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SUMMARY o
Title of the Study

Pharmacokinetic Analysis of Lamotrigine in an Open Trial of Lamotrigine as
Add-on Therapy in Treatment-Resistant Epilepsy in Children (H34-061)

) Study Period

Pharmacokinetic period of study 22nd July 1987-20th January 1991
Study Design (Pharmacokinetics)
Paediatric patients stabilised for at least 2 months on antiepileptic medication,

single dose pharmacokinetic assessment for 48h before continuous
lamotrigine (LTG) dosing.

Pharmacokinetic Objective

To examine the pharmacokinetic properties of LTG in children aged 5-10
years.

Key Inclusion Criteria

Age 5-10 years.

Antiepileptic comedication unchanged for the previous 2 months (patients

totally unresponsive to established drugs and no longer on any medication
could be entered).

Test Product

Four strengths, 12.5, 25, 50 and 100mg, of lamotrigine in identical,

Pharmacokinetic and Statistical Methods

Venous plasma concentrations of LTG were measured with an internally
standardised method followed by

Non-compartmental, compartmental and directly observed pharmacokinetic
parameters were determined and the influence of concomitant AEDs
evaluated by ANOVA.

Results
Eight male and 12 female patients of meanage 7y and mean weight
23.5kg _Ywere included in the pharmacokinetic analysis. Two
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female patients (#2 and #14) received lower doses than specified in the
protocol and were excluded from calculation of mean directly observed
pharmacokinetic parameters.

Seven patients (4M, 3F) received enzyming-inducing AEDs (phenytoin
and /or carbamazepine), 4 patients (1M, 3F) received an enzyme-inhibiting
AED (valproate), 8 (2M, 6F) received the inhibitor and an inducer (balanced)
and 1 male patient received neither.

Results are shown below grouped by enzyme-inducing or —inhibiting AEDs.
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Mean Parameter Unit Induced Inhibited Balanced None
(range) (n=7) (n=4) (n=8) (n=1)
Age y 6 (5-8) 6(5-7) 7(5-11) 7
Weight kg 259 20.0 229 244
(17.5-50) (17-25) (12.7-39)
Dose mg kg1 20 21, 1.9 2.0
Non-
Compartmental
Parameters _
Crmax pg ml~! 140 1.80 155 135
tmax h 1.57 ‘ 450 | 3.30 3.00
AUC pgmith 162 l 146.7 ‘ 445 342
CL/E miminikgt| 254 | 031 | oso 1.00
Compartmental
Parameters
Lag Time h 027 057 042 0.5
{0.01-0.93) (0.01-0.91) (0.0-1.13)
Ka h-! 9.1 6.3 ) |65 45
Ke hl 011 0.015 0.043 0.042
ti, h | 70 I 55.4 l 19.1 \l 16.4
V/F Lkg™! 1.40 | 128 ‘ 126 ‘ 146
¢ ?—’7“:0-‘ 3 N
CL/F ml min-? kg™ 266114 7‘ o3ty 091t0 4 1.03
15D

a Dose, Cmax, Tmax and AUC have n=2 for the inhibited group. All other parameters have
n=4.
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patients receiving enzyme-inducing AEDs, CL = 26.8 + 0.72 x BW. For
‘patients receiving valproate, CL = (26.8 + 0.72 x BW) x0.19. For patients
receiving both enzyme-inducing AED and valproate, CL = (26.8 + 0.72 x BW)
x 0.37. The apparent volume of distribution (L) was also a function of body
weight (kg) and could be calculated asV=21xBW. Age, height, sex and
race were found to have no additional effect on apparent clearance of
LAMICTAL. The above equations for clearance estimation can therefore be

B:

Sondlusion: The daily dose of lamotrigine in pediatric patients needs to be
adjusted based on the patient’s body weight and the concomitant AEDs.
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Population (see preceding Summary of studies UK 73, Uk 98 and UK 102). T,
determine whether the effects of body weight and concomitant AEDs on

CL/F were different between the patients with Lennox-Gastayt syndrome
and the genera] pediatric patient population, the effects of these cofactors on
the difference between CL/F calculated using the observed plasma levels ang

significantly differens from 0 (95% CI: ~0.64 ~ 4.04) and 1 (95% CT- 0.51 ~ 1.08),

Tespectively, indicating that CL/F jn patients with Lennox-Gastayt syndrome
Was comparable to that jn the general pediatric patient population.
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Clearance Estimates Obtained Using Final

Estimates in Tables 3and4

Estimated Cl/f
Age Group N | Meanweight (mi/minkg)
(years) (kg)
Induced | Balanced Inhibited
1.5to <6 51 16.9 23 0.9 0.5
6to <13 130 31.6 1.6 0.6 0.3
213to<18 23 47.0 1.3 - 0.5 0.3
Lamotrigine Dosing Recommendations in Pediatric ?atient: Receiving Various
Regimens of Concomitant Antl-epileptic Medications

Clearance Estimates Obtained Using Fin

al Estimatesin Tables3and 4

Dosing Recommendations
Age Group N Mean Weight (mg/kg/day) -
(vears) (kg) .
Induced Balanced Inhibited
1.5to <6 51 169 13.2 5.2 29
6to <13 130 316 9.2 34 1.7
z13to<i8 23 47.0 7.5 29 1.7

Q2

ma Concentrations (ug/mL) in UK 123
Protocol Specified Population
’ Lamotrigine (N=77) Placebo (N =75y
AED Study Phase N Mean Std N Mean Std
Carbama.zepine Screen 12 6.38 260 [ 17 692 2.89
Week 4 12 6.47 257 18 7.63 276
Week 16 .12 630 - 227 17 6.90 232
m\% S 9 IS e T 10 023 0.16
Week ¢ . u 031 056 12 020 0.11
Week 16 12 . 0.88 225 10 0.22 0.14
T’tmym'n\"s& 10 1465 800 ™ T 440
Week ¢ 8 1380 743 7 1041 | 598
Week 16 8 173¢ | gos 6 185 | 706
Valproic Add —[3aem 46 7223 3211 r'y) 80.63" [ 313
' Week ¢ 44 8371 3117 40 8484 30.07
Week 16 46 79.30 26.34 - 3 81.65 32.69
Conclusion: The apparent clearance of lamotrigine in Ppatients with
Lennox-Gastaut syndrome was comparable to that in the general population
of pediatric patients with epilepsy.
Estimated Apparent Orai Clearance of Lamotrigine in Ped.iatric gaﬁe.nts
Recalving Various Regimens of ConcomitantA‘mi-epilepuc Medications
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Effects of pat;
Patient Covariates

ent Covariates in the

{

Final Mode} lncorpoming Body Size and

95% Confidence interval
Pa_:ramo_tgrf Final Estimate %SEM -
Lower Upper
0.63¢ 4.65 068 |. 57
i @ INH " 08n 1.54 - 084 0.79
-0.06 128.96 -0.23 0.10
0.08 13.8.79 -0.14 0.31
-0.04 181.00 -0.18 0.10
-0.13* 39.21 -0.23 ~0.03

THZZ/93/0283
105/ 2rone

Statisﬁcally significant effgctsy (p<0.05),

APPTARS THIS WAY

ON ORIGINAL
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Figure 2.3 Foa’%?r;sitant AEDs Had No Apparent Effect on CL/Fops ~CtfF preq)
n

Concomitant AEDs had no apparent effect on the difference between CLF
calculated using the lamotrigine concentrati

ethosuximide, clonazepam, oxcarbazepine
methsuximide,
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ANALYTICAL METHODOLOGY

APPENDIX II
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DRUG FORMULATION

APPENDIX III
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IN VITRO DISSOLUTION

APPENDIX 1V
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PROPOSED LABELING

APPENDIX V






STUDIES NOT REVIEWED

APPENDIX VI
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