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FARMOVS 18s96 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT 21
Dose: 1 cigarette QDose: 2 mg nicoline chew piece QOose: 1 mg nicotine buccal spray
1-hourly 2-hourly 1-hourly
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FARMOVS 18796 (SACT 027/96)
PLASMA COTININE CONCENTRATIONS
SUBJECT 22
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FARMOVS 18/96 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT 23
Dose: 1 cigarelte Dose: 2 mg nicotine chew piece Dose: 1 mg nicotine buccal spray
1-hourly 2-hourly 1-hourly
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FARMOVS 1896 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT P4
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FARMOVS 18,96 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT 26
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FARMOVS 18796 (SACT 02/96)
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SUBJECT 27
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FARMOVS 18796 (SACT 02/96)

PLASMA COTININE CONCENTRATIONS
SUBJECT 28
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FARMOVS 18,96 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT 29
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FARMOVS 1896 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT 30
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FARMOVS 1896 (SACT 02/96)
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FARMOVS 18s96 (SACT 02/96)
PLASMA COTININE CONCENTRATIONS

SUBJECT 32
Dose: 1 cigarette Dose: 2 mg nicoline chew piece Dose: 1 mg nicoline buccal spray
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FARMOVS 18s96 .(SACT 02796)
PLASMA COTININE CONCENTRARTIONS
SUBJECT 33
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FARMOVS 18796 (SACT 02/96)
PLASHA COTININE CONCENTRATIONS

SUBJECT 35
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PLASMA CAOTININE CONCENTRATIONS
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STATS

(v

.3)

o Central University of
Technology, Free State

FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Blcemfontein

FARMOVS 18/96
COTININE PHARMACOKINETIC VARIABLES
Dose: 1 cigarette l-hourly
CIGARETTES (Reference 1)

SUBJECT
NO.

WO & Wl

(0

(SACT 02/96)

Cmax

-1h)

(ng/ml)

466
515

)
521
312

318

229.
389.
183,

341
359

296.

409
413

207.
237
214.

356

378.

441

453.

444

364.

300
366
27

382,

319

.220
.590
.310
.100

.580
543.
708.
214.

190
110
850
«370
990
020
770
.800
.200
560
210
-750
290
580
910
.360
150
.470
680
.730
700
.280
.750
.240
320
.960

(1

Omax

-2h)

(ng/ml)

430.
447.

65.
585
355,
454 .
567.
241.
364.
249.
409.
189.
333.
359.
277.
457.
418,
200.
269.
267.
379
389.
424 .
588.
487.
389.
346.
410.
32.
418.
322.
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(0

Cmax
-2h)

(ng/ml)

466.
515.

795
585
355,
543.
709.
241.
364.
245.
409.

189

341.

358

296.
457.
418.
2007«
269.

267

379
399.

441
588

487.
389.
346.
410.

32
418

322.

220
590
310
850
960
190
110
060
690
860
130
.470
800
.200
560
810
170
290
040
.710
630
630
.470
.480
030
690
710
660
.200
.240
160
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(1

Cmin
-2h)

{ng/ml)

378.
356.

456

260.

362
464

192.
298.
214.
375,

166

317,
322.
261.

331
299

158.
204.
175

271

358
364.
429.
354.

302

260.
346.

26.
351,
266.

oco
550
.130
.220
940
.420
.400
020
770
030

.470
530
850
180
.400
.180
740
880
770
.470
830
020
050
900
.400
380
380
920
880
530

(0

Cmin
-2h)

(ng/ml)

.000
.990
+130
420
.940
.420
.400
.020
.170
.430

.800
.940
.340
.180
.400
.180
-990
.880
.170
)
.230
.020
.970
.900
.400
.000
.730
.060
.780
.530



Central University of
Technology, Free State

PROGRAM: S TATS (Vv 1.3)

Division of Bicmetry

FARMOVS Research Centre for Clinical Pharmacology and Drug Development

University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
QOTININE PHARMACOKINETIC VARIABLES
Dose: 1 cigarette 1l-hourly
CIGARETTES (Reference 1)

SUBJECT Omax Cmax Cmax Cmin
NO. (0-1h) (1-2h) (0-2h) (0-1h)
(ng/ml) (ng/ml) (ng/ml) {ng/ml)
33 490.850 562.000 562.000 439.120
35 599.130 589.250 589.130 520.630
36 379.210 393.5880 393.980 331.500
MEAN 361.068 373.231 385.236 303.949
SD 140.701 135.045 146.295 114.392
GECM MEAN 320.651 333.596 343.488 270.817
GECM SD 1.818 1.800 1,797 1.804
CVs 38.968 36.183 37.975 37.635
SEM 24 .130 23.160 25.089 19.618
MIN 27.240 32.200 32.200 25.060
MAX 709.110 589.250 709.110 542.650
MEDIAN 365.725 391.835 391.835 318.535
n 34 34 34 34
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(1

(min
-2h)

{ng/ml)

477.

534
335

304.
112.
272

36

19.
26.

534

320.

34

110
.360
.940

917
652
130
. 798
.945
320
920
.360
130

(0

Cmin
-2h)

(ng/ml)

439.
520.
331.

120
630
500

.415
.336
.536
.803
426
.579
.060
.630
.640
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PROGREM: S TATS (Vv 1.3)

Division of Biometry
FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the CFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
COTININE PHARMACCKINETIC VARIABLES
Dose: 1 cigarette 1l-hourly
CIGARETTES (Reference 1)

SUBRJECT Tmax Tmax AlDss %PIF T75%Cmax
NO. (0-1h) {1-2h) (0-2h) (0-2h) {(0-2h)
(h) (h) (ng.h/ml) (%) (h)
1 .833 .167 824.031 21.412 2.000
2 .333 1.000 828.232 41.196 .932
3 .667 .000 129.843 37.245 1.211
4 .833 1.000 983,357 32.568 .456
5 .833, 1.000 588.073 32.316 1.253
5 .000 .333 884 .857 40.859 1.440
7 .000 .167  1165.191 42.003 1.322
8 .167 .B33 417.812 23.475 2.000
9 .333 .B33 624,039 27.088 2.000
10 .167 .167 453 .434 16.069 2.000
11 1.000 .167 763.299 13.287 2.000
12 .333 .667 352.057 15.151 2.000
13 .167 .500 648.825 9.513 2.000
14 1.000 .000 674 .367 15.084 2.000
15 .833 .333 550.044 12.864 2.000
16 .167 1.000 753.074 33.572 L820
17 .167 .667 736 .440 32.315 .903
18 .833 .833 359.122 30.240 1.961
19 .000 .833 448.836 28.589 2.000
20 .167 .833 391.855 54 .888 .206
21 .500 1.000 631.340 37.666 1.345
22 .333 .333 733.667 18.101 2.000
23 .167 .833 802.423 19.304 2.000
24 .833 .833 906.906 42.675 .286
26 .500 .833 857.102 21.498 2.000
27 1.000 .333 700.095 24.937 2.000
28 1.000 .833 586.486 29.910 .327
29 1.000 .833 735,149 19.025 2.000
30 .500 .833 55.975 25.511 2.000
31 .500 .833 756 .514 17.570 2.000
32 .833 .333 597.174 18.631 2.000
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PROGREM: STATS (v 1.3)

Division of Biometry
FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/986)
COTININE PHARMACOKINETIC VARIABLES
Dose: 1 cigarette l-hourly
CIGARETTES (Reference 1)

SUBJECT Tmax Trax AlDss $PTF  T75%Cmax
NO. (0-1h) (1-2h) (0-2h) (0-2h) (0-2h)
(h) (h) (ng.h/ml) (%) (h)
33 1.000 .833 968.926 25.364 2.000
35 .667 «+667  1133.383 13..852 2.000
36 .833 .500 707.248 17.668 2.000
MEAN .544 .622 669.093 26.219 1.602
SD .349 .319 248.017 10.719 .605
GECM MEAN 597.055 24.140 1.402
GECM SD 1.801 1.520 1.875
V% 64.105 51.176 37.068 40.884 37 . 755
SEM .060 .085 42.535 1.838 .104
MIN .000 .000 55.975 9.513 .206
MAX 1.000 1.000 1165.191 54.888 2.000
MEDIAN .500 .833 703.672 25:151 2.000
n 34 34 34 34 34
298
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PROGRAM: S TATS [V -3}

Division of Biometry

FARMOVS Research Centre for Clinical Pharmacology and Drug Develcopment

University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
COTININE PHARMACCKINETIC VARIARLES
Excluding Subject 30

Dose: 1 cigarette 1l-hourly
CIGARETTES (Reference 1)

SURJECT Crmax Cmax Qmax Cmin
NO. (0-1h) {1-2h) (0-2h) (0-1h)
(ng/ml) (ng/ml) (ng/ml) (ng/ml)
1, 466.220 430.850 466.220 378.700
2 515.590 447.620 515.590 344 .990
3 79.310 65.330 79.310 62.410
4 521.100 585.850 585.850 425.720
5 312.580 355.960 355.960 262.670
6 543.190 454,800 543,190 434.220
7 709.110 567.270 709.110 542 .650
8 214.850 241.060 241.060 192.020
9 318.370 364.690 364.690 280.170
10 229.990 249.860 249 .860 213.430
11 389.090 409.130 409.130 358.420
3 183.770 189.470 189.470 162.800
13 341.800 333.930 341.800C 310.%40
14 359.200 359.200 359.200 308.340
15 296.560 277.410 296.560 266.780
16 409.210 457.810 457.810 331.400
17 . 413.750 418.170 418.170 295.180
18 207.280 200.670 207.290 152.990
19 237.580 269.040 269.040 206.780
20 214 .910 267.710 267.710 160.170
21, 356.360 372.630 379.630 260.730
22 378.150 399.630 399.630 333.230
23 441.470 424 380 441 .470 371.000
24 453,680 588.480 588.480 394 .570
26 444 .730 487.030 487.030 405.970
27 364.700 389.690 389.690 326.130
28 300.280 346.710 346.710 259.000
29 366.750 410.660 410.660 340.730
31 382 320 418.240 418.240 351.780
32 317.960 322.160 322.160 279.630
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(1

Cmin
-2h)

(ng/ml)

378

356.

456
260
362
464

192.
298.
214.
375.

166

317,
322.
261.
331,
298,
158.
204.
175
271,

383
364

429.

394
302
260
346

351,

266

.C00
550
.130
.220
.940
.420
.400
020
770
030
530
.470
530
850
180
400
180
740
880
770
470
.830
.020
050
.900
.400
.380
.380
880
<520

(0
(ng

378
344.

425,
260.

362
464
192

280.

213
358

162.
310.

308

261.

33

288.
1525
204.
160.

260
333

364.
394.

394
302

2595
340.

351
266

Quin
-2h)
/ml)

000
990
.130
720
940
.420
.400
.020
170
.430
.420
800
940
.340
180
.400
180
990
880
170
. 730
.230
020
970
.900
.400
000
730
.780
530



PROGRAM :

Division of Biometry

STATS

(M ‘1.3)

o Central University of
Technology, Free State

FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Bloemfontein

FARMOVS 18/96

(SACT 02/96)

COTININE PHARMACOKINETIC VARIABLES

Excluding Subject 30
Dose: 1 cigarette l-hourly

CIGARETTES (Reference 1)

SUBJECT Cmax
NO. (0-1h)
(ng/ml)
33 490.850
35 599.130
36 379.210
MEAN 371.184
SD 129.720
GECM MEAN 345.527
GECM SD 1515
V% 34,948
SEM 22.581
MIN 79.310
MAX 709.110
MEDIAN 366.750
n 33

Cmax
(1-

2h)

(ng/ml)

562
589

383
122
358

.000
.250
393.

980

.566
. 129
.088
.529
- L
.364
.330
.250
.980

Cmax
(0-

2h)

(ng/ml)

562.
sl 30
.980

599
393

000

.934
+381
<033
517
.940
4393
B hie|
110
.980

300
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Cmin
(0-

1h)

(ng/ml)

439.
E20'
331

120
630
500

.400
.834
.072
.522
558
.249
.410
.650
.130

(1

Cnin
-2h)

(ng/ml)

477
534
335

.110
.360
.940

.341
.950
.892
.534
.856
.921
.130
.360
.850

(0

Cmin
-2h)

(ng/ml)

439,

520
331

120
.630
.500

.668
.565
.225
.527
.246
.1.58
.130
.630
.940
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PROGRAM: S TA TS (Vv 1.3)

Division of Biometry
FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
COTININE PHARMACOKINETIC VARIABIES
Excluding Subject 30

Dose: 1 cigarette 1-hourly
CIGARETTES (Reference 1)

SUBJECT Tmax Tmax AUDss $PIF T75%Cmax
NO. (0-1h) (1-2h) (0-2h) (0-2h) (0-2h)
(h) (h) (ng.h/ml) (%) (h)
1 .833 .167 824.031 21.412 2.000
2 333 1.000 828.232 41.196 932
3 .667 .000 129.843 37.245 pBie Al
4 .833 1.000 983..357 32.568 .456
5 .833 1.000 588.073 32.316 1253
6 .000 .333 884 .857 40.859 1.440
7 .000 .167 1165.191 42.003 1.322
8 .167 .833 417.812 23.475 2.000
9 2333 .833 624 .039 27.088 2.000
10 B - 74 167 453 .434 16.069 2.000
11 1.000 167 763.259 13.287 2.000
12 .333 .667 352.057 15,151 2.000
13 .167 .500 648.825 9.513 2.000
14 1.000 .000 674.367 15.084 2.000
15 .833 333 550.044 12.864 2.000
16 JAET 1.000 753.074 33.572 .820
17 .167 .667 736.440 32.315 .903
18 .833 .833 359.122 30.240 1.961
19 .000 .833 448 .836 28.589 2.000
20 .167 .833 391.855 54 .888 .206
21 .500 1.000 631.340 37.666 1.345
22 333 .333 733.667 18.101 2.000
23 .167 .833 802.423 19.304 2.000
24 .833 .833 906.906 42.675 .286
26 .500 .833 857.102 21.498 2.000
27 1.000 .333 700.095 24.937 2.000
28 1.000 .833 586.486 29.910 32T
29 1.000 .833 735.149 19.025 2.000
3l .500 .833 75€6.514 17.570 2.000
32 .833 333 597.174 18.631 2.000
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Division of Bicmetry
FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
COTININE PHARMACCKINETIC VARTABLES
Excluding Subject 30

Dose: 1 cigarette l-hourly
CIGARETTES (Reference 1)

SUBJECT Tmax Tmax AUDss ¥PIF T75%Cmax
NO. (0-1h) (1-2h) (0-2h) (0-2h) (0-2h)
(h) (h} (ng.h/ml) (%) {(h)
33 1.000 .833 968.926 25.364 2.000
35 .667 .667 1133.383 13.852 2.000
36 .833 .500 707.248 17.668 2.000
MEAN .545 .616 687.673 26.240 1.580
SD .354 321 226.564 10.885 .610
GEOM MERAN 641.456 24 .099 1.387
GECM SD 1.522 1.530 1.887
V% 64.924 52.149 32.947 41 .481 38.369
SEM .062 .056 39.440 1.885 .106
MIN .000 .000 129.843 9.513 .206
MAX 1.000 1.000 1165.191 54 .888 2.000
MEDIAN .500 .833 707.248 24 .937 2.000
n 33 33 33 33 33
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FARMOVS 18/96

(SACT 02/96)

COTININE PHARMACOKINETIC VARIABLES
Dose: 2 mg nicotine chew piece 2-hourly
NICORETTE (Reference 2)

SUBJECT Qrax
NO. (ng/ml)
1 182.350
2 202.490
3 54.820
4 323.050
S 141 .800
6 211.590.
7 369.490
8 112.000
9 134.430
10 120.010
11 130.620
12 163.270
13 162.770
14 161.000
15 112.900
16 157.320
17 163.100
18 169.950
19 110.310
20 148.020
21 181.150
22 140.310
23 152.270
24 176.970
26 141.130
27 136.640
28 135.820
29 200.750
30 151210
31 151.230
32 164.470

Cmin

(ng/ml)

148

105
232

137

134
134
128

95
113

96
114

118
120

101
134
119

130

130
145.

33..
291

130
660
750

.460
133.

130

.680
78.

880

.470
96.
113,

380
790

.680
.620
.800
.880
.630
117
102.

78

560
040
950

.320
.110
121
.930
.660
120.
103.

040

720
560

.200
.330
.560
119,
.090

Tmax
(h)

R e e oo
w ©
w w
w w

M
[00]
W
w

HFNNRERPHD HoE e
3
o
W
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AUDss
(ng.h/ml)

337.634
352.009
84.378
428.214
240.832
349.929
577.475
183.200
252.743
217.907
241.761
300.265
299.401
281.410
205,587
260.092
267.260
240.140
192.425
235 132
281.140
267.492
273.500
265.288
256.839
236.618
234.295
306.704
259771
268.277
284 .318
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.000
.398
.903

.477
.530
.163
.187
.Co0
.000
.000
.000
.000
.000
.000
.907
.798
.470
.169
.148
.356
.000
.000
.192
.000
.000
.830
.766
.000
.000
.coe
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FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the CFS, Bloemfontein

FARMOVS 18/96

(SACT 02/96)
COTININE PHARMACOKINETIC VARIABLES

Lose: 2 mg nicotine chew piece 2-hourly
NICORETTE (Reference 2)

SUBJECT
NO.

33
35
36

MEAN

SD

GECM MEAN
GECM SD
Vs

SEM

MIN

MAX
MEDIAN

n

Omax

(ng/ml)

185

161.
58.
152,
.413
<029
9.
54.
369.
154.

i
36

34

.360
162.
66.

000
090

07%.

036
170

953
820
490
795

Cmin

(ng/ml)

156.580
130.070
58.060

118,991
34.528
113.670
1.387
29.017
5.922
33.660
232.680
119.245
34

Tmax

(h)

1.133
.967
187

1.334
.614

46.026
+105
.000

2.000
1.584

304

AUDss
(ng.h/ml)

352.049
293.287
124.888

272125
83.624
259.595
1.384
30.730
14.341
84.378
577.475
266.274
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(h)

.000
.000
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.454
.696
-155
.320
.858
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.132
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FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Bloemfontein

FARMOVS 18/96

(SACT 02/96)
CQOTININE PHARMACOKINETIC VARIARLES

Dose: 1 mg nicotine buccal spray l-hourly

QUIT (Test)
SUBJECT Cmax
NO. (0-1h)
(ng/ml)
1 128.620
2 284.050
3 45.830
4 282.980
5 200.100
6 200.430
oy 205.470
8 78.780
9 167.250
10 122.100
11 168.650
12 169.510
13 153.420
14 152.400
15 156.190
16 169.980
17 170.520
18 124.700
19 165.650
20 116.730
21 146.930
22 164.620
23 128.290
24 174 .410
26 114.910
27 128.870
28 131.310
29 214 .460
30 146.860
3k 174.840
32 101.220

Cmax
(1-

2h)

(ng/ml)

143

124

289

.910
214.
35.
300.
195.,
168.
177.
92.
189.
130.
169.
182.
169.
147.
150.
L5
191.
126
158.
137,
165.
159,
.610
222.
135.
144 .
141.
.260
154.
199.
105.

660
930
950
850
200
720
560
900
710
790
760
160
800
520
780
910
810
860
100
380
670

690
820
740
080

100
800
630

Cmax
(0-

2h)

(ng/ml)

143.
284.
45.
300.
200.
.430
.470
92,
189.
130.
169.
182.
169
.400
160.
175
i x
126.
165.
137.
165.
.620
.290
.690
.820
.740
141.
.260
154.
199,
105,

200
205

152

164
128
222
135
144

289

910
050
830
950
100

560
900
710
790
760
160

520
780
910
810
650
100
380

080

100
800
630
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Omin
(0-1h)
(ng/ml)

116.060
194.650

30.820
227.580
17L.350
168.200
177.080

72.030
154.090
107.290
154.880
156.650
141.640
138.850
136.440
131.640
135.250
100.270
126.610

86.680
102.420
137.810
108.870
156.320
107.090
123.820
114.910
191.200
128.810
151.080

91.230

Cmin

(1-

2h)

(ng/ml)

123
192.
.350
245.
.240
.900
.430
230
.490
114.
157
156.
.380
132,
131.
131
135.
107.
1175

158
138
153

160

141

103.
138.
108.
158.
108.
108.
116.
198.
128.
156.

92

780
580

070

590
880
650

110
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Division of Bicmetry
FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the CFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
COTININE PHARMACOKINETIC VARIABLES
Dose: 1 mg nicotine buccal spray 1l-hourly

QUIT (Test)

SUBJECT Cmnax Cmax Cmax Cmin Cnin Cmin
NO. (0-1h) (1-2h) (0-2h) (0-1h) (1-2h) (0-2h)
{ng/ml) (ng/ml) (ng/ml) {ng/ml) (ng/ml) {ng/ml)
33 271.590 267.400 271.5%0 249 .480 240.180 240.180
35 155.670 169.220 169.220 132.550 140.460 132.550
36 124.990 118.620 124.980 98.120 102.320 98.120
MEAN 160.071 166.732 171.853 135, 935 134.894 132.518
SD 51.435 52.129 55.123 42 .820 42 .536 41.187
GECM MEAN 151.693 157722 162.742 128.431 127.525 125.424
GEOM SD 1.417 1.444 1.423 1.447 1.444 1.439
cv% 32.132 31.265 32.076 33..50% Fl..533 31.081
SEM 8.821 8.940 9.453 7.344 7.295 7.064
MIN 45,830 35.930 45 .830 30.820 30.350 30.350
MAX 284 .050 300.950 300.950 249 .480 245 .070 240.180
MEDIAN 155.930 162.950 165.515 133.900 131.900 131.875

n 34 34 34 34 34 34
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Division of Biometry
FARMOVS Research Centre for Clinical Pharmacology and Drug Development
University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
CQOTININE PHARMACOKINETIC VARIABLES
Dose: 1 mg nicotine buccal spray 1-hourly

QUIT (Test)

SUBJECT Tmax Tmax AlDss $PTF  T75%Cnax
NO. (0-1h) (1-2h) {0-2h) {0-2h) (0-2h)
(h) (h) (ng.h/ml) (%) {h)
X 1.000 .833 256.773 21.692 2.000
2 .Q00 167 425.873 42.956 .614
3 .000 1.000 71.407 43 357 1.052
4 .833 1.000 515.716 28.454 2.000
5 .667 1.000 354 .818 23.595 2.000
6 .667 .000 342.572 35.922 1.885
7 .000 .167 360.217 28.8%4 1.661
8 .500 .833 153.125 30.472 1.157
9 167 .833 330.516 21.669 2.000
10 .500 1.000 238.773 19.617 2.000
11 .333 .667 326.414 9.136 2.000
12 .167 .833 333.837 15.642 2.000
13 .833 333 299.508 18.550 2.000
14 .667 .000 283.799 14.299 2.000
15 .333 .833 291.377 19.905 2.000
16 .000 1.000 304.823 28.961 1.154
17 .000 1.000 327.455 34.606 +S31
18 .833 .833 223.042 23.798 2.000
159 .500 1.000 286.079 33..529 1.231
20 .167 1.000 204 .563 49.481 .602
21 .500 1.000 260.039 48.424 .916
22 167 .833 300.023 17.872 2.000
23 .167 L1867 236.921 16.394 2.000
24 .333 1.000 347.986 38.145 -B23
26 .167 .833 227.249 25.285 2.000
27 .000 .450 255.470 27.674 2.000
28 1.000 .450 248.574 21.056 2.000
29 .833 1.000 440.957 44 476 .706
30 .500 1.000 278.620 18.154 2.000
3. .617 183 332.009 29.343 2.000
32 .667 .833 192.357 14.972 2.000
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Division of Biometry
FARMOVS Research Centre for Clinical Pharmacology and Drug Develcpment
University of the OFS, Bloemfontein

FARMOVS 18/96 (SACT 02/96)
COTININE PHARMACOKINETIC VARIABLES
Dose: 1 mg nicotine buccal spray 1-hourly

QUIT (Test)

SUBJECT Tmax Timax AUDss SPTF  T75%Cmax
NO. (0-1h) (1-2h) (0-2h) (0-2h) (0-2h)
(h) (h) (ng.h/ml) (%) (h)
33 .667 .000 518.342 12.118 2.000
35 .833 .500 296 .866 24 .705 2.000
36 .000 .817 219.921 24 .436 2.000
MEAN .430 .706 296.648 26.694 1.666
SD .328 L343 91.092 10.553 512
GECM MEAN 281.197 24.702 1.562
GECM SD 1.429 1.502 1.487
CcV% 76.176 48 .591 30.707 29.533 30.756
SEM .056 .059 15.622 1.810 .088
MIN .000 .000 71.407 9.136 .602
MAX 1.000 1.000 518.342 45.481 2.000
MEDIAN .500 .833 294 .122 24 .570 2.000

n 34 34 34 34 34
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APPENDIX 15

Body Mass Index

BODY WEIGHT" IN KILOGRAMS ACCORDING TO HEIGHT"* AND BODY MASS INDEX

Age Group ()
Height (cm) 18 - 24yr 25 - 34yr 35 - 44yr 45 - 54yr 55 - 64yr 65+ yr
140.0 33.5-51.7 353-53.9 37.1-56.1 38.8-582 406-604 423-625
141.0 34.0-52.5 358-547 376-59 39.4-59.1 41.2-61.3 429-63.5
142.0 345-532 36.3-554 38.1-576 40.0-598 41.8-622 43.6-643
143.0 349-54.0 36.8-56.2 386-585 40.5 - 60.7 424-630 442-652
144.0 355-548 37.4-570 39.2-593 41.0-61.6 429-639 44 8 -66.1
145.0 36.0-556 379-579 398-60.2 41.7-62.5 43.6-64.8 45.5-67.1
146.0 36.5-563 383-586 40.3 - 60.9 422-634 44.1-65.7 46.1-68.0
147.0 37.0-571 389-595 409-618 428-642 447 -66.6 46.7 -69.0
148.0 374-579 394-603 414-62.7 43.4-650 454-674 473-69.8
149.0 380-586 40.0-61.2 42.0-63.6 440-66.0 46.0-68.4 480-708
150.0 385-594 405-61.9 42.6-643 446 -66.9 46.6 -69.3 48.6-71.8
151.0 39.0-60.2 410-628 43.1-652 452-6738 473-70.3 492-728
152.0 395-609 416-63.6 43.7 - 66.1 45.7-68.6 478-71.2 499-737
153.0 40.1-61.8 42.1-64.5 443 -67.0 46,4 - 69.5 484-72.2 50.6 - 74.7
154.0 406 -626 427-652 448 -679 47.0-70.4 49.1-73.0 512-757
155.0 41.1-63.5 43.3 - 66.1 45.5-688 476-71.3 498-74.0 51.9-76.7
156.0 416-64.2 438-66.9 46.0 -69.6 48.2-723 50.4-74.9 526-71.7
157.0 42.1-65.1 444 -678 466 -70.5 488-733 51.0-75.9 53.3-78.7
158.0 427 -65.9 449 -68.6 472-714 494 -74.1 51.7-76.9 53.9-79.6
159.0 432 -66.8 455-69.5 478-724 50.0-75.1 524-779 546 -80.6
160.0 437-67.5 46.1-704 484 -733 50.7 - 76.0 53.0-789 553-816
161.0 444-684 46.7-713 49.1-74.1 513-77.0 53.7-799 56.0 -82.7
162.0 449-693 473-722 496-75.0 51.9-780 544-808 56.7 -83.7
163.0 45.5-702 479-73.0 50.2-76.0 52.7-79.0 55.1-81.8 574-848
164.0 46.0-71.1 484-739 50.9 - 76.9 533-799 557-828 58.1-858
165.0 466-71.8 49.1-749 515-779 539-808 56.4-839 58.8-86.9
166.0 472-727 496 -75.8 52.1-788 545-818 57.1-849 59.5-87.9
167.0 47.7-736 50.2-76.8 52.7-79.8 55.3-828 578-859 60.2-889
168.0 48.2-74.5 50.8 - 77.7 53.4 -80.7 559-8318 58.4 -86.9 60.9 -90.0
169.0 48.9-755 51.4-785 54.0-81.7 56.6-848 59.1-880 61.7-91.1
170.0 494 -763 520-795 546 -82.6 57.2-858 59.9-89.0 62.5-92.2
171.0 500-772 52.7-80.5 553 -836 579-869 60.6 - 90.0 63.2-933
172.0 50.6-78.1 53.3-814 559-846 58.6-87.9 61.2-91.1 63.9-944
173.0 512-79.0 539-823 56.6 - 85.6 59.2-889 61.9-92.2 64.6-95.5
174.0 51.8 -80.0 545-833 57.2-86.6 599-899 626-933 65.4-96.6
175.0 524-808 55.2-843 57.9-876 60.6 -91.0 63.4-944 66.2-977
176.0 53.0-81.7 55.8 -85.1 58.5-88.6 61.3-92.0 64.1-954 66.9-988
177.0 53.6-827 56.4 - 86.1 59.2-89.7 62.0-93.1 64.9-96.5 67.7-999
178.0 542-836 57.1-87.1 59.9 -90.6 62.7-94.1 65.6 -97.6 68.4-101.1
179.0 548-846 57.7-881 606-916 635-952 663-987 692-1023
310
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BODY WEIGHT" IN KILOGRAMS ACCORDING TO HEIGHT™ AND BODY MASS INDEX

Age Group (yr)
Height (em) 18 - 24yr 25 - 34yr 35 - 44yr 45 - Sdyr 55 - 64yr 65+ yr
180.0 554-856 583-891 61.2-926 642-963 67.1-998 70.0-1034
181.0 56.1-8.6 590-90.1 61.9-937 649-973 67.8-1009 70.8-1046
182.0 566-875 596-91.1 626-947 656-983 686-1020 71.6-1057
183.0 572-84 603-921 633-958 663-994 69.4-103.2 724-1069
184.0 57.9-8%4 60.9 -93.1 64.0-968 67.1-100.5 70.1-1043 73.2-108.0
185.0 585-90.4 61.7-942 64.7-979 678-1016 709-1054 74.0-109.2
186.0 59.1-913 62.3-952 654 -98.9 68.5-102.7 716-1066 74.7-110.3
187.0 599-923 63.0-963 662-1000 69.2-103.8 724-1078 755-1115
188.0 605-933 63.6-972 668-101.1 700-1049 732-1089 763-1128
189.0 61.1-943 643-982 675-1022 707-1062 740-110.1 77.1-114.0
190.0 61.7-953 650-993 682-1033 715-1073 747-111.2 779-1152
191.0 624-964 657-1004 689-1043 723-1084 755-1124 788-1164
192.0 63.0-973 663-1014 69.7-1054 730-1095 763-113.5 79.7-1176
1930 63.7-983 67.1-1025 704-1065 73.7-1107 772-1147 805-1188
194.0 643-993 678-1035 71.1-107.7 745-111.8 78.1-1159 81.3-1200
195.0 65.1-100.4 685-1046 71.8-1088 753-1130 788-1172 822-1213
196.0 65.7-1014 69.1-1056 726-1099 76.1-1141 796-1184 83.0-1225
197.0 66.4-1025 698-1067 733-111.0 768-1153 804-1196 83.9-1239
198.0 67.1-103.5 706-1078 741-1121 776-1165 B81.2-1208 847-125.1
199.0 678-1046 713-1089 749-1133 784-1177 820-1220 856-1264
200.0 684-1056 720-1100 756-1144 792-1188 828-1232 864-1276
* Weight: wearing indoor clothing
» Height: without shoes

The Division of Biometry of FARMOVS has made a statistical adaptation of the published reference

table for BMI.

. to make provision for the inclusion of subjects 18 years of age

. extending the upper and lower bounds of ranges by 10%

. to make provision for the odd numbers that have been omitted from the published reference
table.
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APPENDIX 16: LISTING OF ADVERSE evENIS AS FEK WUESTIONNAIRE (Page 1of 4)

Frequency rating: 1 = never (or N/A), 2 = sometimes, 3 = often, 4 = following every application (or every night for abn. dreams)

Intensity rating:

1=alot, 2=allittle, 3 = not at all (or N/A)

Subj Product Heartburn Bloated Feeling Hiccups Sneezing Abn. dreams Other
No. Freg. Intensity | Freq. Intensity | Freq. Intensity | Freq. Intensity | Freg. Intensity | Symptom Freq.  Intensity
01 Quit | . 2 2 L 2 2 NA NA | NA NA L 2 Bunmouth 3 . 2.
01  Nicorette | 2 3 3 1 N/A N/A N/A N/A 3 3 Rfo"l"]’gu "‘c’m ; )
throat
SLOTC N T SO S . T s S - PR 2 T R - SR . T - NSRRI S Bunmouth 4 -
02 Nicorette N/A N/A N/A N/A 2 2 N/A N/A 4 3 N/A N/A N/A
LW - L T N b L S NA _L.NA __ NA | ] NA ... NA | NA NA_ NA
03 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
04 Quit ... ¢ ? SN N 2 2 e SN NA NA | NA N/A | Bummouth 4 2
04 Nicorette 2 2 3 2 2 3 N/A N/A N/A N/A Burn throat 2 p
05 Quit | - SO 2 S PSR O SRS, 2 . NA L NA L] NA ... NA | NA _NA_ NA
05 Nicorette 4 2 4 2 3 2 N/A N/A N/A N/A N/A N/A N/A
B S - SO N (R S BN IO 11 T 1 N WA ... 0A 4 M. . .. 2 O, . TR ., S NA .
06 Nicoretie 2 3 2 2 N/A N/A N/A N/A N/A N/A Cough 2 3
|07 . Quit | - SO T WO RO S IR SO 2 e NA NA L NA N/A | Burntongue 4 | LI
07 Nicorette 3 1 3 1 2 2 N/A N/A N/A N/A Burn tongue 3 2
|08 . Quit .. NA .. NA | ] NA L NA ... NA ... NA L NA NA L NA NA ... NA ] NA _NA
08 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A 3 3 Burping 4 2
(09 Quit | S 2 |0 NA . NA ... NA . NALL.... - IO : S (ERE [/ S 0 (S, [/ SR .|| B N/A
09 Nicorette 3 2 N/A N/A N/A N/A N/A N/A N/A N/A Burping 3 2
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APPENDIX 16: LISTING OF ADVERSE EVENTS AS PER QUESTIONNAIRE (Page 2 of 4)
Frequency rating: 1 = never (or N/A), 2 = sometimes, 3 = often, 4 = following every application (or every night for abn. dreams)
Intensity rating: 1=alot, 2 =alittle, 3 = not at all (or N/A)

Subj Product Heartburn Bloated Feeling Hiccups Sneezing Abn. dreams Other
No. Freq. Intensity | Freq. Intensity | Freg. Intensity | Freq. Intensity | Freq. Intensity | Symptom Freq. Intensity
Qe L. NA NA L] NA ... NA 3. N - - - 2 )] WA, ..o NA _|..NA ] NA _..NA_
10 Nicorette N/A N/A N/A N/A 3 1 3 2 N/A N/A N/A N/A N/A
B O - - T - S - - TN S W SN, - 5 - NA O NA 1] ) S, L) S B S, - T
11 Nicorette 2 2 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
12 Quit | NA _ NA | NA ] NA ... NA ... NA L. NA L NA | " N W ... T . T NiA ]
12 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A 2 3 N/A N/A N/A
|13 Quit < S Lo L] NA .. NA ... NA ... NA L. NA NA L] NA ... NA |...NA____NA_ __NA |
13 Nicoretle 2 2 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
U5 o |11 SR NA . NA | NA . NA. ... NA ... NA ... NA ....NA_ 1] NA ... NA |...NA ____NA __NA_
14 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
R - T— T - - TN S| . . < T . S, N [/ - L 7 SO . W .|
15 Nicorette 3 3 2 3 2 3 3 3 N/A N/A N/A N/A N/A
[ 16 Quit __|.. NA L NA_ L € SRS S NA NA ... I o NA NA | NA L NANAC
16 Nicorette 2 3 2 2 N/A N/A N/A N/A N/A N/A N/A N/A N/A
17 . Quit | . NA ... NA L. 2 NA ... NA L. NA NA L. 2 A NA L NAL L NIA
17 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A 2 2 N/A N/A N/A
17  MILD SYMPTOMS OF FLU, FROM DAY 6 TILL 4 DAYS AFTER COMPLETION OF STUDY. REQUIRED NO THERAPY
18 . Quit | . . R 2 L. NA ] NA | NA . NA | NA __NA | ] o o NA | NA _____NA NA ..
18 Nicorette 2 2 2 2 2 2 N/A N/A N/A N/A Burping 4 2
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APPENDIX 16: LISTING OF ADVERSE EVENTS AS PER QUESTIONNAIRE (Page 3 of 4)
Frequency rating: 1 = never (or N/A), 2 = sometimes, 3 = often, 4 = following every application (or every night for abn. dreams)

Intensity rating:

1=alot, 2=alittle, 3 =not at all (or N/A)

Subj Product Heartburn Bloated Feeling Hiccups Sneezin Abn, dreams Other

No. Freq Intensity | Freq. Intensity | Freq. Intensity | Freq. Intensity | Freg. Intensity | Symptom Freq. Intensity
S L. © | S S — 2 fNA L NA .2 7 S L LR W M. - S S . W S N/A
19 Nicorette 2 2 N/A N/A 2 2 N/A N/A N/A N/A Burn throat 3 2
LI T NN SN [ SO S L TR 5[4 - NA T L] WA MR b A NA....... NA_
20 Nicorette 2 2 2 2 N/A N/A N/A N/A N/A N/A N/A N/A N/A
21 Quit L NA L NA | I S NA . NA | NA O NA L3 3L NA ] NA ... NA
21 Nicorette N/A N/A 2 2 N/A N/A N/A N/A N/A N/A i:iht:?ia::n 4 1

Mucus in 4 4
throat

L. Quit ... . N - NA NA ... ) - NA L NN L] RO UG o T B TR
22 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
23 . Quit ... C—— > S - NA ... NA ... NA ... TN L . . NA ... NA | NA ] NA ___NA_
23 Nicorette 2 2 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
(24 Quit .. NA . NA 1] NA ... NA ... NA NA | . NA ___NA | NA . NA | NA_____NA_ __NA_ |
24 Nicorelte N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A

25 DROP-OUT ON DAY 6 (Quit) DUE TO FLU. REQUIRED THERAPY FOR RELIEF OF MINOR SYMPTOMS. NO QUESTIONNAIRE COMPLETED

26 Quit 1 2 . 2. NA ... NA ... NA ... NA L. 2 ... 3 NA ... NA L NA ] NA .NA
26 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
27 Quit | NA LLNA L] Na ... WA 2 2. NA CNA L P SO SN S . SO NA L NA_
27 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A Nausea 3 1
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APPENDIX 16: LISTING OF ADVERSE EVENTS AS PER QUESTIONNAIRE (Page 4 of 4)
Frequency rating: 1 = never (or N/A), 2 = sometimes, 3 = often, 4 = following every application (or every night for abn. dreams)

Intensity rating:

1=alot, 2=alittle, 3 =not at all (or N/A)

Subi Product Heartburn Bloated Feeling Hiccups Sncezing Abn [ Other

No. Freq. Intensity | Freg. Intensity | Freq. Intensity | Freg. Intensity | Fregq. Intensity | Symptom Freq. Intensity
28 Qut | NA_ NA | NA__ NA_| 2 sl o NA_ NA | NA_ NA | NA_ NA___NA_

28 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
29 . Qut | . NA__ NA | NA_ NA | NA__ NA_| NA N | NA  NA | NA  NA  NA

29 Nicorettc 2 2 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A

30 Quit N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A

30 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A

31 Quit N/A N/A NA  NA 3 2 2 3 N/A K | SOEE :

of cheek

31 Nicoretle 3 2 2 3 N/A N/A N/A N/A N/A N/A Bum throat 2 2

32 Quit N/A N/A N/A N/A 2 3 2 3 2 2 N/A N/A N/A

32 Nicorctte 3 1 N/A N/A N/A N/A 3 2 N/A N/A Mouth irrit. 3 1

33 Quit N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A

33 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A

34 DROP-OUT ON DAY I (cigarettes)

DUE TO FLU. REQUIRED THERAPY FOR RELIEF OF MINOR SYMPTOMS. NO QUESTIONNAIRE COMPLETED

35 Quit 2 3 N/A N/A N/A N/A 2 2 N/A N/A N/A N/A N/A
35 Nicorette 3 1 N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
36 Quit N/A N/A N/A N/A 3 2 N/A N/A N/A N/A ig;l::;g 4 2
36 Nicorette N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A (%:;l:;:g 4 2
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