62e5
2
13.92
14.81
1 = \ \

S e o 1ime
14.00 16.00 18.00 20.00

rTrTTTTT T T T T T T T T T T T T T
4.00 6.00 8.00 10.00

12.00
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Elemental Composition Report Page 1

Single Mass Analysis
Tolerance = 15.0 mDa / DBE: min =-1.5, max = 50.0
Selected filters: None

Monoisotopic Mass, Even Electron lons

3 formula(e) evaluated with 1 results within limits (up to 50 best isotopic matches for each mass)
Elements Used:

C:36-40 H:3540 N:3-6 O:7-7 F:2-2 23Na:0-1 S:141

Ar-H086959:016 Ar-H086959:016 Henrik Sérensen
20051117_LCT_052 588 (13.484) Cm (587:588) 1: TOF MS ES+
696.2568 3.07e3
100
% 697.2646 595 2660
% 685.2447 685.0727 0883434 695 1976 694.2081 | 700.2604 702.2758 704.2250 ;08 0495  709-6481

O e D A B o e B e e R SR R e e i 11174
684.0 686.0 688.0 690.0 692.0 694.0 696.0 698.0 700.0 702.0 704.0 706.0 708.0 710.0

Minimum: -1.5
Maximum: 15.0 10.0 50.0
Mass Calc. Mass mDa PPM DBE i-FIT Formula
696.2568 696 .2555 1.3 1.9 17.5 4.6 C36 H40 N3 07 F2 S
Q H Q
M - .
DJJ\N ’\”’ 0" HN
OH H o 3

Qr

:

AZD4121 (1)
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HRMS-Proposed structure for the major contaminant in the API

/Ar-H086959:016

120051117_LCT_052 743 (17.043) Cm (741:745) 1: TOF MS ES+
et 678.2428 2.00e4
- 679.2458
120.1004 #9058 832.2300 3'80'2478
sl o ' 2421301 . *‘557':955 '! | | -981.2507
LR R B R

T B LA I LB L R B R B L M B ML L B ML e 1

Calc. Mass 678.2449
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1000_1099/ h1032/ H_103214.001_h1nmr_1.fid/ fid

Owner medkem

Solvent CDCL3

Acquisition Date 2005-06-14T15:52:37

Temperature 25.0

Number of Scans 16 |

Filename ) )

Sample_ID

EN

experiment hinmr D

operator ['

chemist

Sample# 83 F

prid

Date ~3un 14 2005

solvent CDCL3

NMR Frequeng} 400 - ) J

probe dbg400

temperature 25

nt 16 2

site AstraZeneca R&D Mdlndal

Text

Comment H_103214.001_hinmr_1.fid

Spectrometer inova

Author medkem

Experiment 1D

Pulse Width 0.0000

Acquisition Time|| 3.9993
e J L L ne e

T T T N T
& & & S 8
o — — (q\l ™M
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
10.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6f? ( )5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0
ppm
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Elemental Composition

File Edit View Process Help

=] B & M B8

Single Mass Analysis ~

Tolerance =100 mDa / DEE min=-15 max=500

Selected filters: None

Monoisotopic Mass, Even Electron lons —

0 1 formula[e] evaluated with 1 results within limits [up to 10 best isotopic matches for each mass) |
Cl\/J'L Mass [calc.ass [ mpa [ Prm [ DBE [ Formula [iFr [ c [nlol]
[a] - 193,0503 193,0501 0.z 1.0 65 Cl0H? 04 5.6 m 2 4

AZ11359444 Sh1055401764 207111221 _SH1055401764_003 441 (2.657) Crm (441:445)
1:TOF WS ES- 183.0503 1.05e3
TUU

o]

2129103
178.9781
182.9854 2109484
171.8468 4749571 183.9341 194.0539 2069719, ~ 213.0112
160.9945 | e p187.0470 | | 2008589 | l [ SR as1a
i I el I L " . sl Lo £
1 T T T ML 1 T T 1 T T 1 T T T 1 T 1 T miz
165.0 1700 1745.0 180.0 1845.0 190.0 195.0 200.0 2048.0 2100 215.0 2200 2248.0
For Help, press F1
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1100_1199/ h1110/ H_111037.005_h1nmr_3.fid/ fid |

Owner medkem D D
Solvent DMSO
Acquisition Date 2005-06-28T08:04:38

Temperature 25.0 D
Number of Scans 16
Filename
Sample_ID
EN
experiment hinmr
operator
chemist
. o

Sample# 51

prid

Date Jun 28 2005

solvent DMSO f
NMR Frequency 400

probe dbg400

temperature 25

nt 16

site AstraZeneca R&D Mdlndal
Text

Comment H_111037.005_hinmr_3.fid

Experiment 1D
Pulse Width 0.0000
Acquisition Time 3.9993

Spectrometer inova
Author medkem M\/

| g Ju y
T T T T T
8 & & 8 S &
i — ™M N (g\] [@\l
T T

T T T T T T T T T T T
105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 0.0
f1 (ppm) S10
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Cars4305_SN1056697246 ]
Accurate mass determination /©/
F
AZ12386763 SN1056697246 3
20111221 _SN1056697246_002_3 3: Diode Array
0.39 4.13 230
] Range: 2.787
5 2.07:
.< é
. 2.37
0'07““““\““"“\‘“A‘\““\““\““\““““\““““\““
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SN1056697246_002_3 1: TOF MS ES+

4.14 288.104

100 5.37e5
L
0-L—

100 200 300 400 500 600

20111221_SN1056697246_002_3 1: TOF MS ES+
414 TIC
7.64e5
2 2.38
0.40
0 b e e o e e e e Time
1.00 2.00 3.00 4.00 5.00 6.00

+® Elemental Composition

Flle Edit View Process Help
H ®B@&F & M B
Single Mass Analysis ~
Tolerance = 10.0mDba f DBE: min=-1% max =500
Selected filters: Mone
Monoisotopic Mass, Odd and Even Electron lons =
1 formula[e] evaluated with 1 results within limits [up to 10 best isotopic matches for each mass) 3
Mass [ calc.Mass  [mpa [ Pem | DEE | Formula [irm [ c T H [n]olF]
285.1046 285.1036 1.0 35 95 CIBHISNOIF 641 16 15 1 3 1
AZ123B6763 SN1056637246 20111221_SN1056697246_002_3 733 (4.394) Cm (732:734)
1: TOF MS ES+ 881046 75484
Tuuq

%

289.1084
184.0802
1181225 2901085
N \ L195.08?5 55“853 468.1100 5722133 5172327 7081013 7907715811 BO55 840.7125.964 7484
L L Ay e ma A Ly A L LA M L Ly U B Ly A Ly LAl MLy UL Ly Ul My Ui Ly LAY LA LA AR VAR M uedd maa e s T
100 150 200 250 300 350 400 450 500 550 GO0 RSO 700 750 8OO 850 800 950 1000

For Help, press F1
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1000_1099/ h1088/ H_108817.023_h1inmr_1.fid/ fid

Owner

Solvent DMSO

Acquisition Date 2005-08-11T08:53:52
Temperature 25.0

Number of Scans 16

Filename OH
Sample_ID
EN
experiment hinmr F
operator
chemist
F
Sample# 0 14
prid
Date Aug 11 2005
solvent DMSO j f
NMR Frequency 600 S S /
probe tr600
temperature 25
nt 16
site AstraZeneca R&D Mdlndal Desired Trans-
Text isomer
Comment H_108817.023_hinmr_1.fid -
Spectrometer  inova Undesired Cis- _UndeSIred Trans-
Author isomer ISomer
Experiment 1D
Pulse Width 0.0000
Acquisition Time 4.0000
L AL jt |\ |
I an S BN 7

8 o) o)) < N < o)

~ @ @« @ QX @

— o o ~ o o —

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

9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0
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Cars4307_SN1054736493
Accurate mass determination

AZ12447465
20111221_SN1054736493_002

SN1

054736493
3: Diode Array

0.40 4.07 230
2.0 Range: 2.29
2
e 1.0
5.48
00 T T T T T T T T T T T T I e s
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SN1054736493_002 1: TOF MS ES-
4.08 484.103
100 1.28e5
ES
4.03
0 R I L I U L R L R N s
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SN1054736493_002 1: TOF MS ES-
4.08 TIC
5.02e5
ES
4.0% 5.49
15 AR NN AR \J\L\ r Time
1.00 2.00 3.00 4.00 5.00 6.00
% Elemental Composition
File Edit Wiew Process Help
H m@&E & M Bl =
Single Mass Analysis -~
Tolerance = 10.0mba / DEE min=-15, max=500
Selected filters: Mone B
Monoisotopic Mass, Even Electron lons
2 formula[e] evaluated with 1 results within limits (up to 10 best isotopic matches for each mass] 3
IMass [calc.mass [ mpa | PPM_| DBE | Formula [iFr [ c [ H [mnlolFr[s] ~
484.1035 484.1030 0.5 1.0 15.5 €25 H20 M O5 F2 5 02 25 20 1 &5 2 1
AZ12447 465 Sr1054736493 20111221_SM1094736493_002 691 (4.151) Cm (691:698)
TIZU'LC_JF MS ES- 4841035 B.02ed
o]
485.1048
112.9848 4981033 204 0292 989.2155
ol |/ 2720743 3470763 4260076 | 586.0316 7040454 772.0273 9432102 )
160 ' 1%0 ' 260 ' QéD ' 360 ' 3%0 ' 460 ' 4%0 ' 560 ' SéD ' Eﬁﬂ ' BéD ' 760 ' ?éD ' Bﬁﬂ ' Séﬂ ' 960 ' Qéﬂ I1DIDEHE
For Help, press F1
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1000_1099/ h1070/ H_107004.012_h1nmr_1.fid/ fid

Owner medkem

Solvent CDCL3

Acquisition Date 2005-07-12T13:00:36

Temperature 25.0

Number of Scans 16 DH

Filename

Sample_ID BF

EN

experiment hinmr

operator

chemist !/

Sample# 63 1 5

prid

Date Jul 12 2005

solvent CDCL3

NMR Frequency 400 J J

probe dbg400

temperature 25

nt 16

site AstraZeneca R&D Mfindal

Text

Comment H_107004.012_h1infpr_1.fi

Spectrometer inova

Author medkem

Experiment 1D

Pulse Width 0.0000

Acquisition Time 3.9993

_J )
S I T '_I_' T
s 8 3 N o
(oY oV — o~ o
T T T T T T T T T T T T T T T T T T T T T T T T T T
8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0
f1 (ppm)
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Astra ZGHEC&%

EnantioBase

Analysis Report

Sample Information

Sample ID

Compound name

Project name

SN1056079599

AZ12372917

CAl

Analytical Conditions

Column

Dimensions (mm)

Particle Size (um)

(R,R) Whelk-O1

4.6 * 250

10

Mobile Phase

Hep/IPA 99/1

Flow (ml/min)

Detection (nm)

Temperature (C)

1 ml/min

PDA 265.0 nm

rt

Comment

Analytical Result

UV Chromatogram

0.3280 |
0.350 -
0.320 -|
0.290 -
0.260 -
0.230 -|
0.200 -|
0.170 -
0.140 -|
E 0.110 -|
0.020 -
0.050 -|

-0.010 -
-0.040 -|
-0.070 -

0.020 - ! -

OH
Br

15

-0.100

0 2 4 (5] 8 10 12 14 16 18 20 22 24 26 28 3
Time (min)
Retention Time |Area Area % K' N USP Resolution
3.203 103308 0.54 0.000 10424
12.084 97900 0.51 2.773 1799 14.62
15.101 18991644 98.95 3.714 2557 2.63
ee: 99.0%
Chemist Signature Print Date
2011-12-19
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Openlynx Report walk-up LC/MS

JobCode (batch):klcc7601562 Sample: 1
UserName:klcc760 Sample ID:klcc7601562-1
Vial:2,1:67 Instrument:W3100#C07310020W

Method:C:\MassLynx\IS_5min standard.olp

Printed: Fri Dec 16 08:05:58 2011

pH: 7

.00 2.00

Time—
4.00 Page 1
Date:16-Dec-2011
Description:efternatt
Location: KJ208
Column: Sunfire C18 5u 3x50 mm

Sample Report:

Sample ID klcc7601562-1 Description efternatt

3: UV Detector: TIC (4) 7.254 1: MS ES+ :BPI (3) 4.3e+007
51% Range: 7.253 91%
P 1.95 oH 100 1.66
] g Br _:
] N OH El
6.0 . 80
] o ]
E J::TJ\/& E
o 4.07 (1) ¢ 603
< 3 2 0% (3 ) etenfion time 2.22 minutes 7: ( 8 )
= 9.18 1% 407 9%
2.0 1\67 (5) Toluene = 3.88
% 20
0.0 =7 1 Time 0T T ———————— Time
0.00 2.00 4.00 0.00 2.00 4.00
2: MS ES- :BPI 1.0e+007 -1.0e+000
(10);36%;4.12
100+ \7(11)
k! 23%
E (9) 4.21
k| 19% -
o°
Peak ID Time Mass Found Peak ID Time Mass Found
1 0.18 2 0.25
1l: (Time: 0.18) 3:UV Detector 2:(Time: 0.25) 3:UV Detector
1.402e-2 AU 1.377e-2 AU
2 0.03/ 0.0%:‘/
e e L e e e ——— Nm L e e B L 11— Nm
250.0 300.0 350.0 250.0 300.0 350.0
Peak ID Time Mass Found Peak ID Time Mass Found
3 1.66 4 1.95
3:(Time: 1.67) 3:UV Detector 4:(Time: 1.95) 3:UV Detector
1.162e-1 AU 7.355e-1 AU
221.0 220.0
7/ /
2 l.Oe-l%\ 5.0e-1 263.0
0.0 7 ——————— —— Nm 0.05+ —_—— T —— Nm
250.0 300.0 350.0 250.0 300.0 350.0
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Openlynx Report walk-up LC/MS
JobCode (batch):klcc7601562
UserName:klcc760

Vial:2,1:67

Method:C:\MassLynx\IS_5min standard.olp

Sample: 1

pH: 7

Printed: Fri Dec 16 08:05:58 2011

Sample ID:klcc7601562-1
Instrument:W3100#C07310020W

Page 2
Date:16-Dec-2011
Description:efternatt
Location: KJ208
Column: Sunfire C18 5u 3x50 mm

Sample Report (continued):

Peak ID Time Mass Found
5 249
5: (Time: 2.49) 3:UV Detector
5.683e-2 AU
220.0
/
2 5.0e-2 261.0
O'Oj\‘\lww‘\\\\‘\\\\‘\\\\\\\\‘Nm
250.0 300.0 350.0
Peak ID Time Mass Found
2 025
2: (Time: 0.25) 1:MS ES+
5.7e+004
177.1
100
" 3( ‘2736 5643 220.4 786-0
O 7 o e R /2
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
4 1.95
4: (Time: 1.95) 1:MS ES+
2.6e+005
258.2
100
389.2
*® j ‘ “‘Lp269 17 284.1¢22.4 665. 67609
£ G e ]
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
8 3.88
8: (Time: 3.88) 1:MS ES+
4.6e+006
464.3
100
@ % 189.9 447.3 | 465.4
41 —br——7r 71— m/z
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
2 025
2: (Time: 0.25) 2:MS ES-
4.9e+004
178.8
100 336.8
o 3( 288.9°7 7" 588.8 654.9752.1 794.3
0 \A\u f ‘\‘“\ \‘\J“ \K\‘\“‘ S “\‘”\”\‘\\‘ e w‘w“ T mw‘/m zZ
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
4 1.95
4: (Time: 1.95) 2:MS ES-
8.3e+004
10 293.1 371 2
o éfz}l M 530.9 639.0 756.6797.9
‘\\\‘\ \‘\”\ \“ \‘\‘\ \“‘\ T \‘\ ‘ T \ T ‘ T \'\‘\"
200.0 400.0 600.0 800.0

Peak ID Time Mass Found
1 0.18
1:(Time: 0.18) 1:MS ES+
4.5e+005
191.0
100
o° ‘250 2279.9 520.4 564.4
e S Y M/ 2
200 0 400.0 600.0 800.0
Peak ID Time Mass Found
3 1.66
3:(Time: 1.66) 1:MS ES+
2.4e+007
100 254.1
o° 3 L255.1 401.0 613.2
-+ ———r———7——m/z
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
5 249
5: (Time: 2.49) 1:MS ES+
5.6e+005
100 348.2 417.1
e ol ama L s
0 F-Srry! “W\‘\L\\‘\\\\‘\JM\ T m/z
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
1 0.18
1:(Time: 0.18) 2:MS ES-
1.6e+004
222.7 289.0
100 :
o 381.0  g595.4 655-1.95.4
0 m/z
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
3 1.66
3:(Time: 1.67) 2:MS ES-
4.8e+005
log. 231-0 295 0
*® 3 ‘ 239-0597.1 799.
‘.“L“\“ ““““‘\ R “‘m/
200.0 400.0 600.0 800.0
Peak ID Time Mass Found
5 249
5: (Time: 2.49) 2:MS ES-
9.2e+004
1003 BIT ;iz L 49?/0 1787
o° 496.0  731.0
200.0 400.0 600.0 800.0

S17
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Openlynx Report walk-up LC/MS Page 3
JobCode (batch):klcc7601562 Sample: 1 Date:16-Dec-2011
UserName:klcc760 Sample ID:klcc7601562-1 Description:efternatt
Vial:2,1:67 Instrument:W3100#C07310020W Location: KJ208
Method:C:\MassLynx\IS_5min standard.olp pH: 7 Column: Sunfire C18 5u 3x50 mm
Printed: Fri Dec 16 08:05:58 2011
Sample Report (continued):
PeakID Time Mass Found PeakID Time Mass Found
6 3.68 7 3.80
6: (Time: 3.68) 2:MS ES- 7:(Time: 3.80) 2:MS ES-
2.1e+005 3.7e+005
515.3 467.3515.2
100 443.2 100
o 212.1 } 539.4 677.4 793.3 375.3 ’ 540.3 679.2... .
03 A \\\AW‘HHWw‘ﬂLFH\‘\\\ (‘\\\ \(m/z 03 I B A ‘\ﬁmm‘ﬁ (uc‘M\\‘(‘\\\ ~ m/z
200.0 400.0 600.0 800.0 200.0 400.0 600.0 800.0
PeakID Time Mass Found PeakID Time Mass Found
9 394 10 4.12
9: (Time: 3.94) 2:MS ES- 10:(Time: 4.12) 2:MS ES-
9.1e+005 2.3e+006
389.3 389.3
100 100
o 365.2 | 390.3 515.2 180.8 390.3 647.3
of 281.0 594.2 695.4 o° : : ‘X 719.5
03\ ‘\\\\‘\\\\‘\ e e M/ Z 03 7t m/z
200.0 400.0 600.0 800.0 200.0 400.0 600.0 800.0
PeakID Time Mass Found
11 4.21
11: (Time: 4.21) 2:MS ES-
3.8e+006
389.3
" 1003 178.8 375.4 | 390.3 539.4 .o
-~ m/z
200.0 400.0 600.0 800.0

S18
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1100_1199/ h1110/ H_111043.008_h1nmr_2.fid/ fid
Owner

Solvent CDCI3

Acquisition Date 2005-07-15T08:24:15

Temperature 25.0 D H
Number of Scans 16

Filename S
Sample_ID

EN

experiment hinmr F

operator

chemist 1 E
Sample# 2

prid

Date Jul 15 2005

solvent CDCI3

NMR Frequency 600

probe tr600

temperature 25

nt 16

site AstraZeneca R&D Mdlndal

Text

Comment H_111043.008_h1inmr_2.fid

Spectrometer  inova

Author

Experiment 1D

Pulse Width 0.0000
Acquisition Time 4.0000

1.91-J

1.02—=
1.01=x

N1 192

9.0 8.5 8.0 7.5

1.0

0.5
S19
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klcc760
Stamp

klcc760
Text Box
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1000_1099/ h1032/ H_103209.003_h1inmr_1.fid/ fid
Owner medkem

Solvent CDCL3

Acquisition Date 2005-07-18T14:29:22

Temperature 25.0

Number of Scans 16

Filename . S -~
Sample_ID | |
EN )

experiment hinmr

operator S \)t 0

chemist |

Sample# 9

prid F

Date Jul 18 2005 17 ( .

solvent CDCL3 /

NMR Frequency 400 J f _/— y j

probe dbg400

temperature 25

nt 16

site AstraZeneca R&D Mdlndal

Text

Comment H_103209.003_hinmr_1.fid

TBDMSOH present as one major impurity

Spectrometer  inova

Author medkem

Experiment 1D

Pulse Width 0.0000

Acquisition Time 3.9993

| L MUM\ \ UL
T 7 T T e i\ T
S & 3 X SN a xR
o~ — — o~ NN (o)) N N
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -0.5

S20
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Stamp
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Text Box
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1100_1199/ h1110/ H_111047.010_h1nmr_1.fid/ fid

Owner
Solvent

medkem
CDCL3

Acquisition Date 2005-07-20T08:29:18

Temperature

25.0

Number of Scans 16

Filename
Sample_ID
EN

experiment
operator

chemist
Sample#
prid
Date
solvent

NMR Frequency 400

probe
temperature
nt

site

Text

Comment
Spectrometer
Author
Experiment
Pulse Width

hinmr

Jul 20 2005
CDCL3 / f
dbg400

25

16

AstraZeneca R&D Mdindal

H_111047.010_hinmr_1.fid
inova

medkem

1D

0.0000

Acquisition Time 3.9993

OH

18

T N A T 7
LN < N OO LN LN
o o o o N N
~ — N N N
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -0.5


klcc760
Stamp

klcc760
Text Box
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Cars4309_SN1057233025
Accurate mass determination

AZ12397337
20111221_SN1057233025_002

SN1057233025

18

3: Diode Array

0.39 230
2.0 Range: 2.112
-
P 1.0
5.44 6'16
0.0 L L B L L A L L L B NI BN I
1.00 2.00 3.00 4.00 5.00 6.00
20111221 _SN1057233025_002 1: TOF MS ES-
100 5.45 343.12
4.40e5
] X
6.17
0 L L L I L L L UL T L B ““\‘ﬂ“‘\
1.00 2.00 3.00 4.00 5.00 6.00
20111221 _SN1057233025_002 1: TOF MS ES-
5.45 TIC
1.26e6
S 6.17
2.55 3-/?5 4.77 [\
0L AU T T e e r Time
1.00 2.00 3.00 4.00 5.00 6.00

% Elemental Com position

File Edit Wew Process Help

& =az & M 8«

Single Mass Analysis

Selected filters: Mone
Monoisotopic Mass, Even Electron lons

Talerance = 100 mba § DBE min=-1.5 max=50.0

1 formula[e] evaluated with 1 results within limits [up to 10 best isotopic matches for each mass]

|<€

For Help, press F1

Mass [ Calc. Mass | mba | PPM_| DBE | Formula [iFr [ ¢ [ H JolFrs]s]
3431189 343.1199 10 29 55 Cl6HMO3FSiS 2041 16 24 3 1 1 1
AZ12397337 SN1057233025 20111221_SM1057233025_002 922 (5521 Crn (922:923)
1 TOF MS ES- 3431189 Babed
uu
.
3441226
BET 2470
3451182
167.0335 2110204 479.0985 ~TO0Z320 2g6 1705 mgsizez  wa2.3198
5, | 2120267 346.1211443.0488 179 5981877 N P ke i
1 T i T 1 T 1 T 1 T 1 T 1 T i T 1 T 1 T 1 T 1 T I T 1 T 1 T 1 T 1 T 1 T T m,i‘z
100 150 200 250 300 350 400 450 S500 550 GO0 GBSO YOO 750 800 850 900 950 1000

S22
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Text Box
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Stamp


Data File Name //samba-hpc/ nmrdata/ HREG/ h1100_1199/ h1110/ H_111052.006_h1nmr_1.fid/ fid

Owner medkem

Solvent CDCL3

Acquisition Date 2005-07-26T08:22:06
Temperature 25.0

Number of Scans 16

MSil”f'
0
O/ba
N
F

Filename
Sample_ID
EN O
experiment hinmr
operator
F
chemist
trans-19
Sample# 7
prid
Date Jul 26 2005
solvent cDCL3 / /
NMR Frequency 400 _/ /
probe dbg400
temperature 25
nt 16
site AstraZeneca R&D Mdindal
Text
Comment H_111052.006_hinmr_1.fid
50:50 mixture of two diastereomeric trans-adducts
Spectrometer  inova
Author medkem
Experiment 1D
Pulse Width 0.0000
Acquisition Time 3.9993 UKM
M o A i e T
(= N O — N N o o O N WO
S O 0 » SR < a ™M < 0N <
o © — — O — N ~ M < — o
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -0.5


klcc760
Stamp

klcc760
Text Box
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Jpenlynx Report LC/MS KJ2 (ZQ-LAA155) hs

Page 1
sample: 1 Vial:2,1:50 ID:hs290-1
-ile:hs290-1 Date:05-Jul-2005 Time:15:50:15
Jescription; 111052 Method:C:\MassLynx\5min_steep.olp JobCode:hs290
JserName:hs
rinted: Tue Jul 05 15:55:51 2005
sample Report: IPC, Staudinger reaction, lactam formation
3: DAD: BPI Smooth (Mn, 1x1) 1.6e+006 1: MS ES+ :BPI Smooth (Mn, 1x1) 8.2e+007

(9) _

(5)

100+ 52% 100+ 78%
3.70 2.98
0'\‘§\IJ<O \J< ojio/ i
o L &
o .
F (5) O n
18 24% Kl
% 2.96 wans19 | F %
(9)
13%
3.73
0- 7 BRI e B Time
1.00 2.00 3.00 4.00 1.00 2.00 3.00 4.00
’: MS ES- :BPI Smooth (Mn, 1x1) 4.4e+006 ELSD Smooth (Mn, 1x1) 4.9e+005
] (8) ) (9)
100 o 30% 100 55%
3.60 (9) 3.74
25% 28%
2.80 3 69 (11)
: 26%
(5) 4.12
19% ’
2.96
| | J\‘lk
0% 0-|-||r-||||-s|1-.1.|-.1||-|--l---.|-u-|---:|Time
1.00 2.00 3.00 4.00
PeakID Time Mass Found PeakID Time Mass Found
1 0.49 2 0.74
:(Time: 0.49) Combine (134) 3:DAD 2:(Time: 0.,74) Combine (208) 3:DAD
1007220 8.6e+004 100 224 298 1.0e+005
d \ s% \
"14"--|- T T r|||Nm "3|-|-.-|]||r||n|-|1|-llit|||]—er
250.0 300.0 350.0 250.0 300.0 350.0
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klcc760
Stamp

klcc760
Line

klcc760
Line

klcc760
Stamp

klcc760
Text Box
IPC, Staudinger reaction, lactam formation

klcc760
Text Box
S24


)penlynx Report LC/MS KJ2 (ZQ-LAA155) hs

Page 1
sample: 1 Vial:2,1:563 ID:hs291-1
ile:hs291-1 Date:06-Jul-2005 Time:06:51:05
Jescription:run Method:C:\MassLynx\bmin_steep.olp JobCode:hs291
JserName:hs
rinted: Wed Jul 06 06:56:41 2005
Sample Report: :

IPC, hydrolysis
3: DAD: BPI Smooth (Mn, 1x1) 1.6e+006 1: MS ES+ :BPI Smooth (Mn, 1xl) 4.3e+007
(6) (4)
] 3 3.04 o 1 2.18 (11)

%_
0 r— Time
2: MS ES- :BPI Smooth (Mn, 1x1) 9.1e+006 ELSD Smooth (Mn, 1x1) 4.9e+005
1 o (6) (ES) 0B = (1) (6)
32% 20% 32%
(4) 3.04 0.36
22%
2.19
(5)
19%
.80
$— %
0|m1|-v|||-|; L N LB L -.-qu-u,Time 0||||||-v1|||-.|
1.00 2.00 3.00 4.00 1.00
PeakID Time Mass Found Peak ID Time Mass Found
1 0.34 2 0.76
1:MS ES+ 2: (Time: 0.76) Combine (216) 3:DAD

205 4.1e+006 226

294 2.4e+005

iy ???.{. f?71‘.%?7 o . |4§? n/=z 0-L————r—

O:l I LA | T e o
200.0 300.0 400.0

100 100
] 20k /ﬁ\\\‘rﬂ#’////,/”*“xxNHKM‘—___—
%%175 4 246 %%

e N
300.0 350.0
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Stamp

klcc760
Line

klcc760
Stamp

klcc760
Line

klcc760
Text Box
IPC, hydrolysis

klcc760
Text Box
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1100_1199/ h1110/ H_111055.012_h1inmr_1.fid/ fid

Owner
O
Solvent DMSO \/JJ\
Acquisition Date 2005-08-25T11:14:11 \Sij< O OH
Temperature 25.0 [0S
Number of Scans 16 5
Filename
Sample_ID F 0 N
: Q
experiment hinmr F
operator
chemist
Sample# 0
prid
Date Aug 25 2005
solvent DMSO i / »
NMR Frequency 500 - JJ/ 1 s
probe id500
temperature 25
nt 16
site AstraZeneca R&D Mdlndal |Desired Trans-isomer |
Text
Spectrometer  inova - :
A |Undesired Trans-isomer
uthor
Experiment 1D
Pulse Width 0.0000 Cis-isomer
Acquisition Time 1.9976
L,J J L M"Au L .
T ft Y A T T T
o — o ™ ~ O < M M
~ Q Qe a < @« ~ ©
— o — — o ™M o AN AN
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 ¢ 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -0.5
1 (ppm)
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klcc760
Stamp

klcc760
Line

klcc760
Text Box
Cis-isomer

klcc760
Line

klcc760
Text Box
Desired Trans-isomer

klcc760
Line

klcc760
Text Box
Undesired Trans-isomer

klcc760
Text Box
S26


Cars4308_SN1060284194
Accurate mass determination

AZ12406272 SN1060284194
20111221_SSN1060284194 003 3 3: Diode Array
. 0.38 2.86 4.38 230
201 Range: 2.736
=z ]
0'0: LI LI L L LI L DL B L L B L L L L DL B
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SSN1060284194 003_3 1: TOF MS ES+
100 4.41 600.205
1.52e3
R
-1 BN
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SSN1060284194 003_3 1: TOF MS ES+
TIC
6.73e4
r Time

'2 Elemental Composition

File Edit ‘iew Process Help
=] = & M B
Single Mass Analysis -~
Tolerance =100 mDa f DEE: min=-1.5 max=50.0
Selected filters: MNone
Monoisotopic Mass, Even Electron lons 0
2 formula[e] evaluated with 1 r Its within limits [up to 10 best isotopic matches for each mass) 3
Mass; [ calc. Mass [ mpa_ | PrM_ [ DEE | Formula [ifr [ c [ H [wlolFr[s sl
6002062 £00,2052 1.0 1.7 14.5 €31 H3E M OS5 F2 5 Si 1.7 31 3 1 &5 2z 1 1
M + NH4
A1 2406272 SH106028419,
1 TOF MS ES+ 517.23927 1.80e4
1L
BO0.2062
872.2107
e B18.2366
BO01.2100 I's
;73 2141 ks
619.2355
9?4'21 5 902.20?? /EEU 23749
a71.2040 .
<1, 5902204 ||| 6032094 ||/JI B44.1732  B58.2611  a73.2858 H90-4958
0 T 1 T I T 1 T 1 T 1 T T T 1 T 1 T T T T T 1 T I T 1 T 1| iz
a60 570 580 5490 GO0 610 G20 530 G40 G50 GO G710 G0 Ga0
|| For Help, press F1

S27


klcc760
Line

klcc760
Text Box
M + NH4

klcc760
Text Box
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1000_1099/ h1088/ H_108817.032_h1nmr_1.fid/ fid

Owner
Solvent DMSO D
Acquisition Date 2005-09-15T07:39:56
Temperature 25.0
Number of Scans 16 DH
Filename
Sample_ID S -
EN
F P
experiment hinmr [
operator
chemist
Sample# 0 21 F (
prid
Date Sep 15 200
solvent DMSO f f I
NMR Frequency 500 —— J v JJ y
probe id500
temperature 25
nt 16
site AstraZeneca R&D Mdlndal
Text IL
) -
Comment H_108817.QB2_hinmr_1.f 8% undesired
Spectrometer  inova trans-diastereomer
Author
Experiment 1D
Pulse Width 0.0000
Acquisition Time 1.9976
[ e T L . T L A R
9 o < — — o o LN Vo) < ©
o S ® S = S N S 9 -
— QY o — i — N (q\l ™M O O
T T T T T T T T T T T T T T T T T T T T T T T T T T
8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5


klcc760
Stamp

klcc760
Text Box
8% undesired trans-diastereomer

klcc760
Line

klcc760
Line

klcc760
Text Box
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N\
Book Reference: PharmDev Vi
Analytical Number: SN1057248118 o
User: Karlsson, Staffan PO /:{
Prid: klcc760 @\ /3
Frequency: 150.90MHz (nmr1) OH \sf/
Spinner: 5 NN S 8/7,
Experiment Name: Carbon_night ‘ I \ \ )
#Scans: 4000 N //m/g‘\/ ~,
Solvent: DMSO 5 21 0 j U
Parameters: SN
Date: Wed Jan 11 10:18:31 CET 2012 b
Extension: NMRhelp
16 (241 Hz) (d) 5(s) | 15/17 (22 Hz) (d)
158.38 127.21 116.00
10 (s) 23/24 (8 Hz) (d) 31 (s) 8 (s) )
163.76 127.99 67.45 58.36
32 (s) 1(s) 22 (2.7 Hz) (d)| | 4/6(s) 2/3 (s) 21 (s) 7(s) 36/3}/38 (s)
170.66 159.32 140.36 127.57 114.90 71.27 62.03 28.36
[] == ] H [T 1 HH ] H H [}
26 (242 Hz) (d) 12 (2 Hz) (d) 25/27 (22 Hz) (d) 1/45 (s)
161.34 133.37 114.73 b.22
13/14 (8 Hz) (d)
118.79
Ill‘ | |
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
165 155 145 135 125 115 105 95 9 8 8 75 70 65 60 55 50 45 40 35 30 25
f1 (ppm)
Name Shift Class
31 (s) 67.45 s
16 (241 Hz) (d) 158.38 d
32 (s) 170.66 s
15/ 17 (22 Hz) (d) 116 d
12 (2 Hz) (d) 133.37 d
25/ 27 (22 Hz) (d) 114.73 d
35 (s) 50.19 s
26 (242 Hz) (d) 161.34 d
10 (s) 163.76 s
5(s) 127.21 s
1(s) 159.32 3
22 (2.7 Hz) (d) 140.36 d
20 (s) 38.85 s
8 (s) 58.36 3
21 (s) 71.27 s
43/ 44/ 45 (s) 35.22 s
4/6(s) 127.57 s
7 (s) 62.03 3
23/ 24 (8 Hz) (d) 127.99 d
13/ 14 (8 Hz) (d) 118.79 d
2/3(s) 114.9 s
39/ 40/ 41 (s) 40.23 B
36/ 37/ 38 (s) 28.36 B
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Stamp

klcc760
Stamp

klcc760
Text Box
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Data File Name //samba-hpc/ nmrdata/ HREG/ h1000_1099/ h1088/ H_108811.001_h1nmr_1.fid/ fid

Owner

Solvent CDCI3

Acquisition Date 2005-02-02T11:03:47

Temperature 25.0

Number of Scans 16 D D

Filename H

Sample_ID )‘L N x"f

0 N 0

EN H

experiment hinmr D

operator

chemist

Sample# 51 22

prid

Date Feb 2 2005 g

solvent CDCR3 j

NMR Frequency 300 —/_ T e

probe 4nuc300

temperature 25

nt 16

site AstraZeneca R&D Mdlndal

Text

Comment H_108811.001_hinmr_1.fid

boc-glycin-D-cyclohexylalanin-metylester

Spectrometer mercury

Author

Experiment 1D

Pulse Width 0.0000

Acquisition Time 3.0001

T T T RS A I

o o)) o) — O o) (0] o)
S Q x © @ Qo ©
— o o — ™M O o)) (o)

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

8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0
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Stamp
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Text Box
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Data File Name //samba-hpc/ nmrdata/ HREG/ h0700_0799/ h0778/ H_077847.007_h1nmr_1.fid/ fid

Owner

Solvent DMSO

Acquisition Date 2005-09-07T16:10:44
Temperature 25.0

Number of Scans 16

Filename

Sample_ID

EN

experiment hinmr

operator

chemist

Sample# 0

prid

Date Sep 7 2005

solvent DMSO

NMR Frequency 300

probe 4nuc300

temperature 25

nt 16

site AstraZeneca R&D Mdlndal
Text

Comment H_077847.007_hinmr_1.fid

AR-H077847 batch 7 (dipeptid)
Spectrometer mercury
Author

Experiment 1D
Pulse Width 0.0000
Acquisition Time 3.0001

N
H,N /\ﬂ/ OH

O

23

16 15 14 13


klcc760
Stamp

klcc760
Text Box
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i N o

N QN @ A
Bo‘8_|1<c* @eren@: EN05880-03-001 o
Analygieal Numiber: SN1039204675
User: [Karlsson, Staffan PO
Prid: klcc760
Frequency: 125.76MHz (nmr3)

Spinngr: 37
Experlment Name: Carbon_day
#Scans: 296
Solvent: Acetic
Parameters:
Date: [Wed Dec 21 11:46:51 CET 2011
Extension: SN1053393552 o
N A Ao
g
OH
23
|
|
—
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10

f1 (ppm) S32
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Stamp
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S32


L

0
Cars4304_SN1053393552 HyN \,JLN /"\YD
Accurate mass determination H OH

C11H20N203
23

AZ12304455 SN1053393552

20111221_SN1053393552_002 3: Diode Array
0.39 230
2.0 Range: 2.148
2 10
00 IR
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SN1053393552_002 1: TOF MS ES+
1.74 229.155
8.50e4
m ES
O IR
1.00 2.00 3.00 4.00 5.00 6.00
20111221_SN1053393552_002 1: TOF MS ES+
1.74 TIC
2.45e5
X
25 T T T T 1 lime

100 200 300 400 500  6.00

¥ Elemental Composition |Z“§|E‘

File Edit Wiew Process Help
= BF & M 8
Single Mass Analysis -
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