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Selectivity Data for Simvastatin in Human plasma

Theoretical
Matrix ID Concentration Accuracy (%)
(0.15 ng/mL)
Lot1-1 0.162 108.0
Lot1-2 0.172 114.7
Lot1-3 0.165 110.0
Lot2-1 0.149 99.3
Lot2-2 0.161 107.3
Lot2-3 0.144 96.0
Lot3-1 0.157 104.7
Lot3-2 0.145 96.7
Lot3-3 0.186 124.0
Lot4-1 0.162 108.0
Lot4-2 0.170 113.3
Lot4-3 0.147 98.0
Lot5-1 0.140 93.3
Lots-2 0.171 114.0
Lot5-3 0.204 136.0
n i)
Mean 0.159
SD 0.0104
RSD (%) 6.5
Accuracy (%) 106.0
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Calibration Curve Parameters for Simvastatin in Human plasma

Analysis Group Slope y-Intercept Correlation Coefficient
001 55.64169183 -0.08225152632 0.9956
002 55.01285927 0.294891413 0.9974
003 53.47304402 0.833452586 0.9954

Calibration Curve Data for Simvastatin in Human plasma

Theoretical Concentration (ng/mL)

Analysis Group 0.05 0.10 0.50 2.0 10.0 25.0 45.0 50.0
0.053 *0.120 0.450 2.017 9.469 24.606 44.949 50.751
o 0.044 0.111 0.480 2117 10.009 24.802 45.415 52.846
0.050 *0.083 0.472 1.872 10.370 24.788 46.422 49.323
002 0.053 0.089 0.520 1.970 10.407 25.146 45.394 52.321
0.046 0.118 0.501 2.104 9.891 24.573 45.424 51.926
008 *0.034 0.100 0.499 1.869 9.440 25.251 45.054 47.543

n 5 4 6 6 6 6 6 6

Mean 0.0492 0.106 0.485 2.02 10 24.8 45.5 51.4

SD 0.00409 0.0151 0.0269 0.101 0.385 0.228 0.542 1.41

RSD (%) 8.3 14.2 5.6 5.0 3.9 0.9 1.2 2.7
Accuracy (%) 98.4 106.0 97.0 101.0 100.0 99.2 101.1 102.8

* Failed acceptance criteria

3.3 HEEER

F i T HFRNREEZR 0.05 ng/mL.

Sensitivity Data for Simvastatin in Human plasma

Analysis Group Theoretical Concentration (ng/mL) Calculated Concentration (ng/mL) Diff (%)

0.052 4.0
0.057 14.0
0.061 22.0

001 0.05
0.053 6.0
0.053 6.0
0.058 16.0

n 6
Intra-Assay Mean 0.0557
SD 0.00356
RSD (%) 6.4

Accuracy (%) 111.4



0.037 -26.0

0.054 8.0
0.053 6.0
002 0.05
0.042 -16.0
0.05 0.0
0.049 =210
n 6
Intra-Assay Mean 0.0475
SD 0.00666
RSD (%) 14.0
Accuracy (%) 95.0
0.042 -16.0
0.034 -32.0
0.055 10.0
00.3 0.05
0.057 14.0
0.056 12.0
0.052 4.0
n 6
Intra-Assay Mean 0.0493
SD 0.00929
RSD (%) 18.8
Accuracy (%) 98.6
Overall
n 18
Inter-Assay Mean 0.0508
SD 0.00742
RSD (%) 14.6
Accuracy (%) 101.6

3.4 {REEFERE
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Quality Control Sample Data for Simvastatin in Human plasma

Analysis Group Theoretical Concentration (ng/mL)

0.15 DIff (%) 2.50 Diff (%) 37.50 DIff (%)
0.168 12.0 2.542 1.7 41.650 111
0.184 22.7 2.408 -3.7 43.271 15.4

001 0.128 -18.0 2.545 1.8 39.711 5.8
0.167 11.3 2.659 6.4 41.425 10.5
0.164 9.3 2.698 7.9 42.934 14.5
0.169 12.7 2.656 6.2 42.339 12.9



Intra-Assay Mean 0.163 2.58 41.9

SD 0.0206 0.108 1.28
RSD (%) 12.6 4.2 3
Accuracy (%) 108.7 103.2 111.7
0.146 -2.7 2.744 9.8 42.705 13.9
0.148 =18 2.752 10.1 43.630 16.3
0.198 32.0 2.716 8.6 41.227 9.9
002
0.146 -2.7 2.804 12.2 43.115 15.0
0.149 -0.7 2.791 11.6 40.796 8.8
0.169 12.7 2.735 9.4 44.287 18.1
n 6 6 6
Intra-Assay Mean 0.159 2.76 42.6
SD 0.0209 0.0338 1.37
RSD (%) 13.1 1.2 32
Accuracy (%) 106.0 110.4 113.6
0.145 -3.3 2.603 4.1 37.779 0.7
0.164 9.3 2627 5.1 39.645 5.7
0.140 -6.7 2.718 8.7 39.1 4.3
003
0.171 14.0 2.800 12.0 39.62 5.7
0.166 10.7 2.759 10.4 39.212 4.6
0.164 9.3 2.856 14.2 40.067 6.8
n 6 6 6
Intra-Assay Mean 0.158 2.73 392
SD 0.0126 0.0984 0.793
RSD (%) 8.0 36 2.0
Accuracy (%) 105.3 109.2 104.5
Overall
n 18 18 18
Inter-Assay Mean 0.16 2.69 413
SD 0.0174 0.112 1.86
RSD (%) 10.9 42 45
Accuracy (%) 106.7 107.6 1101
3.5 Bl RN E BN
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Recovery Data for Simvastatin and the Internal Standard in Human plasma

Simvastatin Internal Standard

Cl:izﬁlt'iact?cin Extracted QC Sample Recovery Sample Extracted QC Sample Recovery Sample
R Peak Area Peak Area Peak Area Peak Area
999 945 12029 12579
1028 1115 12205 13100
1197 1136 10692 12663
0.15
944 11339
1007 11887
1104 11482
n 6 3 6 3
Mean 1046.5 1065.3 11605.7 12780.7
SD 90.1 104.7 554.8 279.7
RSD (%) 8.6 9.8 4.8 2.2
Recovery (%) 98.2 90.8
17637 17226 11660 12670
17319 18370 11419 12885
&9 17088 18739 11415 13436
16727 10823
17884 11624
17708 11745
n 6 3 6 3
Mean 17393.8 18111.7 11447.7 12997.0
SD 434.0 788.9 333.7 395.1
RSD (%) 25 4.4 2.9 3.0
Recovery (%) 96.0 88.1
266419 306422 11339 13796
278968 299496 11621 13038
274490 304232 12101 13685
3.5
281748 11877
272109 12123
285356 11711
n 6 8 6 3
Mean 276515.0 303383.3 11795.3 13506.3
SD 6884.9 3540.1 301.1 409.4
RSD (%) 2.5 1.2 2.6 3.0
Recovery (%) 91.1 87.3

Overall Recovery (%) 95.1 88.7



Matrix Factor Data for Simvastatin and the Internal Standard in Human plasma

Simvastatin Internal Standard

Post Extraction

Matrix ID Spike Peak
Area
Lot1 918.0
Lot2 789.0
Lot3 756.0
Lot4 827.0
Lots 745.0
Lot6 754.0
n
Mean
SD
RSD (%)
Lot1 217534.0
Lot2 218332.0
Lot3 219329.0
Lot4 225575.0
Lots 217642.0
Lot6 213755.0
n
Mean
SD
RSD (%)
3.6 IZEM

Mean Pure
Solution
Peak Area

Pure
Solution
Peak Area

1090.0 1111.7
1103.0

1142.0

304163.0  293171.7
289525.0

285827.0

Post Extraction

l'l"aa:trg; Spike Peak
Area
0.826 9930.0
0.710 9594.0
0.680 9164.0
0.744 9502.0
0.670 9598.0
0.678 9545.0
6
0.718
0.0596
8.3
0.742 9578.0
0.745 9133.0
0.748 9731.0
0.769 10225.0
0.742 10051.0
0.729 9500.0
6
0.746
0.0131
1.8

Pure Mean Pure Matrix ISTD
Solution Solution Factor Normalized
Peak Area  Peak Area Matrix Factor
13171.0 13052.7 0.761 1.09
12972.0 0.735 0.966
13015.0 0.702 0.969
0.728 1.02
0.735 0.912
0.731 0.927
6 6
0.732 0.981
0.0188 0.0655
2.6 6.7
12829.0 12389.0 0.734 1.01
12318.0 0.700 1.06
12020.0 0.746 1.00
0.783 0.982
0.770 0.964
0.728 1.00
6 6
0.744 1.00
0.03 0.0325
4.0 3.8

FATHEER. IIEEER. R5REMMNRELERRE 4 CRF 16 RIIFH TRE

Solution Stability for Simvastatin Stored at 4°C for 15 Days

Lowest Concentration

Internal Standard

Highest Concentration

Stock
Standard Solution
Time 0 Days 15 Days
Peak Area Ratio 2.4779 2.3844
Peak Area Ratio 2.4440 2.3874
Peak Area Ratio 2.4665 2.4006
Peak Area Ratio 2.4706 2.4095
Peak Area Ratio 2.4800 2.4077
Peak Area Ratio 2.4865 2.4093
n 6 6
Mean PeakArea Ratio 2.47 2.40
Combined Mean 2.44

Working Solution
0 Days 15 Days 0 Days 15 Days
0.4036 0.4194 0.0295 0.0271
0.4092 0.4189 0.0293 0.0270
0.4054 0.4166 0.0293 0.0267
0.4048 0.4150 0.0293 0.0264
0.4032 0.4153 0.0296 0.0269
0.4022 0.4151 0.0290 0.0272
6 6 6 6
0.405 0.417 0.0293 0.0269
2.96 -8.2

Working Solution

0 Days 15 Days
1.2133 1.1432
1.2139 1.1494
1.2178 1.1496
1.2161 1.1514
1.2113 1.1506
1.2157 1.1427
6 6
1.21 1.15

-4.96



Short-Term Matrix Stability Data for Simvastatin in Human plasma 29 B RN RFEINEBHEFE DR FER o6h 2 E
After Storage at -80°C for 15 Days

MRIf.
Theoretical
Concentration . Diff (%) 37.5 Diff (%) Reinjection Reproducibility Data for Simvastatin in Human plasma
(ng/mL) Storage at 4°C for 96 Hours

0.156 4.0 40.358 7.6

Theoretical Calculated
0.161 7.3 40.952 9.2 Concentration : Diff (%)
oy Concentration (ng/mL)
0.176 17.3 40.714 8.6 {ng/mt)
0.149 -0.7 35.808 -4.5 0.156 4.0
0.160 6.7 37.420 -0.2 0.165 10.0
0.173 15.3 38.238 2.0 o5 0.166 10.7
n 6 6 ' 0.167 11.3
Mean 0.163 38.9 0.155 3.3
SD 0.0103 2.09 0.170 188
RSD (%) 6.3 5.4 Mean 0.163 108.7
Accuracy (%) 108.7 103.7 2.618 4.7
2.581 3.2
After Storage at -80°C for 45 Days 55 2201 14.7
2.730 9.2
Theoretical
2.721 8.8
Concentration . Diff (%) . Diff (%)
(ng/mL) 2.776 11.0
0.154 2.7 31.011 -17.3 Yzl 2.72 108.8
0.164 9.3 32.960 -12.1 41.46 10.6
0.164 9.3 34.333 8.4 39.806 6.1
0.142 -5.3 34.346 -8.4 . 40.248 7.3
0.129 -14.0 30.482 -18.7 39.148 4.4
0.180 20.0 35.328 5.8 plres 1.3
n 6 B 40.487 8.0
Mean 0.156 33.1 Mean 40.5 Accuracy (%) 108.0
SD 0.0181 1.96 Original Analysis 3 Reinjgction 96 hours
Group: Analysis Date:
RSD (%) 11.6 5.9
Slope: 53.47304402 Slope: 53.55975644
Accuracy (%) 104.0 88.3
y-Intercept: 0.833452586 y-Intercept: ~ 1.007984204
Correlation 0.9954 Correlation 0.9957

Coefficient: Coefficient:
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Sample Dilution Analysis for Simvastatin in Human plasma Assessment for the Quantitation of Simvastatin in Hyperlipidaemic
Human plasma

Theoretical 10X Dilution  Diff (%)

Concentration (ng/mL)

Theoretical Concentration 0.15 (ng/mL) 37.5 (ng/mL)

23.807 -90.5
0.154 39.789
24.004 -90.4
0.147 39.196
25.778 -89.7
250 0.160 40.651
25.394 -89.8
0.147 37.758
24.139 -90.3
0.154 38.068
25.858 -89.7
0.157 40.528
n 6
n 6 6
Mean 24.8
Mean 0.153 39.3
SD 0.947
SD 0.00527 1.22
RSD (%) 3.8
RSD (%) 3.4 3.1
Accuracy (%) 9.9
Accuracy (%) 102.0 104.8
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