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Determination of Omeprazole in Heparinized Human Plasma by LC-MS-MS
Validation of the Analytical Method

1.0 Method Summary

Heparinized human plasma was analyzed for omeprazole according to CEDRA procedure
ATM-601, effective December 4,2001. The method was validated for a range of 1.00 to
500 ng/mL based on the analysis of 0.100 mL of human plasma. Plasma containing omeprazole
and the internal standard, lansoprazole, was extracted with an organic solvent mixture.
Following centrifugation, the upper organic layer was removed and evaporated before being
reconstituted in mobile phase. An aliquot of the extract was injected onto a SCIEX API 3000
LC-MS-MS equipped with an HPLC column. Peak areas of the m/z 344—194 product ion were
measured against the m/z 368—164 product ion of the internal standard. Quantitation was
performed using a weighted (1/x°) linear least squares regression analysis generated from

fortified plasma calibration standards prepared immediately prior to each run.
2.0  Preparation of Solutions

Stock solutions of omeprazole were dissolved in methanol, filled to volume with sodium
carbonate solution (0.1 M), and stored at approximately 4 °C. Calibration standard intermediate
solutions and calibration spiking solutions of omeprazole were prepared in methanol and sodium

carbonate solution (1:4), and stored at approximately 4 °C. Calibration standards were prepared
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to yield 1.00, 2.00, 5.00, 10.0, 50.0, 200, 450, and 500 ng/mL by fortifying 0.100 mL of
heparinized human plasma with 10.0 pL of the appropriate spiking solution immediately prior to

each analysis.

Heparinized human plasma was fortified with the QC intermediate solution at the
appropriate concentrations. The QC samples were stored at approximately -20 °C in 0.100 mL
aliquots. High, medium, and low QC samples were prepared at 375, 175, and 3.00 ng/mL,

respectively, of omeprazole.

The lansoprazole internal standard working solution that expired on February 11, 2002,

o was inadvertently used on February 13,2002. Data were accepted since the same amount of
internal standard working solution was added to standards and QC samples, all of which were

within acceptance criteria. The internal standard working solution was prepared to yield a

concentration of approximately 1.00 pg/mL of lansoprazole. Each sample was fortified with

10.0 uL of this solution.

The following reference compounds and blank matrix were used during analysis.
Omeprazole was purchased from USP (lotH, 100% purity, CEDRA logbook 770-70).
Lansoprazole was purchased from Sigma Chemical Company (lot041K1743, CEDRA
logbook 770-78). The heparinized human plasma used during analysis was purchased from

Golden West Biologicals, Inc.
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3.0 Assay Validation

The assay procedure was validated according to CEDRA SOP PS-002, Revision 9,
effective December 21,2001. Calibration standards prepared at eight different omeprazole
concentrations were assayed on three separate days, and the lower limit of quantitation (LLOQ)

was established at 1.00 ng/mL. The resuits of these analyses are presented in Tables 1 through 4.

3.1 Linearity

The assay procedure was found to be linear over the range of 1.00 to 500 ng/mL. The
weighting of 1/x* was selected based on power for weights calculations. Weighted linear least
squares regression analyses gave a mean correlation coefficient of 0.9992 over the three
validation days (Table 1). The mean value for the y-intercept was 0.0016 and the mean value for

the slope was 0.0096.

3.2 Standard Curves

Precision and accuracy were evaluated by treating the peak areas of the calibration
standards as unknowns and entering them into the derived equation for the least squares
regression line to obtain “amount found” values. Results from the standard curve data may be
found in Table 2. The coefficient of variation (CV) ranged from 0.64% to 5.5%. The absolute

deviation of the mean from the theoretical concentration ranged from 0.00% to 3.1%.
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33 Lower Limit of Quantitation Evaluation

Precision and accuracy at the LLOQ were verified by analyzing at least two samples at
the lowest standard concentration (1.00 ng/mL) on each day of validation. The interday CV was
11.9% and the interday absolute deviation of the mean from the theoretical concentration was
4.7%. The intraday precision and accuracy at the LLOQ were verified by analyzing six samples
at the lowest standard concentration during one day of validation. The intraday CV was 7.9%

and the intraday absolute deviation was 13.3%. The results are shown in Tables 3 and 4.

34  Quality Control Samples

At least three samples from each QC pool (high, medium, and low) were processed on
each day of validation. The interday CV for the three QC pools ranged from 3.2% to 4.4%. The
interday absolute deviation of the mean from theoretical concentration ranged from 7.1% to
8.8%. On one day of validation, six samples from each QC pool were processed. The intraday
CV ranged from 2.6% to 5.7%. The intraday absolute deviation ranged from 7.9% to 9.3%.

Results of these analyses are shown in Tables 5 and 6.

On one day of validation, very high QC samples were prepared at 2500 ng/mlL and
diluted 1:10 prior to analysis. The CV was 2.9% and the absolute deviation of the mean from

theoretical concentration was 5.7%. Results of this analysis are shown in Table 7.
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3.5 Short-Term Stability Studies

Benchtop, freeze/thaw, and extract stability in heparinized human plasma were
performed. Three replicates from each QC pool (375, 175, and 3.00 ng/mL) were thawed and
placed on the benchtop at room temperature for approximately twenty-five hours prior to
extraction. A different set of triplicate samples from each QC pool was taken through four
freeze/thaw cycles and then analyzed. A third set of triplicate samples was extracted and
injected; the extracts were then reinjected after approximately one hundred twenty-five hours at

room temperature.

At least two-thirds of the stability samples in each pool were within £15% of their
theoretical concentrations. Based on these findings, it is concluded that omeprazole is stable

under these test conditions. Results of these studies may be found in Tables 8 through 10.

Reinjection stability was performed on February 13, 2002, by reinjecting the BDMBM

run in its entirety. The run was within acceptance criteria.

3.6 Recovery

Extraction recovery was determined by comparing peak areas of extracted standards

against those of nonextracted standards at three concentrations spanning the calibration curve.
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The average recovery of omeprazole ranged from 102% to 115%. The recovery of the internal

standard (lansoprazole) was 99.7%. The results are given in Tables 11 and 12.

3.7  Matrix Effect on Analytical Recovery

Six different lots of heparinized human plasma were fortified to the level of standard D
(10.0 ng/mL), and extracted to examine the effect of variations in matrix on analytical recovery.
The amount recovered ranged from 101% to 110% for omeprazole. These results may be found

in Table 13. Based on these results, analytical recovery was unaffected by variations in matrix.

3.8  Specificity

Six lots of blank heparinized human plasma were analyzed on January 2, 2002, to identify
any interferences at the retention times of omeprazole or the internal standard. No significant

interferences were observed at either retention time.

3.9  Over-the-Counter Drugs

On February 27, 2002, a solution of common over-the-counter drugs (acetaminophen,
acetylsalicylic ~ acid,  brompheniramine,  caffeine,  chlorpheniramine, cimetidine,
dextromethorphan, diphenhydramine, ibuprofen, ketoprofen, naproxen, phenylpropanolamine,

pseudoephedrine, ranitidine, salicylic acid, and triprolidine) was injected in triplicate directly
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onto the LC-MS-MS to determine whether interferences exist. No interferences were observed at

the retention times of omeprazole or the internal standard.

3.10 Extended Stability at -20 °C

A measure of the extended stability of omeprazole in heparinized human plasma at -20 °C
was evaluated at concentrations of 375, 175, and 3.00 ng‘/mL. Heparinized human plasma pools
were fortified with the analyte on December 13, 2001, aliquotted, and stored at approximately
-20 °C. Subsequent analysis of these samples on February 13, 2002, against a freshly prepared
calibration curve, provided insight into the extended stability of the analyte. The eight-week
extended stability for omeprazole in hepannized human plasma is presented in Table 14. All the

stability samples in each pool were within 15% of their theoretical concentrations.

3.11 Discussion of Rejected Data

The BDQLL run was rejected due to unacceptable contamination in blanks. The

BDUBM2 run was rejected due to carry-over in the OTC-1 sample.
4.0  Archiving

The data, report, and electronic media will be archived off-site for a minimum of fifteen

years according to CEDRA Standard Operating Procedures PS-016 and PS-077.
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50  Appendices

Appendix A contains the raw data worksheets. Appendix B contains example
chromatograms from the analysis of validation samples. Appendix C contains an example

standard curve plot. Appendix D contains the list of contributors.

|
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Table 1
Standard Curve Parameters
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2
Correlation
Date Folder ID Intercept Slope Coefficient
12/28/2001 BDSLL 0.0008 0.0092 0.9988
01/02/2002 BDBAM 0.0020 0.0094 0.9994
01/03/2002 BDCAM 0.0021 0.0101 0.9994
n 3 3 3
Mean 0.0016 0.0096 0.9992

Note: Calculations performed with machine precision of Microsoft Excel 97.
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Table 2
Standard Curve Data:
Precision and Accuracy
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-35¢-V2
Date Folder ID Amount Found (ng/mL)
12/28/2001  BDSLL 0.981 2.08 495 10.1 50.2 184 480 493
01/02/2002 BDBAM 1.03 1.87 5.11 10.1 50.8 202 448 492
01/03/2002 BDCAM 1.00 2.03 4.87 9.38 50.3 200 464 515
n 3 3 3 3 3 3 3 3
Amount
Added (ng/mL) 1.00 2.00 5.00 10.0 50.0 200 450 500
Mean (ng/mL) 1.00 1.99 4.98 9.86 50.4 195 464 500
- SD(-1) 002 0.11 0.12 0.42 0.3 9.9 16 13
CV (%) 2.5 5.5 25 4.2 0.64 5.1 34 2.6
Absolute
Deviation (%) 0.37 033 0.47 14 0.87 23 31 0.00

Note: Calculations performed with machine precision of Microsoft Excel 97.

-
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Table 3
Lower Limit of Quantitation Data:
Interday Precision and Accuracy
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2

Amount Found
Date Folder ID (ng/mL)

12/28/2001 BDSLL 1.05
1.03

1.28

1.13

1.17

i.14
01/02/2002 BDBAM 0.900
0.894
01/03/2002 BDCAM 0.895
1.02

1.01

n 11
Amount

Added (ng/mlL.) 1.00

Mean (ng/mL) 1.05

SD (n-1) 0.12

CV (%) 11.9

Absolute
Deviation (%) 4.7

Note: Calculations performed with machine precision of
Microsoft Excel 97.

11
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Lower Limit of Quantitation Data:
Intraday Precision and Accuracy
for Omeprazele in Heparinized Human Plasma
Masterfile No.: 11-350-V2

Amount Found
Date Folder ID {ng/mL)
12/28/2001 BDSLL 1.05
1.03
1.28
1.13
1.17
1.14
n 6
e Amount
Added (ng/mL) 1.00
Mean (ng/mL.) 113
SD (n-1) 0.09
CV (%) 79
Absolute
Deviation (%) [3.3

Note: Caleulations performed with machine precision of

Microsoft Excel 97.

i
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Table 8§
Quality Control Data:
Interday Precision and Accuracy
for Omeprazele in Heparinized Human Plasma
Masterfile No.: 11-350-V2

Date Folder ID Amount Found (ng/mL)
12/28/2001 BDSLL 346 164 2.85
332 157 2.65
330 155 297
349 165 2.57
352 164 2.63
331 162 2.66
01/02/2002 BDBAM 348 169 2.76
361 160 2n
352 174 272
01/03/2002 BDCAM 327 158 2.85
339 165 2.82
A 335 157 2.90
n 12 12 12

Amount
Added (ng/mL) 375 175 3.00
Mean (ng/mL) 342 163 2.76
SD (n-1) i1 6 0.12
CV (%) 32 34 4.4
Absolute

Deviation (%) 8.8 7.1 8.1

Note: Calculations performed with machine precision of Microsoft Excel 97.

13
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Table 6
Quality Control Data:
Intraday Precision and Accuracy
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2
Date Folder ID Amount Found {(ng/mL)
12/28/2001 BDSLL 346 164 2.85
332 157 2.65
330 155 297
349 165 257
382 164 2.63
33 162 2.66
n 6 6 6
Amount
Added (ng/mL) 378 178 3.00
Mean (ng/mL) 340 i61 272
SD (n-1) 10 4 0.15
CV (%) LX) 26 57
Absolute
Deviation (%) ol T g3
Note: Calculations performed with oo o s vee o0 NP0 matt baeel 97,
i4
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Table 7
Dilution Quality Control Data:
Precision and Accuracy
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2

Amount Found
Date Folder ID {ng/mL)
12/28/2001 BDSLL 2420
2290
2260
2360
2420
2390
n 6
I Amount
Added (ng/mL) 2500
(10X)
Mean (ng/mL) 2360
SD (n-1) 70
CV (%) 2.9
Absolute
Deviation (%) 5.7

Note: Calculations performed with machine precision of
Microsoft Excel 97.

15
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Table 8
25-Hour Benchtop Stability
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2
Amount Stability
Added Samples % Deviation
Date Folder ID (ng/ml) (ng/mL) from Amount Added
01/03/2002 BDCAM 375 340 -9.3
341 -9.1
343 -85
175 163 -6.9
158 -9.7
165 -5.7
3.006 2.58 -14.0
2.62 -12.7
2.73 -9.0

Note: Calculations performed with machine precision of Microsoft Excel 97.
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Table 9
4-Cycle Freeze/Thaw Stability
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2
Amount Stability
Added Samples % Deviation
Date Folder ID (ng/mL) (ng/mL) from Amount Added
01/02/2002 BDBAM 375 363 -3.2
361 -39
346 -1.7
175 168 -4.0
167 -4.6
173 -1.1
3.00 2.81 -6.3
2.62 -12.7
2.76 -8.0

Note: Calculations performed with machine precision of Microsoft Excel 97.

17
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Table 10
125-Hour Extract Stability
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2
Amount Stability
Added Samples % Deviation
Folder ID (ng/mL) (ng/mL) from Amount Added
BDBAM 375 329 -12.3
342 -8.8
333 -11.2
175 166 -5.1
164 -6.3
162 -7.4
3.00 2.89 -3.7
2.50 -16.7
i 2.95 -1.7

Note: Calculations performed with machine precision of Microsoft Excel 97.

18
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Table 11
Recovery of Omeprazole
from Heparinized Human Plasma
Masterfile No.: 11-350-V2
Peak Area
1.00 ng/mL 10.0 ng/mL 500 ng/mL
Date Folder ID  Extracted Non-Extracted Extracted Non-Extracted Extracted Non-Extracted
01/03/2002 BDCAM 1513 1208 12411 12238 676043 6686359
1601 1389 13084 12492 705646 615620
1408 1342 12746 12898 683707 745878
n 3 3 3 3 3 3
Mean 1507 1313 12747 12543 688465 676719
% Recovery 115 102 102

Note: Calculations performed with machine precision of Microsoft Excel 97

19
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Table 12
Recovery of Internal Standard (Lansoprazole)
from Heparinized Human Plasma
Masterfile No.: 11-350-V2
Peak Area
Interal Standard
Date Folder ID Extracted Non-Extracted
01/03/2002 BDCAM 124256 115982
120472 124280
130119 137450
128286 122737
130118 129412
123098 130838
130085 138851
135769 142983
133483 117184
n 9 9
Mean 128410 128857
% Recovery 99.7

Note: Calculations performed with machine precision of Microsoft Excel 97.

20
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Table 13
Matrix Effect on Analytical Recovery’
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2
Amount Plasma Amount Analytical

Date Folder ID  Added (ng/mL) Log Number Found (ng/mL) Recovery (%)
01/02/2002 BDBAM 10.0 78301} 10.7 107

783-51A 11.0 110

783-51M 10.2 102

783-67E 10.3 103

783-67G 10.1 101

783-67D 10.5 105

* Matrix effect samples prepared by fortifymg different blank plasma lots with Standard D spiking
solution and working internal standard. The sampies were then extracted per ATM-601.
Note: Calculations performed with machine precision of Microsoft Excel §7

EILTW
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Table 14
8-Week Extended Stability
for Omeprazole in Heparinized Human Plasma
Masterfile No.: 11-350-V2

Amount Stability
Added Samples+ % Deviation
Date Folder ID (ng/mL) {ng/mL) from Amount Added
02/13/2002 BDMBM 375 366 -2.4
378 0.80
360 -4.0
175 166 -5.1
172 -1.7
175 0.00
3.60 2.89 -3.7
2.91 -3.0
3.07 23

+ Stability samples were prepared on 12/13/2001 and stored at -20 °C. The QCs were
quantitated against a standard curve prepared on 02/13/2002.
Note: Calculations performed with machine precision of Microsoft Excel 97.

22
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Printed 01/03/2002 by A_&f__ Filename BDSLL Page ]
Date: 12/28/2001
Omeprazole i Human Plasma
Internal Standard:  Lansoprazol Intercept 0.0008
Parent -> Praoduct fons:  344->194 Slope: 0.0092
Masterfile No.:  11-350-v2 Carrelation coeff.: 0.5988
Client Study Number: Weighted (1/x*x)
Standard Staws Theor Area Area Ratio Percent Back Cal Ratic/
jis] Conc Analyte Int Std Analyte/ Deviaton Analyte Conc
(ng/mL) nt Std {og/mL)
Sd A 100 597 60873 0.00981 -19 0.981 0.6098
SidB 2.00 1201 60243 0.01994 4.3 2.08 0.0100
SidC 5.00 2559 55316 0.04626 -1.1 4.95 0.0093
St D 10.0 5243 55959 0.09369 1.1 10.1 0.0054
SWE 50.0 27442 59340 0.46245 045 50.2 0.0052
SudF 200 100970 59533 1.69603 <78 184 060085
S5ud G 450 232507 52707 441131 6.6 480 0.0068
Std H 500 254333 56143 4.53009 -1.4 493 0.0051
TECHNICAL REVIEW QC REVIEW #1 %
.7
SIGNATURE, A LA - SIGNATURE, l %
DATE //Z I/&Z DATE, {-3-22-
QC REVIEW #2 PROJECT DIRECTOR REVIEW QA REVIEW
SIGNATURE, sionaTURe__ T~ d—— - SIGNATURE M
DATE 12)on- DATE, 4 ,113 [ 0z DATE__ [~lL-02
A-l
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CEDRA DCN 11-657-T1

PR
CORFORATION Mylan Pharmaceuticals Inc. PRIL-0367
Printed 010372002 py T Filename: BDSLL Page 2
QA review by ,_WL Dater 12/28/2001
Omeprazole tn Human Plasma
i Standard: | prazol intercept: 0.0008
Parent -> Product fons:  344->193 Stope: 0.0092
Masterfile No.:  11-350-V2 Correlation coeff.: 0.9988
Client Study Number Weighted (1/x*x)
Quality Theor  Sample Area Area Ratio Conc Percent Normalized
Control Status Conc  Volume Analyte Int Std Analyte/ Found Deviation Conc
Samples (og/ml)  (mL) Int Sud (og/mL) {ng/mL)
QC VERY HIGH 1 2500 0.0100 120578 54288 2.22108 242 <34 2420
QC VERY HIGH 2 2500 2.0100 122865 58229 2.11003 229 -8.2 2290
QC VERY HIGH 3 2500 0.0100 123546 59416 2.07934 226 -9.5 2260
QC VERY HIGH 4 2500 0.0100 115953 53510 2.16694 236 -5.7 2360
QC VERY HIGH § 2500 0.0100 130205 58573 2.22295 242 -3.3 2420
QC VERY HIGH 6 2500 0.01C0 126767 57609 2.20047 pxi 4.3 2390
QCHIGH t 375 168585 53006 3.18049 346 -1.8
QCHIGH 2 375 174997 57390 3.04926 332 -11.6
QCHIGH3 375 168944 55709 303262 330 -120
QCHIGH 4 375 178695 55727 3.2066% 349 ~1.0
QCHIGH 5 375 184966 57107 3.23894 352 -6.1
QCHIGH 6 375 177461 58377 3.043951 331 -11.8
QCMED 1 175 85971 56970 1.50906 164 6.2
QCMED 2 175 74237 51393 1.44450 157 -10.2
o P QCMED3 175 80070 56151 1.42598 135 -1l4
QCMED 4 175 88367 58341 1.51466 165 -59
QCMED S 175 81649 54083 1.50970 164 62
QCMED6 175 84915 57084 148754 162 -1.6
QCLOW t 3.00 1530 56680 0 02699 285 -5.0
QCLOW?2 3.00 1487 59069 0.02517 265 -ité
QCLOW3 3.00 1519 54141 0.02806 297 -1}
QCLOW4 3.00 1412 57828 0.02442 257 -143
QCLOWS 3.00 1400 55966 0.02502 263 ~12.2
QCLOW G 3.00 1541 60578 0.02527 2.66 -113
A2
Fac N
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CeprA DCN 11-657-T1

o ccon»omw Mylan Pharmaceuticals Inc. PRIL-0367

Printed 010372002 by _$err Filename. BDSLL Page 3
QA review by %’ Dave. 12/26/2001

Omeprazole in Human Plasma

Internal Si 1 P i Intercept: 00008
Parent -> Product fons.  344->194 Stope: 0.0092
Masterfile No.:  11-350-V2 Correlanon coeff.: 0.5988
Client Study Number: Weaghted (1/x*x)
Sample Vol Arca Area Rano Conc Normalized
1)) Status (mL) Aoslyte e Sed Agnalyte/ Found Coanc
hoe Sed {og/mL) (ag/mlL)
Blank-Blank [ 0 [} NA NA
Blank Blank 2 1] ¢ NA NA
Blank IS o 38141 NM <100
LLOQ 453 43488 0.01042 1.05
LLOQ 2 611 59567 001026 1.03
LLOQ3 726 57967 001252 128
LLOQ4 676 60238 o012 1.13
LLOQ 3 997 86242 aol1%e 117
LLOQ6 849 512 001130 1.14
oTC_1 o 0 NA NA
OTC.2 (1] ] NA NA
OTC_3 0 a NA NA
-,
A3
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c CEDRA DCN 11-657-T1

sl

Mylan Pharmaceuticals Inc. PRIL-0367

Printed 0170772002 by ~_@___ Filename: BDBAM Page 1
Date’ 01/02/2002

Omeprazole in Human Plasma

) Standard: L D A Intercept: 9.0020
Parent -> Product Jons:  344->194 Slope: 0.0004
Masterfile No.:  11-350-V2 Correlation coeff.: 0.9994
Client Study Number: Weighted (1/x*x)
Standard Status Theor Arex Area Ratie Percent Back Cal Ratio/
iD Conc Analyte Int Std Analyie/ Deviauon Analyte Conc
(ag/mL} Int Sed (ng/mi)
St A 1.00 689 59145 0.01165 27 1.03 0.0116
SidB 200 14 57295 0.01953 -6.6 1.87 0.0098
Std C 5.00 3021 60516 0.04992 22 n 0.0100
Sud D 10.0 5805 60002 0.09675 1.0 10.1 0.0097
SWE 50.0 29060 60775 0.47816 1.5 50.8 0.0096
SuWF 200 121122 63839 1.89730 1.0 202 0.0095
Sid G 450 249872 59395 4.20695 -0.36 48 0.0093
Sut H 500 259983 56278 4.61962 -1.5 492 00092
Qualsty Theor Sample Area Area Ratio Conc Percent Normalized
Coatrol Staws Conc Volume Analyte 1ot Std Analyte/ Foumd Deviation Cenc
Samples {ng/mL} {mL) Int Std {ng/mL}) (ng/mL)
o QCHIGH | 375 204537 62650 3.26476 348 12
' QCHIGH 2 375 208265 61535 3.38450 361 -3.8
QCHIGH 3 375 223103 67531 3.30371 352 -6.1
QCMED | 175 95064 60000 1.58440 169 -3.6
QCMED2 {75 98500 65470 1.50451 160 -8.4
QCMED 3 175 102478 62780 1.63234 174 -0.66
QCLOW 300 1657 50400 0.02790 276 -8.0
QCLOW?2 300 1786 65065 0.02745 27 -9.6
QCLOW 3 3.00 1732 62843 0.02756 272 92
TECHNICAL REVIEW QC REVIEW #1 %
sxGNATURE_J_/é,_d_&‘:— - SIGNATURE, ( %{"‘
[
DATE /!'3 fo2 pare____ 44 [
QC REVIEW #2 PROJECT DIRECTOR REVIEW QA REVIEW
A\l
SIGNATURE&)W_Q’J‘D{M SIGNATURE /- (j_ . SIGNATURE WMQ_,
DATE Viaten, DATE [ /f Z /ﬂz— DATE__[={{-02
A4

b,
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c CeDpRA DCN 11-657-T1

s Mylan Pharmaceuticals Inc. PRIL-0367
Printed 01/09/2002 by L Filcsame BDBAM Page 2
QA review by Dazz 01/02/2002
Omeprazoie in Human Plasma
Intcrnal Standard:  Lansoprazol Intercept: 0.0020
Parent -> Product Ions: ~ 344->194 Slope: 0.0094
Masterfile No.:  11-350-v2 Correlation coeff.: 0.9994
Client Study Number: Weighted (1/x*x)
Sample Vol A A Ratio Conc Normalized
D Status {mL) Azslyee im S Analyw/ Found Conc

int Sud (ng/ml) (og/mL)
Spec_1_(783-15) ° o NA NA
Spec_2_(783-51A) o [ NA NA
Spec_3_(783-51M) s [ NA NA
Spec_4_(783-67E) ° ] NA NA
Spec_S5_(783-67G) 20 54 NA NA
Spec_6_(783-67D) L] L] NA NA
Blank Blank L4 1 NA NA
Blank IS ¢ 57460 NM < 1.00
LLOQ 1 (11 12, 0.01046 0.900
LLOQ 2 37 351%% 001040 0.894
Spec_D1_(783-1)) 911 ST 610220 10.7
Spec_D2_(783-51A) [ 11 [ c>oa) 010437 1.0
Spec_D3_(783-51M) b1 59004 09907 10.2
i Spec_D4_(783-67E) 60Rs 61933 200828 10.3
e Spec_D35_{783-67G) 93 b2, © 00644 10.1
Spec_D5_(783-67D) 0% @637 0 10037 105
QC LOW_I_XTS 38 100784 26290 2.39
QCLOW _2_XTS ns 1204186 02881 250
QCLOW_3_XTS Q218 1422% © 02965 295
QC MED_1_XTS 1THM 113634 L3811 166
QC MED_2_XTS 153608 119204 1.58026 164
QC MED_3_XTS 200519 131396 1 32378 162
QC HIGH_1_XTS w0383 136364 3oz 320
QC HIGH_2_XTS 3615624 [ 92434 320m2 342
QC HIGH_3_XTS 61072 1$M07 31288 333
QC LOW_I_FTS 173 #2418 o 028% 2.81
QCLOW_2_FTS 2 o916 002063 2.62
QC LOW_3_FTS 154 $7066 [-]:r2, ] 276
QT MED_1_FYS 104098 a342% {38144 168
QC MED_2_FTS 46 62301 30363 167
QC MED_3_FTS 107194 65218 1 82784 173
QCHIGH_I_FTS 22019 66430 3 40597 363
QC HIGH_2_FTS 225304 66568 3 38457 361
QC HIGH_3_FTS 226432 [ 3.29147 346
A-5
e,
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CEDRA DCN 11-657-T1

s,

CORFORATION Mylan Pharmaceuticals Inc. PRIL-0367
prinea ovomaoozty (. Filkname: BDCAM Page {
Date: 01/03/2002
Omeprazole i Human Plasma
Internai Standard'  Lansoprazole Intercept: 0.0021
Parent -> Product lons:  344->194 Siope’ (.0101
Mastesfite No.© 11-350-V2 Correlation coeff.: 0.99%4
Client Study Number Weighted (1/x*x)
Standard Status Theor Area Area Ratio Percent Back Cal Ratio/
D Conc Analyte Int Std Analyte/ Deviation Anzlyte Couc
{ng/mL) int Std {ng/mL)
Sudat 100 1513 124256 0.01218 0.28 1.00 00122
SudA2 DY 100 1601 120472 0.0132¢ 113 1.1t 0.0133
SdA3 DY 100 1408 130119 0.01082 -13.2 0.868 0.0108
SudB 200 2671 118256 0.02259 L7 2.03 0.6113
S C 500 6695 130876 0.05116 =27 4387 0.0102
SdD1 10.0 12411 128286 0.09674 -6.2 9.38 0.0097
SudD 2 DS 100 13084 130118 0.10055 -24 976 Q.010t
SwdD3 D9 10.0 12746 123098 0.10354 0.59 10.1 0.0104
SWE 50.0 68800 134951 0.50981 0.65 503 0.0102
SudF 200 267011 132079 2.02160 0.08 200 2010
5td G 450 660509 141012 4.68406 3.1 464 0.0104
StdH 1 500 676043 130085 5.19693 3.0 515 0.0104
StdH 2 D9 500 705646 135769 5.19740 3.0 515 0.6104
SWdH3 D9 500 683707 133483 5.12205 15 507 0.0102
(o D9 Not mncluded in calculations; used for recovery only.
Quatity Theor Sample Area Area Ratio Canc Percent Normalized
Controt Status Cone Volume Analyte Int Std Analyte/ Found Deviation Conc
Samples (ng/mL)  (mb) fnt Std (ng/mL) (ng/ml)
QCHIGH { 375 470299 142615 3.29768 327 -12.9
QCHIGH2 375 457972 133952 3.41893 339 -9.7
QC HIGH 3 315 487594 144354 3.31717 335 -10.8
QCMED 1 175 210382 132007 1.59263 158 -9.9
QCMED 2 175 237109 142674 1.66189 165 -6.0
QCMED 3 175 228879 144428 158473 157 ~104
QCLOW! 3.00 4270 138752 0.G3077 2.85 -5.1
QCLOW?2 3.00 4064 133074 0.03054 2.82 -5.9
QCLOW3 300 4447 142130 003129 2.9 -34
TECHNICAL REVIEW QC REVIEW #1
SIGNATURE_ 2850 P - SIGNATUR
DATE {12 DATE o
QC REVIEW #2 PROJECT DIRECTOR REVIEW QA REVIEW «
- - S,
SIGNATURE. SIGNATURE. . SIGNATURE,
DATE [-f-02 DATE tfis !02— DATE 1-16-02.
A-6

o e
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E CEDRA DCN 11-657-T1

.
CORFORATION Mpylan Pharmaceuticals Inc. PRIL-0367
Printed 01/07/2002,by l Filename' BDCAM Page 2
QA review by Date. 01/03/2002
Omeprazole in Human Plasma
I ! Standard: | p ! intercept: 0.0021
Parent -> Product Jons:  344->194 Siope: 0.0101
Masterfile No:  11-350-V2 Correlation coeff.: 0.9994
Clieat Study Number: Weighted (1/x*x)
Sample Vol Arez Area Ratio Cone Normalized
D Status (mbL) Anslyte Int Std Analyte/ Fouad Conc
nt Std {ng/ml) (ng/mb)

Blank Blank ! ¢ ] NA NA
Blank Blank 2 o 0 NA NA
Blank IS o 108297 0.00102 <1.00
LLOQ. 1 1313 118461 0.01108 0.895
LLOQ.2 1568 127432 0.01230 102
LLOQ.3 1469 120292 0.0122¢ 1.01
Sud A | REC 1208 115982 0.01042 0.828
Std A 2 REC 1389 124280 0.01118 0.903
Swd A3 REC 1342 137450 0.00876 0.764
Sud D 1 REC 12238 122737 0.09971 9.68
Std D 2 REC 12492 129412 0.09653 9.36
Std D 3 REC 12898 130838 0.09853 9.57
Std H | REC 668659 138851 4.81566 477

i, StdH 2 REC 613620 142983 430555 a7
StdH 3 REC 745878 117184 6.36502 631
QC LOW 1 BTS 3598 128216 0.02806 258
QCLOW 2 BTS 3685 129136 0.02854 262
QC LOW 3 BTS 4065 137466 0.02957 273
QCMED 1 BTS 186870 113142 1.65164 163
QC MED 2 BTS 223759 139954 1.59880 138
QC MED 3 BTS 219403 131994 1.66222 165
QC HIGH 1 BTS 424170 123647 3.43049 340
QC HIGH 2 BTS 483401 140552 3.43930 341
QC HIGH 3 BTS 455229 131548 3.46055 343

A-7

R
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Cepra DCN 11-657-T1

G c .
coRPoRATION Mylan Pharmaceuticals Inc. PRIL-0367
Printed 02/15/2002 by yg‘ Filename: BDMBM Page 1
Date. 02/13/2002
Omeprazole in Human Plasma
Internal Standard: Lansoprazole Intercept: -0.0003
Parent -> Product lons:  344->194 Slope. 0.0121
Masterfile No.:  11-350-V2 Correlation coeff.: 0.9991
Client Study Number- Weighted (1/x*x}
Standard Status Theor Arca Area Ratio Percent Back Cal Raho/
iD Conc Anslyte Int Std Analyte/ Deviation Analyte Cone
(vg/mL) Int S1d (ag/ml)
SidA 1.00 2979 246582 0.01208 25 1.02 0.0121
S B 2.00 5008 222347 0.02252 -5.5 1.89 00113
S C 5.00 12524 205684 0.06089 14 507 00122
SdD 10.0 23809 198371 012002 -0.31 997 0.0120
StdE 500 120326 198117 060735 070 503 00121
S F 200 450196 197888 2.27500 -57 189 0.0114
Sud G 450 954722 170443 560142 3t 464 00124
StdH 500 1046943 167150 6 26349 38 519 0.0125
Quality Theor Sample Arca Area Raho Conc Percent Normalized
Caontrol Status Conc Volume Analyte fm Std Analyte/ Found Deviation Cone
Samples (ngfmL) {mL) int Std (ag/ml) (ng/mL}
QCHIGH 1 375 676130 153089 4.41658 366 -2.4
o T, QCHIGH 2 375 703818 154224 4.56361 378 0.84
QCHIGH 3 375 715108 164777 4.33985 360 41
QCMED ! 175 324164 161570 2.00634 166 -50
QCMED2 175 352222 169565 207721 1m -1.6
QCMED 3 175 342010 162119 2.10962 175 -0.10
QCLOW 1 3.00 5785 167418 003455 289 -38
QCLOW2 3.00 5517 160173 003482 291 -30
QCLOW3 3.00 5664 154132 0.03675 pXigg 23
TECHNICAL REVIEW QC REVIEW #1
SIGNATURE AL (j'v ‘ SIGNATURE‘MM«‘LDBQ%ZDD
DATE z| /‘{"/07, DATE S Dl
QC REVIEW #2 - PROJECT DIRECTOR REVIEW QA REVIEW . -
sxGNATURE%JL_l_& [&MQW SIGNATURE by 258 d« SIGNATURE ?uu,dlb (.UWW/V
DATE 1T p DATE ZT//S"/OZ- DATE 3/1los—
A-8
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cCORPORATION

CEDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Printed 02/15/2002 by Filename. BDMBM Page 2
QA review by Date 02/13/2002
Omeprazole in Human Plasma
Internal Standacd: 1 prazole Intercept -0.0003
Parent -> Product [ons:  344->194 Slope- 0.0121
Masterfile No.:  11-350-v2 Correlation coeff.. 09991
Client Study Number: Weighted (1/x*x}
Sample Vol Area Area Ratio Conc Normalized
D Status (mL) Analyte Int Std Analyte/ Found Conc
Int Std (ng/mL) (ng/mL)

Blank-Blank 1 0 0 NA NA
Blank Blank 2 0 0 NA NA
Blank IS 0 268759 NM <1.00

A9
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CeDRA DCN 11-657-T1

b B, .
’ ‘com’o mATION Mylan Pharmaceuticals Inc. PRIL-0367
Printed 02/18/2002 by t 24 Filename BDMBMRS Page t
Date 02/13°2002
Omeprazofe in Human Plasma
Internal Standard: Lansoprazole Intercept 0.0001
Parent -> Product lens:  344->194 Slope 0.0125
Masterfile No.:  11-350-V2 Correletion coeff.: 0.9990
Client Study Number: Weighted (1/x°x)
Standard Status Thear Area Arca Rauo Percent Back Cat Ratic/
D Conc Analyte 1nt Sid Analyte/ Deviaton Anglye Conc
(ng/mL) int Std (aghnl)
Std A 1.00 2574 198394 0.01297 28 103 0.0130
SudB 2.00 4598 191026 002407 42 192 0.0120
S C 5.00 11943 193808 0.06162 -16 492 0.0123
S D 100 25103 210401 01193 47 933 0.0119
SWHE 500 122051 188852 064628 33 817 [R
SdF 200 526401 218630 240773 -37 193 00120
SdG 450 1120500 193890 3TI08 27 462 0.0128
Sid H 500 1424345 216108 6 39089 54 127 0.0132
Qualuty Theor Sample Area Arcs Rauo Cone Percent Normalized
Control Status Conc Volume Analyte tax Sed Anaiyie Found Deviation Conc
Samples (ng/mL} {ml) et Sag tag/mi.) (agsml.)
QCHIGH 1 375 896041 19064 4 699 k2, 02
L, QCHIGH 2 375 906447 195788 482078 3 -13
’ QCHIGH3 375 821940 185173 44387 385 54
QCMED | 175 402834 193378 208314 187 -4.8
QCMED 2 175 445378 214591 207547 113 -5.2
QCMED 3 175 409597 180876 214888 2 -2.0
QCLOW 1 3.00 7677 205829 03T 297 -0.88
QCLOW 2 300 716 193096 0 0%68¢ 234 -2.3
QCLOW 3 300 7293 189049 Qa3ee 308 20
TECHNICAL REVIEW (] QC REVIEW #1
SIGNATURE W‘\'/ Prren

At SIGNAWREEQZIM_‘P_&]?U
DATE, 2lis{oz DATE 2i5lon

QC REVIEW #2 PROJECT DIRECTOR REVIEW QA REVIEW )
SIGNATURE__&V\_&__U& SIGNATURE _____/t{@_‘__—dé_»- - SKINATURE ? Mb Lo
DATE 2-20-92. DATE, 2 !Z 2 !02 DATE__ 3] (L5

A-10

ot B
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Lt CED‘n
4 ) CORPORATION

CEDRA DCN 11-657-T'1

Mylan Pharmaceuticals Inc. PRIL-0367

Printed 02/ lm%_ Filename: BDMBMRS Page 2
QA review by Date: 02/13/2002
Omeprazole i Human Plasma
Internal Standard  Lansoprazole intercept’ 0.0001
Parent -> Product lons. Slope 0.0125
Masterfile No.:  11-350-V2 Correlation coeff.: 0.9990
Client Study Number: Weighted (1/x*x)
Sample Vol Atea Area Ratio Conc Normalized
jis] Status {mL) Analyte Int Std Analyte/ Found Cong
int Std (ng/mL) (ng/mL)
Blank-Biank 1 [+ [ NA NA
Blank Blank 2 292 4] NA NA
Blank IS 0 190646 NM < 1.00
RN
A-11

L,
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c Cepra DCN 11-657-T1

Fat. N

Mylan Pharmaceuticals Inc. PRIL-0367

Printed 03/05/2002 by ‘! L (fz Filename BD7BM Page |
Date 0272772002
Omeprazole in Human Plasma
Internal Standard: Lansoprazole Intercept, 0.0015
Parent -> Product fons:  344->194 Slope. 0.0110
Masterfile No* 11-350-V2 Correlation coeff.: 0.9993
Client Study Number: Weighted (1/x*x)
Standard Status Theor Ares Ares Ratwo Poreent Back Cal Ratio/
D Conc Analyte I Sud Analyre/ Deviton Anaiyte Con:
{ng/mL) It Sed (ng/mL)
Std A 1.00 633 30124 001263 1.1 1.0t 0.0126
Std B 200 1132 49537 002285 30 1.94 0.0114
SdC D1 5.00 2508 $4478 004602 «196 4.05 0.0052
StdD 10.0 5870 51267 aild%o s 10.3 00114
S E 50.0 26707 WITY 8 36349 32 516 00114
StdF D1 200 115933 40233 188018 e 262 0.0144
SudG 450 273649 $30%0 49709 8st 452 0.0110
SudH 500 415222 ™32 323424 47 47 001C5
[o}] Standard not included in calculations, outler
Quality Theor Sample Ares Aven Raio Conc Percent Normalized
Control Status Conc Volume Anelyee 2 Sag Aashyse’ Found Dewviation Conc
Samples (ng/mL)  (ml) et 524 (ng/ml) (ng/mL)
ey
’ QCHIGH 1 OR kY2 284634 8Bm 1w 309 -176
QCHIGH 2 375 23539 $04 % e 334 56
QCHIGH 3 375 237414 39383 I 364 3.0
QCMED I 175 1274085 68457 1 91804 174 -0.32
QCMED2 OR 175 119994 49518 1837 218 249
QCMED3 175 132539 Crags 1 9535 i L6
QCLOW i 300 1905 3983 1> 25 157 -443
QCLOW2 3.00 2013 [+, ) (1211 o xrn 76
QCLOW 3 3.00 2064 6408 [[1:39031 b3, 49

OR QC Qut of Range

TECHNICAL REVIEW QCREVIEW 8}

SIGNATURE %,4_‘/ CZ.—— . SIGNATURE w
DATE = 2' ‘idZ/ DATE Sk

QC REVIEW #2 / { PROJECT DIRECTOR REVIEW Q& REVIEW
U

SIGNATURE s \//:' . SIONATURE %_ﬁ%
DATE zl8loz oate___3/22)00

A-12

R,
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CEDRA DCN 11-657-T1

il K
e ‘ =

CORPORATION Mylan Pharmaceuticals Inc. PRIL-0367

Printed 03/05/2002 by C Filename. BD7BM Page 2
QA review by Date: 02/27/2002

Omeprazole 10 Human Plasma

Internal Standard: Lansoprazole Intercept: 0.0015
Purent -> Product lons:  344->194 Siepe: 0.0110
Masterfile No.:  11-350-V2 Correlation coeff.: 0.9993
Client Study Number: Weighted (1/x*x)
Sample Vol Area Area Ratio Cone Normalized
m Status (mL) Analyte Int Std Analyte/ Found Cone
Int Std {ng/mL) (ng/mL)
Blank-Blank 1 [ 0 NA NA
Blank Blank 2 0 0 NA NA
Blank IS 0 48447 NM <1.00
OTC1 1] 0 NA NA
OTC2 0 0 NA NA
OTC3 0 0 NA NA
ST
A-13

Page 294 of 883



PN

cCORPOIATQON

Cepra DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

DCN: 11-350-V2

Appendix B
Example Chromatograms from the Analysis

of Validation Samples
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e

‘CORPONAY|ON

MacQuan, version 1.6

Printed: Wed, Jan 2, 2002 08:31

Calibration File: BD8LL Calibration Path: Snoopy:Desktop Folder:AA PROJECTS:bdall:
Comments: No Comments

Cepra DCN 11-657-T1

Myian Pharmaceuticals Inc. PRIL-0367

Page 11 of 47

BDSLLTO11
Std A

2:29 n 1 period
Omeprazole

Std A

Internal Standard: 1.S.

Use Area

te Retent

Aol Ve
~OSCIUEe NEenidn

1: 2:29 MRM, 119 scans

344.2->194.0
Noise Thras.
Quant Thres.
Min. Width

Mult. Width
Base. Width

RT Win. (secs)
Smooth
Expected AT
Area 587
Height 82
Stant Time

End Time
integration Width
Retention Time
Integration Type

BD8LL1011
Std A

2:29 in 1 period
1.8,

SPNONNOOW
o =

jory
™

A

1:12
1:31
0:189
1:19
-8B

Std A

use as Internal Standard

1. 2:29 MRM, 118 scans

368.1->164.0
Noise Thres.
Quant Thres.

Min. Width

Mult. Width
Base. Width

AT Win, {secs)
Smooth

Expected RT
Area 60873
Height
Start Time
End Time
Integration Width
Retention Time
Integration Type

10.0
1.5
6

2

17

20
2
0:58.2

10886

A

0:54.2
1:16
0:21.4
0:59.2
- BB

Fri, Dec 28, 2001 17:53

intensity: 300 cps

Frt, Dec 28, 2001 17:53

intensity: 10809 cps

B-1
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CORPORATION

MacQuan, version 1.6
Printed: Wed, Jan 2, 2002 08:31

Mylan Pharmaceuticals Inc. PRIL-0367

Caiibration File: BDBLL Calibration Path: Snoopy:Deskiop Foider:AA PROJECTS:baBll:

Comments: No Comments

CeDRA DCN 11-657-T1

Page 15 of 47

BD8LL1015 S E

SWE

2:29 in 1 penod
Omeprazole
Intemal Standard: {.S
Use Area
Absolute Retention Time
1: 2:29 MRM, 118 scans
344.2->194.0
Noise Thres. 3.0
Quant Thres. 0.8
Min. Width
Mult. Width
Base. Width
RT Win. (secs)
Smooth
Expected RT
Area 27442
Height 4200
Start Time 1:12
End Time 1:37
integration Width 0:25.2
Retention Tune 1:18
integration Type A-8B

S RO ©
[<}

BD8LL101S Std E

StdE
2:29 in 1 period

1.8.
use as Internal Standard

1: 2:29 MAM, 119 scans

368.1->164.0

Noise Thres. 10.0

Quant Thres. 1.5

Min. Width 6

Mult. Width 2

Base. Width 17

RT Win. (secs) 20

Smooth 2

Expected AT 0:59.2

Area 59340

Height 10816

Start Time 0:52.9
End Time 1:14
integration Width 0:21.4
Retention Time 0:59.2
Integration Type A-BB

Fri, Dec 28, 2001 18:04

63

RS 2w

> st QmiehALr s o

intensity: 4207 cps

Fri, Dec 28, 2001 18:04

~o

intensity: 10828 cps

B-2
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Printed: Wed, Jan 2, 2002 08:31

Cepra DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Calibration Fite: BD8LL Calibration Path: Snoopy:Desktop Folder:-AA PROJECTS:bd8H
Comments: No Comments

Page 18 of 47

BD8LL1018
Std H

2:29 in 1 penod
Omeprazole

fntemal Standard: I.S.

Use Area

Absolute Retention Time

Std H

1: 2:29 MRM, 119 scans

344.2->194.0
Noise Thres.

Quant Thres.

Min. Width

Mult. Width

Base. Width

RT Win. (secs)
Smooth

Expected RT

Area 254333
Height 39421
Start Time

End Time
Integration Width
Retention Time
Integration Type

SRNGNNDOLOW
o wo

-
-]

1:11
1:36

0:25.2

1:18

A-BB

BDBLLID18 Std H

Std H

2:29 in 1 period
1S,

use as Intemal Standard

1: 2:29 MRM, 118 scans

368.1->164.0

Noise Thres. 10.0
Quant Thres. 1.5

Min. Width 3
Muit. Width 2

Base. Width 17
RT Win. (secs) 20

Smooth

2
Expected RT 0:59.2

Area 56143
Height 10041
Start Time

End Time
Integration Width
Retention Time
Integration Type

0:52.9
114

0:21.4
0:59.2

A-BB

Fri, Dec 28, 2001

18:12
intensity: 39509 cps
) T
A
A
. il
_ i
] i
Py
1 [N
] 1
< ]
1812

Fn, Dec 28, 2001

h‘_“'*—*——‘-———_....__,,
.“’_ - o

mtensity 10062 cps

B-3
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Mylan Pharmaceuticals Inc. PRIL-0367

MacQuan, version 1.6 Page 38 of 47
Printed; Wed, Jan 2, 2002 08:31

Calibration File: BD8LL Calibration Path: Snoopy:Desktop Folder:AA PROJECTS:bdsii:

Comments: No Comments

BD8LL1038 QC VERY HIGH 1 Fri, Dec 28, 2001 18:06
QC VERY HIGH 1

2:29 in 1 period
Omeprazole )
Internal Standard: 1.S. Intensity: 18236 cps
Use Area o
Absolute Retention Time
1: 2:29 MAM, 119 scans KIS
344.2->194.0
Noise Thres. 3.0
Quant Thres. 0.8 1
Min. Width
Mult. Width
Base. Width
RT Win. (secs)
Smooth
Expected RT »
Area 120578 B
Height 18207 204
Start Time N
End Time 1:36 F
Integration Width 0:26 2 ,

P Retention Time 1:18 A AP
Integration Type A-BB LI uhe

SN GON©
o

: Scar
1. R Tirew,

BDSLL1038 QC VERY HIGH 1 Fri, Dec 28, 2001 19:086
QC VERY HIGH 1

2:29 in 1 penod
1S

use as Internal Standard intensty 9634 cps

1 2:29 MRM, 119 scans b
368 1->164 0

Noise Thres 100
Quant Thres 15 E
Min Width 6

Mult Width 2 1
Base. Width 17

RT Win. (secs) 20 ~
Smoath 2 .
Expected AT 0:59.2 3
Area 54288 v
Height 9608 >
Start Time 0:52.9

End Time 1:14 ]
Integration Width 0:21.4 N
Retention Time 0:58.0 By Y
Integration Type A-BB 22 0

B4

e

Page 299 of 883



A,

~r

e Py

cCORPORATION

MacQuan, version 1.6

Printed: Wed, Jan

2, 2002 08:31

Calibration File: BD8LL Calibration Path- Snoopy:Deskiop Foider:AA PROJECTS: bl
Comments: No Comments

CEDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 32 of 47

BD8LL1032
QCHIGH 1

2.29 n 1 period
Omeprazole

QC HIGH 1

intemal Standard" 1.S.

Use Area

Absolute Retention Time
1: 2:28 MRM, 119 scans 41

344.2->194.0
MNoise Thres.
Quant Thres.
Min. Width
Mult. Width
Base. Width
RT Win. (secs)
Smooth
Expected AT
Area
Haight
Start Time
£nd Time
Integration Width
Retention Time
Integration Type

BD8LL1032
QCHIGH 1

2:29 in 1 period
LS

168585
26011

wo
1

“MOpMNOCoW
> oL
i

pvy
«©

1:91
1:36 b
0:25.2

Fri, Dec 28, 2001 18 &0

intensity: 26058 cps

1:18
A-B8B

QC HIGH 1

use as Internal Standard

Fri, Dec 28, 2001 18 50

intensity 8579 cps

1: 2:28 MAM, 119 scans bt
368.1->164.0 .
Noise Thres. 10.0 e
Quant Thres. 1.5 -,
Min. Width 5}

Mult. Width 2 Xie
Base. Width 17 .
AT Win. (secs) 20 "
Smooth 2 ot
Expected RT 0:59.2 .
Area 53006 H.
Height 9583 e
Start Time 0:52.9

End Time 1:14 1
Integration Width 0:21.4

Retention Time 0:59.2

integration Type A-BB

B-5
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MacQuan, version 1.6

Printed: Wed, Jan 2, 2002 08:31

Calibration File: BDBLL Calibration Path: Snoopy:Desktop Foider:AA PROJECTS:bd8l:
Comments: No Comments

CeEDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 26 of 47

BD8LL1026 QC MED 1

QCMED 1

Fri, Dec 28, 2001 18:34

2:29 in 1 penod
Omeprazole
Internal Standard: 1.S.
Use Area St €2
Absolute Retention Time
1: 2:29 MAM, 119 scans 37
344.2->194.0
Noise Thres.
Quant Thres.
Min, Width
Mult. Width
Base. Width
RT Win. (secs)
Srnooth
Expected RT 18 .
Area 85971 -~
Height 13093 Yo
Start Time 1:11
End Time 1:36 IRty
Integration Width 0:25.2

.0
.8 .

0

3
0
9
2 Bl
2
5
2
1

P
UL

g

v

.qv;g(:;&m "
M

A
H
=
e

intensity: 13122 cps

Retention Time 1:18 Lo T
integration Type A-BB o

—s

s
&

BD8LL 1026
QCMED 1

QC MED 1 Fri, Dec 28, 2001 18:34

2:29 in 1 period
IS,
use as Intemal Standard

intensity: 10210 cps

C GO0 46
1: 2:29 MAM, 119 scans
368.1->164.0
Noise Thres. 10.0 .
Quant Thres. 15 -
Min. Width 6 ‘
Muit. Width 2 . ;
Base. Width 17 § :
RT Win. (secs) 20 ‘ -
Smooth 2 . i3
Expected AT 0:59.2 i
Area 56970 &M b
Height 10186 o 55
Start Time 0:53.0 I?i;;«i
End Time 1:14 * Ay
Integration Width 0:21.4 2,
Retention Time 0:58.0 ! T R ) ) ’ Seor
integration Type A-BB ey L B2 T Doz Vi

B-6
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MacQuan, version 1.6

Printed: Wed, Jan 2, 2002 08:31

CeEDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 20 of 47

Calibration File: BD8LL Calibration Path: Snoopy:Deskiop Folder.AA PROJECTS:busil:

Comments: No Comments

BD8LL1020 QC LOW1
QCLow i

2:29 in 1 period
Omeprazole
Internal Standard: |.S.
Use Area
Absolute RAetention Time
1: 2:29 MRM, 119 scans
344.2->194.0
Noise Thres. 3.0
Quant Thres. 0.8
Min. Width
Muit. Width
Base. Width
AT Win. (secs)
Smooth
Expected RT
Area 15830
Height 214
Start Time 1.08
End Time 1:33
integration Width 0:25.2
Retention Time 1:18
integration Type A-BB

“SNOND©
=)

Py
-]

BD8LL1020 QCLOW 1
QCLOW 1

2:29 in 1 pericd

LS.
use as Internal Standard

1. 2:29 MRM, 119 scans

368.1->164.0

Noise Thres. 10.0
Quani Thres. 1.5
Min. Width 6
Muit. Width 2
Base. Width 17
RT Win. (secs) 20
Smooth 2
Expected RT 0:59.2

Area 56680
Height 10526

Start Time 0:52.9
End Time 1:14
Integration Width 0:21.4
Retention Time 0:58 2
Integration Type A-8B

Fri, Dec 28, 2001 18:17

intensity: 300 cps

Fri, Dec 28, 2001 1817

intensity: 10554 cps
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MacQuan, version 1.6
Printed: Thu, Jan 3, 2002 06:45

CepRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 3 of 53

Calibration File: BDBAM Calibration Path: Apollo HD:Desktop FolderAA Projects:bdbam:

Comments: No Comments

bdbam1003 Spec_1_(783-1J) Wed, Jan 2, 2002 22:01
Spec_1_(783-1J)
2:29 in 1 period
Omeprazole .
Internal Standard: 1.S. intensity: 400 cps
Use Area 100
Absolute Retention Time
1: 2:29 MRM, 119 scans 3
344.2->194.0
Noise Thres. 2.8 840
Quant Thres. 1.1 7 (H
Min. Width [}
Mult. Width 2 6(H
Base. Width 21
AT Win. (secs) 5 561
Smooth 2 2 04
Expected RT 1:18
Area 0 367
Start Time 0:00.0
End Time 0:00.0 10
Integration Width 0:00.0 o 22 37 50 82 73 93989 107
Retention Time 0:00.0 ' ' 2'1 ’ a1 N 5’1 M 8‘1 ' 1 6 b v Scan
fntegration Type 0.28 052 117 1.42 2.07 Tine
bdbam1003 Spesc_1_(783-1J) Wed, Jan 2, 2002 22:01
Spec_1_(783-1J)
2:29 in 1 period
3
use as intemnal Standard intensity. 400 cps
100
1: 2:28 MRM, 119 scans 901
368.1->164.0
Noise Thres. 2.1 801
Quant Thres. 1.5 70+
Min. Width 4
Muit. Width 2 601
Bass. Width 18 o
RT Win, (secs) 20 5
Smooth 2 404
Expected RT 0:69.2
Area 0 307
Height 0
Stant Time 0:00.0 20
End Time 0:00.0 1 {H
Integration Width 0:00.0 b, 15 27 41 459 626874 g3 96 109
Retention Time 0:00.0 ¥ Tzt 4t 61 81 101 sen
Integration Type 026 0:52 117 142 207 Time
B-8
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MacQuan, version 1.6
Printed: Thu, Jan 3, 2002 06:45

Calibration File: BDBAM Calibration Path: Apolio HD:Deskiop Folder:AA Projects:bdbam:

Comments: No Comments

CEDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 5 of 53

bdbam1005
Spec_3_(783-51M)

2:29 in 1 period
Omeprazole
Internal Standard: I.S.
Use Area
Absolute Retention Time
1: 2:29 MRM, 119 scans

Spec_3_(783-51M)

344.2->194.0
Noise Thres.
Quant Thres.
Min. Width

Mutt. Width
Base. Width

RT Win. (sacs)
Smooth
Expected AT
Area o]
Height 0
Start Time

End Time
Integration Width
Retention Time
Intagration Type

bdbam1005

2.5
1.1

2NN
-

0:00.0
0:00.0
0:00.0
0:00.0

Spec_3_(783-51M)

Spec_3_(783-51M)

2:29 in 1 period
i.S.

use as intemal Standard

1: 2:29 MRM, 119 scans

368.1->164.0
Noise Thres.
Quant Thres.
Min. Width

Mult. Width
Base. Width

RT Win. (secs)
Smooth
Expected RT
Area 0
Height 0
Start Time

End Time
Integration Width
Retention Time
Integration Type

241
.5

0
0:58.2

1
4
2
18
2
2

0:00.0
0:00.0
0:00.0
0:00.0

Wed, Jan 2, 2002 22:06

100,
801
804
701
64
50
40

201
101

intensity: 400 cps

96 105

Wed, Jan 2, 2002 22:08

1007
90
801
70
501
501
404
304

104

17 27 35

101 Scar
207 Time

intensity: 400 cps

Oy

4

27

B-10

Page 305 of 883

a1
0.26 052

100 112
101 Scan
207 Time



S CED‘n
CORPORATION

MacQuan, version 1.6

Printed: Thu, Jan 3, 2002 06:45

CeDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 6 of 53

Calibration File: BDBAM Calibration Path: Apolio HD:Desktop Folder:AA Projects:bdbam:
Comments: No Comments

bdbami00€ Spec_4&_(783-67E)

Spec_4_(783-67E)

2:29 in 1 period
razole

Interna) Standard: 1.S.

Use Area

Absotute Retention Time

1: 2:29 MRM, 112 scans

344.2->194.0

Noise Thres. 2.5

Quant Thres. 1.1

Min. Width

Muit. Width

Base. Width

RT Win. (secs)

Smooth

Expscted RT

Areg o]

Height 0

Start Time

End Time

Integration Width
s Retention Time

Integration Type

=GN0
jd

bdbam1006 Spec_4_(783-87E)

Spec_é4_(783-67E)

2:29 in 1 period
1S,
use as Intemal Standard

1: 2:29 MRM, 119 scans
368.1->164.0

Nolse Thres. 2.1
Quant Thres. 1.5
Min. Width 4
Muit. Width 2
Base. Width 18
AT Win. (secs) 20
Smooth 2

0:00.0
0:00.0
0:00.0
0:00.0

Expected RT 0:59.2

Araa ¢
Height [
Start Time

End Time
Integration Width
Retention Time
intagration Type

RS

0:00.0
0:00.0
0:00.0
0:00.0

Wed, Jan 2, 2002 22:09

10 ()"

90
807
707
601
501
201
301
201
101

intengity: 400 cps

10 23 3442 58 67 86 97 113
ey f s s y ¥ '
101 Scan

21 41 61 81
0:26 0:52 1:17 142 2.07 Time

Wed, Jan 2, 2002 22:09

G0
804

-

501

intensity: 400 cps

4551 70 82 87 105

g

10 20 28
TR

g1 81 101 .
026 052 i1 goan

7 142 207 Time

B-11
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CeprA DCN 11-657-T1

cc ORPGRATION Mylan Pharmaceuticals Inc. PRIL-0367

MacQuan, version 1.6 Page 7 of 53
Printed: Thu, Jan 3, 2002 06:45

Callbration Fila: BDBAM Calibration Path: Apalio HD:Desktop Fokier AA Projects:bdbam:

Commants: No Comments

bdbam1007 Spec_5_(783-67G) Wed, Jan 2, 2002 22:12
Spec_5_(783-67G)
2:29 in 1 period

Omeprazole .

Intemal Standard: 1.S. intensity: 400 cps

Use Area 100

Absolute Retention Time

1: 2:29 MAM, 119 scans 904

344.2->194.0

Noige Thres. 2.5 507

Quant Thres. i1 704

Min. Width 6

Mult. Width 2 804

Base. Width 21 501

AT Win. (secs) 5

Smooth 2 204

Expected RT 1:18

Area 120 am

Height 23 200

Start Time 1:48

End Tima 1:23 109 83

integration Width 0:10.1 A 94

Retention Time 1:19 LI e e T Tsen

integration Type A-BB v o4 [ 142 207 Time

bdbam1007 Spec_5_(783-67G) Wed, Jan 2. 2002 2232

Spec_5_(783-67G)

2:29 in 1 pericd

LS.

use as Intemal Standard intensity: 400 cps
* JC-‘

1: 2:29 MRM, 119 scans 904

368.1->164.0

Noise Thres. 2.1 807

Quant Thres. 1.5 7

Min. Width 4

Muit. Width 2 301

Base. Width 18

RT Win. (secs) 20 501

Smooth 2 4

Expected RT 0:59.2

Area 54 3

Haeight 14 204

Start Time 0:55.4

End Time 1:02 101 47

integration Width 0:06.3 o . 80 114

Retention Time 0:59.2 YT T a8y 81 L4 T .

Integration Type A-BB 026 052 t@ 17 51"42 2()37 %Cnﬂ

B-12
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Mylan Pharmaceuticals Inc. PRIL-0367

MacQuan, version 1.6 Page 8 of 53
Printed: Thu, Jan 3, 2002 06:45

Calibration File: BDBAM Calibration Path: Apolio HD:Desktop Folder:AA Projects:bdbam:

Comments: No Comments

bdbam1008 Spec_6_(783-67D) Wed, Jan 2, 2002 22:15
Spec_6_(783-67D)
2:29 in 1 period

Omeprazole . .

Internal Standard: 1.S. intensity: 400 cps

Use Area 100N

Absolute Retention Time

1: 2:29 MAM, 119 scans 901

344.2->194.0

Noise Thres. 2.5 80

Quant Thres. 1.1 7oA

Min. Width 6

Muit. Width 2 6

Base. Width 21 .

AT Win. (secs) 5 507

Smooth 2 40

Expected RT 1:18

Area 0 307

Height 0 20

Start Time 0:00.0

End Time 0:00.0 144

Integration Width 0:00.0 L1 68 15 24 36 44 5461 79 91 113

Retention Time 0:00.0 TTTTTURY T 41 s1. 0 81 101 Scan

Integration Type 0:26 0.52 117 142 2:.07 Time

bdbam1008 Spec_6_(783-67D) Wed, Jan 2, 2002 22:15

Spac_6_(783-67D)

2:29 in 1 pariod

1.S.

use as Intemal Standard intensity: 400 cps
307

1: 2.28 MRM, 119 scans 90

368.1->164.0

Noise Thres. 2.1 801

Quant Thres. 15 7 ¢

Min. Width 4

Mult. Width 2 S 01

Base. Width 18 A

RT Win, (secs) 20 5¢

Smooth 2 204

Expected RT 0:59.2

Area ] 3

Haight O 2

Start Time 0:00.C¢

End Time 0:00.0 1

integration Width 0:00.0 o 4 14 25 37 4653 61 69 82 9389 109

Retention Time 0:00.0 Uy 41 &1 81 101 Scan

intagration Type 0:26 0352 1:17 1:.42 2:07 Time

B-13
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Printed: Wed, Jan 2, 2002 08:31

CeDRA DCN 11-657-T1

Mylan Pharmaceuticals Inc. PRIL-0367

Page 4 of 47

Calibration File' BDSLL Calbration Path Snoopy:Deskiop Foider AA PROJECTS:bdBli:

Comments: No Comments

BD8LL1004 Biank IS
Blank 1S

2:29 in 1 penod
Omeprazole
Intemal Standard: |.S.
Use Area
Absolute Retention Time
1. 2:29 MAM, 118 scans
344.2->194 0
Noise Thres.
Quam Thres.
Min. Width
Mult Width
Base. Width
RT Win. (secs)
Smooth
Expected RT
Area 0
Height ¢}
Start Time 0:00 0
End Time 0:000
integration Width 0:00.0
Retention Time 0:00.0
Integration Type

SR UTN OO W
4 oo

-y
Lo

BD8LL1004 Blank IS
Biank IS

2:29 in 1 period

1.8.
use as internal Standard

1: 2:29 MRM, 119 scans

36B8.1->164.0

Noise Thres. 10.0
Quant Thres 1.5
Min. Width 5
Muit. Width 2
Base. Width 17
RT Win. {secs) 20
Smooth 2
Expected RT 0:59.2

Area 58141
Height 10871

Start Time 0:52.9
End Time 114
Integration Width 0:21.4
Retention Time 0:59.2
Integration Type A-BB

Fri, Dec 28, 2001 17:33

intensity: 300 cps

Fr, Dec 28, 2001 17:33

ntensity 10889 cps
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Appendix C

Example Standard Curve Plot
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MacQuan, version 1 6
Printed” Wed, Jan 2, 2002 08.31

Calibration File. BDSLL Cakbration Path: Snoopy.Desklep Folder;AA PROJECTS . bd8H:

Comments: No Comments ( L (/

Page 1 of 1

Omeprazole 344.2->184.0 internal Standard: 1.S.
Weighted (1/x*x}

Intercept = 0.000736

Slope = 0.008192

Correlation Coeff. = 0 998809
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CeprA DCN 11-657-T1

cg PomaTiON Mylan Pharmaceuticals Inc. PRIL-0367

DCN: 11-350-V2

Appendix D

List of Contributors
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Project Director:
Technical Review:

Analyst:

Data Management Unit:

Quality Assurance Unit:

List of Contributors

Melvin Tan

Michael P. Sullivan, M.S.

Bryan Dockery

Kathryn Rogers

Robert Orozco

Emily Wienen
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