APPENDIX

APPENDIX-1

Preparation of standard praziquantel in plasma blank of standard curve for

each day
Stock A = praziquantel 40 ug/ml
Stock B = praziquantel 4 pg/ml (4000 ng/ml)
Stock C = diazepam 250 pg/ml
Stock D = diazepam 25 pg/ml
Praziquantel
2000 ng/ml = blank plasma 200 pl + 200 pl of 4000 ng/ml
1600 ng/mt = blank plasma 200 pl + 200 pl of 3200 ng/ml
800 ng/ml = blank plasma 200 pl + 200 1 of 1600 ng/ml
400 ng/ml = blank plasma 200 pl + 200 pl of 800 ng/ml
200 ng/ml = blank plasma 200 pl + 200 ul of 400 ng/ml
100 ng/ml = blank plasma 200 pl + 200 pl of 200 ng/mi
Diazepam
0.84 pg/ml = 840 pl of 25 ng/ml diazepam diluted to 25 ml with

mobile phase
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APPENDIX-2
Protein precipitation method

200 ul plasma or spiked standard and internal standard (50 pl)

\J

vortex 30 sec {added dropwise 50 pl zinc sulphate (0.2 M)}

\

vortex 30 sec {added dropwise 400 pl acetonitril}

\

kept for 15 min

\J

centrifuged ét 14,000 g for 7 min

"

100 pl suppernatant was injected



APPENDIX-3

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

subjects receiving a single oral dose of 40 mg/kg praziquantel alone.
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Plasma praziquantel concentration (ng/ml)

Time
() Subject number (S1 - S10)
1 5 7 9 10 Mean SD
0 0 0 0 0 0 0 0 0 0 0 0
0.25 240 ND ND ND ND ND ND ND ND 140 38 835
0.5 370 ND 430 ND 250 110 90 90 ND 190 153 1544
0.75 400 390 450 350 290 250 210 240 80 580 324 140.81
| 410 920 540 850 510 385 250 260 140 690 495.5 259.81
2 580 1230 | 1650 940 1780 860 410 540 320 620 893 509.4
3 360 950 920 820 1550 410 980 560 470 560 758 362.76
4 300 580 550 330 1040 330 640 470 970 540 575 254.96
6 240 290 500 250 360 180 300 385 620 410 353.5 132.2
8 190 250 370 180 240 140 210 260 150 300 239 65.05
10 150 160 280 90 180 110 120 160 160 240 165 57.78
12 90 40 140 40 150 80 80 110 110 80 92 36.76
24 ND ND ND ND ND ND ND ND ND ND - -




APPENDIX-4
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Plasma concentrations of praziquantel at 0-24 hour interval in each of ten

subjects receiving a single oral dose of 40 mg/kg praziquantel after

pretreatment with 600 mg rifampicin orally for 5 days.

Plasma praziguantel concentration (ng/ml}
Time .
Subject number (S1 - 810)
(hr)
2 3 4 5 6 8 9 10 Mean SD
0 0 0 0 0 0 o 0 0 0 0 0 ¢
0.25 ND | ND | ND | ND | ND | ND | ND | ND | ND } 40 13.33 | 23.09
0.5 ND | ND|(ND | ND | ND | ND|ND| ND | ND | 80 26.67 | 46.19
0.75 ND | ND | ND | ND | ND | ND | ND | 90 80 80 83.33 5.77
1 ND | ND ! ND | ND | ND | ND | ND | 140 | 140 | %0 123.33 | 18.87
2 ND | ND | ND | ND ND ND | ND | 150 | 150 | 90 130.00 | 34.64
3 ND | ND{ND | ND | ND | ND | ND | 150 | 190 | 90 | 143.33 | 50.33
4 ND |ND | ND | ND| ND|ND|ND| 9 | 140 | 40 90.00 | 50.00
6 ND | ND|ND|ND|ND|ND|ND| 40 | 140 | ND 60.00 | 72.11
8 ND |ND|ND|ND | ND|ND|ND|ND|ND} ND - -
10 ND | ND | ND | ND | ND | ND | ND | ND | ND | ND - -
12 ND | ND|{ND | ND | ND | ND | ND | ND | ND | ND - -
24 ND | ND { ND | ND | ND | ND [ ND | ND | ND | ND - -

" Plasma praziquantel concentrations could not be determined in all plasma’

samples of subject number 1 -7 (S1-87).

ND =

not detectable
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APPENDIX-5

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

subjects receiving a multiple oral dose of 25 mg/kg praziquantel alone,

Plasma praziquantel concentration (ng/ml)

Time
Subject number (S1-S10)
(hr)
1 2 3 4 5 6 7 8 9 10 Mean SD
0 90 260 120 ND 90 240 120 80 140 80 122 77.29
0.25 90 430 140 ND 220 140 80 40 90 110 134 119.83
0.5 240 830 160 90 330 480 720 80 140 150 322 | 268.65
0.75 210 1380 210 120 550 845 650 80 140 220 | 440.5 | 41899
1 180 950 210 90 620 . 690 450 120 180 430 302 | 28714
2 240 760 1380 385 970 385 370 180 370 620 576 | 364.51
3 520 560 330 240 950 290 300 385 430 440 | 444.5 | 20494
4 300 520 350 180 385 240 260 280 280 510 | 3305 | 112.21
6 150 300 280 140 190 90 160 190 190 370 201 87.49
8 140 180 140 80 90 o0 120 140 140 120 124 30.62
10 80 140 140 ND 90 80 90 40 80 80 82 4131
12 40 90 90 ND 40 40 80 ND ND 40 42 35.53
24 ND ND ND ND ND ND ND ND ND ND - -
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APPENDIX-6

Plasma concentrations of praziquantel at 0-24 hour interval in each of ten
subjects receiving multiple oral doses of 25 mg/kg praziquantel (three times)

after pretreatment with 600 mg rifampicin orally for 5 days.

Plasma praziquantel concentration (ng/ml)
Time "
Subject number (S1 - S10)
(hr)
1 2 3 4 5 6 7 8 9 10 Mean SD
0 ND | ND | ND | ND | ND | ND | ND | ND | ND | ND - -
0.25 ND | ND | ND | ND | ND | ND | ND { ND | ND | ND - -
0.5 ND | 80 | ND | ND | ND | ND | ND | ND | ND | ND 16 35.78
0.75 ND | 190 | ND | ND | ND | ND | 40 | ND | ND | ND 46 82.34
1 140 [ 190 | ND | ND [ ND | ND | 80 | ND | ND | 40 90 76.16
2 90 [ 180 [ ND { ND | ND | ND | 190 | ND [ ND | 40 100 83.96
3 90 [ 140 § ND | ND | ND | ND | 140 | ND | 240 | 190 160 57.01
4 40 | 90 | ND [ ND | ND | ND | ND | ND | 260 | 90 96 99.15
6 ND | 90 | ND | ND | ND | ND | ND | ND | 140 | 40 54 60.66
8 ND | ND | ND [ ND | ND | ND | ND | ND | 40 | ND 8 17.89
10 ND | ND | ND | ND | ND | ND|ND | ND | ND ]| ND - -
12 ND | ND | ND | ND | ND | ND | ND | ND | ND | ND - -
24 ND | ND | ND | ND | ND | ND | ND | ND | ND { ND - -

" Plasma praziguantel concentrations could not be determined in all plasma samples
of subject number 3 — 6 and 8 (S3-56, S8).
ND = not detectable



APPENDIX-7
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ABAOMEN 1.t e
EXITEMIIES 1.t
Neuroexamination :
Conciousness : { ) poor
( ) fair
( ) good
Eyes : pupil diameter..............coooiiiiiiii
Movement.........c.ooiiiiiiii
RTL. .,
Other. ...,
Reflexes ettt eeeee et ieeeeiteeatee et irrenertraaaaeeean
MUsSCle POWET 1.
a7UMIns29T1eMe
() agluinauaiong
() Waln@
6. MIATIINNHBIURTANS
6.1 CBOC Ol e e a e
6.2 FBS Bl e e
6.3 Renal function test (BUN, Creatinine) Hal. ... .....oovirieriiiiaeeeeeanenanns

6.4 Liver function test (SGOT, SGPT, ALP, Direct bilirubin, Albumin/globulin)
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