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APPENDIX

APPENDIX-1

Preparation of standard praziquantel in blank plasma of standard curve for each day

Stock A = praziquantel 40 LLg/mi
Stock B = praziquantel 4 LLg/ml {4000 ng/ml)
Stock C = diazepam 250 [Lg/ml

Stock D = diazepam 25 Lg/mi

Praziguantel
1,600 ng/ml = blank plasma 200 [LI + 200 W of 3200 ng/mi
800 ng/ml = blank plasma 200 LI + 200 [U of 1600 ng/m|
400 ng/mt = blank plasma 200 LL! + 200 FLI of 800 ng/mi
200 ng/mi = blank plasma 200 [ + 200 LUl of 400 ng/ml
100 ng/ml = biank plasma 200 LUl + 200 LU of 200 ng/ml
Diazepam

2.70 lg/ml = 2.7 ml of 25 Lg/ml diazepam diluted to 25 ml with mobile phase
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APPENDIX-2
Protein precipitation method

400 w! of plasma and internal standard (50 pi)

A 4
vortex 30 sec { added dropwise 50 ul Zinc sulphate(0.4M)}

v
vortex 30 sec { added dropwise 400 il acetonitrile}

v
kept for 15 min

v
centrifuged at 14,000 rpm for 10 min

v
200 ! supernatant was injected
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Piasma concentrations of praziquantel at 0-24 hours interval in each of ten subjects

receiving a single oral dose of 20 mg/kg praziquantel alone.

Time Plasma praziquantel concentration (ng/ml}
(hr) Subject number ($1-S10)
1 2 3 4 5 6 7 8 9 10 Mean SD
0 0 0 0 0 0 0 0 0 0 0 0 0
0.5 0 0 320 0 0 0 0 116 | 29 | 155 62 106.60
0.75 0 0 428 | 32 |513| 0 0 125 | 72.7 | 53.1 | 76.21 | 130.17
1 0 1781 295 | 101 | 60.7 [ 109} O 145 | 95.3 | 43.1 | 76.88 | 90.80
1.5 87 | 64 | 363 71.5(66.9 169 | 10.7 | 152 | 53.4 | 52.8 | 109.03 | 100.87
2 906 [ 66.7 | 428 | 58.3 | 206 | 108 [ 19.2 | 135 [ 39.2 | 41.1 | 119.21 | 121.50
3 52.7 1 182 | 528 [ 499|288 (813489 {918 29 |36.2|138.78 | 158.85
4 41.9 | 206 | 340 | 412 192 | 62 | 414|589 |37.8| 167 | 103.79 | 106.12
6 19.6 | 160 | 325 [ 352 | 96 [34.2|19.1|46.8 | 36.1 0 77.20 | 98.59
8 143| 80 [ 167 0 [584|379( 0 [442|197] 0 38.74 | 52.97
10 0 494 108 0 |545(136| 0 2r4]1 0 0 2407 | 36.57
12 0 327439 0 |456 O 0 |222] 0O 0 14.44 19.67
24 0 0 0 0 0 0 0 0 0 0 0 0
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APPENDIX-4
Plasma concentrations of praziquantel at 0-24 hours interval in each of ten subjects

receiving a single oral dose of 20 mg/kg praziquantel after pretreatment with 400 mg

ketoconazole orally for 5 days.

Time Plasma praziquantel concentration (ng/mi)
(hr) Subject number (S1-S10)
1 2 3 4 5 6 7 8 9 10 | Mean SD
0 0 0 0 0 0 0 0 0 0 0 0 0

05 | 646 (8971345 | 255 (879|100 | 0 | 117 | 154 | 278 | 149.12 | 108.69

0.75 | 200 | 151 { 357 | 446 | 296 | 101 [ 20.8| 218 | 379 188 | 24558 | 131.39

1 523 | 159 | 351 | 392 | 345 | 281 {545} 226 | 440 | 156 | 292.75 | 144.76

1.5 | 340 {224 [ 463 | 234 | 371 | 314 | 548 | 232 | 444 | 116 | 279.28 | 132.74

2 319 | 226 | 380 | 182 | 382 | 522 | 81.1| 239} 356 | 112 | 279.91 | 136.73
3 227 320 | 365 | 166 | 395 | 524 | 68.6 | 222 | 273.4 | 61.5 | 258.65 | 145.46
4 187 | 236 | 333 | 149 | 288 | 275 { 61.1{ 183 | 211 326 | 19557 | 95.83
6 748 133 | 197 | 878 123 | 174 | 23.1 | 101 117 11221 104.29 | 58.70
8 421 1699 1957 {41.7 [63.3 | 141 0 |71.3] 785 0 59.35 | 42.39
10 202 3127123456141 131 511 ©61.6 46.22 | 38.89
32.35 | 30.01

0
12 196 | 355(691) 15 (318967 0 (301 257
0

o || C

24 0 0 0 0 0 0
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APPENDIX-5

Plasma concentrations of praziquantel at 0-24 hours interval in each of ten subjects

receiving a single oral dose of 20 mg/kg praziquantel after pretreatment with 200 mg

itraconazole orally for 5 days.

Time Plasma praziquantel concentration (ng/ml)
(hr) Subject number (S1-S10)
1 2 3 4 5 6 7 8 9 10 Mean SD
0 0 0 0 0 0 0 0 0 0 0 0 0
05 0 871 244 | 608|543 |303 (114 [ 252 | 77.3 | 26 | 143.45 | 164.64
0.75 0 122 | 427 [64.6| 657 | 303 |76.7 375 | 91.2 | 506 | 189.44 | 219.21
1 0 132 | 367 | 105 | 572 | 3031489} 375 | 128 51 | 180.92 | 190.29
1.5 | 971 | 151 346 | 220 | 535 (303331417 | 114 26 | 196.95 | 178.96
2 66.8 | 159 | 319 | 117 [ 446 | 317 | 24 | 320 | 128 | 18.7 | 191.55 | 148.09
3 552 | 388 | 260 | 117 [ 320 | 530 | 24 | 194 | 195 | 11.6 | 209.46 | 68.57
4 59.9 | 420 § 168 | 117 | 187 | 237 | 19.2| 143 | 169 | 10.1 | 1563.02 | 119.42
6 311 | 281 125 | 576 95 [ 110} O 69 | 784 0 84.71 | 81.07
8 222 | 107 | 87.7 1408483115} 0 |395]| 355 0 49.6 40.92
10 0 55.7 58 (155 (342|115 O 0 14,2 0 29.26 | 37.62
12 0 40.3 | 547 0 |342]|1103}| 0O 0 0 0 23.22 | 3496
24 0 0 0 0 0 0 0 0 0 0 0 0
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Number of subjects which are computed along with the standard deviation by using

h = +20% and giving O = 0.05 corresponding to 90%CI depicted in following table:

Number of subjects O (%)
2 +15
3 t18
4 +21
5 123
6 +25
10 +32
12 +35
15 +40
20 +46
24 150
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