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APPENDIX

APPENDIX-1

Preparation of standard mefloquine and mefloquine metabolite in blank plasma of

standard curve for each day

Stock A= mefloquine 400 pug/ml Stock D= mefloquine metabolite 400 ug/ml
Stock B= mefloquine 40 pug/ml Stock E= mefloquine metabolite 40 pg/ml

Stock C= mefloquine 4 ug/ml Stock F= mefloquine metabolite 4 pg/ml

1000 ng/ml = blank plasma 200 ul+100 pl of mefloquine 4000 ng/ml +100 pl
of mefloguine 4000 ng/ml

500 ng/ml = blank plasma 200 ul +200 pl of mefloquine and metabolite
1000 ng/ml

250 ng/ml = blank plasma 200 ul +200 ul of mefloquine and metabolite
500 ng/ml

125 ng/ml = blank plasma 200 ul +200 ul of mefloquine and metabolite
250 ng/ml

62.5 ng/ml = blank plasma 200 ul +200 pl of mefloquine and metabolite
125 ng/ml
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APPENDIX-2

Protein precipitation method

200 pl plasma or spiked standard

!

50ul Zinc sulphate 0.2 M (vortex 30 sec)

500ul acetonitrite (vortex 30 sec)

!

Kept for 15 min

!

Centrifuged at 10,000 g for 5 min

!

Supernatant was transferred to another tube (600ul)

!

Evaporated at 55-60°C for 3-4 hours under a stream of air

Residue 200pl of mobile phase

!

100 pl injected



APPENDIX-3

Analysis of variance for AUC, 4 of data mefloquine

AUC Period Sequence Subject
120.92 1 1 1
130.38 1 1 2
181.34 1 1 3
201.85 1 1 4
176.53 2 2 5
175.57 2 2 6
178.49 2 2 7
112.16 2 2 8
298.75 2 1 1
301.54 2 1 2
240.38 2 1 3
247.71 2 1 4
359.05 1 2 5
394.22 1 2 6
217.97 1 2 7
228.76 1 2 8
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Dependent Variable: AUC

Type III Sum
Source of Squares df Mean Square F Sig.
Corrected Model 65466.1632 3 21822.054 7.462 .004
Intercept 794602.874 1 794602.874 271.702 .000
PERIOD 667.706 1 667.706 .228 .641
SEQUDE 898.201 1 898.201 .307 .590
PERIOD * SEQUDE 63900.256 1 63900.256 21.850 .001
Error 35094.476 12 2924.540
Total 895163.512 16
Corrected Total 100560.638 15

a. R Squared = .651 (Adjusted R Squared = .564)

APPENDIX-4

Plasma concentrations of mefloquine (ng/ml) at 0-1320 hr in subjects receiving a

single oral dose of 500 mg mefloquine alone
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Time Plasma mefloquine concentration (ng/ml)
(hr) Subject number (S1-S8)
1 2 3 4 5 6 7 8 Mean S.D.
0 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
0.5 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
1 0.00 0.00 | 7714 | 75.46 | 0.00 0.00 0.00 0.00 16.96 64.12
2 102.64 | 0.00 |181.04|196.00|180.64 | 113.41 | 113.18 | 90.83 108.64 78.43
3 208.35|105.47 | 256.78 | 376.58 | 229.94 | 288.76 | 277.56 | 204.80 | 216.47 98.64
4 216.92 | 122.91 | 409.09 | 287.55 | 360.38 | 311.39 | 407.45 | 248.73 | 262.71 84.15
6 379.41 1 196.97 | 389.23 | 291.14 | 302.79 | 248.05 | 435.37 | 234.26 | 275.25 88.89
8 331.18 | 315.31 | 345.85 | 258.68 | 323.02 | 418.89 | 455.24 | 168.18 | 290.71 54.42
10 385.97 | 261.17 | 374.56 | 256.23 | 338.76 | 307.67 | 345.23 | 249.71| 279.92 75.32
12 285.80 | 156.06 | 355.23 | 268.52 | 341.37 | 351.37 | 396.25 | 350.04 | 278.29 51.76
24 362.12 | 356.09 | 401.23 | 318.20 | 344.89 | 347.96 | 385.34 | 231.68 | 305.28 62.34
48 453.50 | 380.50 | 362.33 | 375.30 | 283.13 | 290.39 | 277.63 | 303.17 | 302.88 37.58
72 338.67 | 310.75 | 301.25 | 288.33 | 309.18 | 260.32 | 243.52 | 228.87 | 253.43 47.28
144 296.63 | 193.10 | 203.63 | 153.19 | 270.18 | 211.54 | 205.36 | 177.38 | 190.11 42.37
312 120.42 | 215.02 | 163.23 | 144.41 | 250.06 | 149.10 | 167.53 | 146.99 | 150.75 27.37
480 105.60 | 149.60 | 136.23 | 197.49 | 161.89 | 139.43 | 124.62 | 156.08 | 130.10 65.67
816 0.00 0.00 |121.89|169.11| 83.92 | 102.59 | 112.82 | 0.00 65.59 44.01
1152 0.00 0.00 | 7148 | 77.38 | 0.00 | 76.49 | 98.63 | 0.00 36.00 22.10
1320 0 0.00 0.00 0.00 0.00 | 62.50 | 0.00 0.00 6.94 20.67
APPENDIX-5

Plasma concentrations of mefloquine (ng/ml) at 0-1320 hr in subjects receiving a

single oral dose of 500 mg mefloquine and 400 mg ketoconazole
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APPENDIX-6

Plasma concentrations of mefloquine metabolite (ng/ml) at 0-1320 hr in

subjects receiving a single oral dose of 500 mg mefloquine alone
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APPENDIX-7
Plasma concentrations of mefloquine metabolite (ng/ml) at 0-1320 hr in subjects

receiving a single oral dose of 500 mg mefloquine and ketoconazole 400 mg
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Time Plasma mefloquine metabolite concentration (ng/ml)
(hr) Subject number (S1-S8)
1 2 3 4 5 6 7 8 Mean S.D.
0 0.00 0.00 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 0.00 0.00
0.5 0.00 0.00 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 0.00 0.00
1 0.00 0.00 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 0.00 0.00
2 0.00 0.00 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 77.41 8.60 25.60
3 0.00 | 63.32 | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 |153.48| 24.09 52.08
4 0.00 69.84 | 62.50 | 0.00 0.00 0.00 (113.18|170.39| 46.21 60.24
6 76.14 | 82.48 | 51.45 | 72.10 |128.82| 0.00 [251.45[(195.15| 95.29 76.28
8 108.93 | 101.63 [159.10|215.54 | 125.47|108.96|304.65|126.19| 138.94 66.26
10 101.39 | 129.65 |289.56|243.36|141.58|107.46|388.81|239.49| 182.37 96.18
12 177.79 | 149.59 [185.85|299.11|185.77(121.65|241.16|370.41| 192.37 77.86
24 228.65 | 262.72 | 225.68|380.35|223.58|215.51[257.24 | 267.15| 228.99 50.87
48 351.03 | 240.36 | 354.32|481.18|268.23|261.13|337.42|440.92| 303.84 81.40
72 382.11 | 434.75 |451.28368.07 | 321.47|302.77|434.32|347.95| 338.08 53.83
144 450.41 | 372.00 | 419.48|398.93[434.78|349.44|302.03|455.16| 353.58 52.21
312 366.95 | 410.51 |1 324.43|299.95|525.10(293.67 | 354.01|519.23| 343.76 86.92
480 357.43 | 345.86 | 272.13|252.60|358.54|279.10(281.48|355.04| 278.02 43.92
816 22547 | 312.68 |1261.08|202.51(212.91(262.50|110.00|284.94| 208.01 58.97
1152 190.99 | 180.08 [101.04]189.11|194.90{180.00| 96.00 |118.02| 138.90 40.80
1320 165.21 [ 171.98 | 72.50 |110.00(105.06|160.00| 0.00 | 85.75 96.72 54.35
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APPENDIX-8
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Neuroexamination :
Condition : ( ) poor
() fair
(1) good

Eyes pupil diameter.. ..o,

MOV M N . e,

a7UHaRns99519N"e
() 2t lunaailng
() WaUns

6. N1IMgIANWURILIRNS

6.1 CBC A N
6.2 FBS A N
6.3 Renal function test (BUN, Creatining) Na.......cccvvvvvvvveeeeeiiiiieiieieeeieee

6.4 Liver function test (SGPT, SGOT, ALP, Direct/indirect bilirubin,
AIBUMIN/GIOBUIINY BIR.....eiiiiiiciiie e,
7. a7UHar89N19M9IRTNNNELANN L TRNS
() aglunoaing

() RALNR FEL (1)
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