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1. Executive Summary
1.1 Recommendations

The Office of Clinical Pharmacology has reviewed the data submitted to the Clinical
Pharmacology section of this supplemental NDA and finds it acceptable. The following are the
general conclusions from the data OCP reviewed:

1. There was a tendency for children aged 10 -12 years old to have higher exposures of
quetiapine (AUC was 36% — 55% and Cmax was 54% - 71% higher) than adolescents
aged 13 to 17 years old.

2. Dose normalized exposures were generally lower (AUC = 12% lower and Cmax = 8%
lower) in pediatric/adolescent patients than adult. These differences are not expected to
be clinically relevant.

3. Dose normalized, weight-normalized AUC and Cmax decreased by about 40% when
pediatric children ages 10 to 17 were compared to adults. The decrease in exposure are
not expected to be clinically relevant.

4. Quetiapine does not appear to prolong QTc interval in children and adolescents at the
proposed clinical doses.

1.2 Phase IV Commitments recommended
There are no phase IV recommendations from OCP
1.3 Summary of Clinical Pharmacology Findings

Background: In response to a Written Request issued by the Agency, the sponsor submitted a
supplemental New Drug Administration containing, pharmacokinetic, efficacy and safety data for
the use of Seroquel in the treatment of schizophrenia and bipolar mania in pediatric patients.

Comparison of exposures between pediatric patients aged 10 -17 years old.

In a pharmacokinetic study in which pharmacokinetic data was obtained on days 7 and 13 of
dosing, exposure to quetiapine in terms of AUCss and Css,max appeared to be higher in 10- to
12-year-old subjects than in the 13- to 17-year-old subjects. The geometric means for AUCss on
Days 7 and 13 were 55% and 36% higher, respectively, for the 10- to 12-year-old subjects as
compared to the 13 — 17 year old. The geometric means for Css,max on Days 7 and 13 were 71%
and 54% higher, respectively, for the 10- to 12-year-old subjects as compared to the 13 -17 year
olds. The apparent oral clearance (CL/F) was 38% and 30% lower for the 10- to 12-year-old
subjects on Days 7 and 13, respectively as compared to 13 to 17 year olds.



Figure 1: Box plots of oral clearance of quetiapine on Day 7 and Day 13 by age group
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Comparison of exposures between pediatric patients aged 10 -17 years and Adults.

Comparison of dose normalized exposures (AUCss and Cmax) to quetiapine showed a 12%
decrease in exposure (AUC) in pediatric children ages 10 to 17 years old compared to adults.
Approximately a 40% decrease in AUC was also observed when exposures were adjusted for
dose and weight of patients. The decrease in exposure may not be clinically relevant.



Table 1: Comparison of dose-normalized exposure (AUCss and Cmax) to quetiapine and 3
metabolites in children/adolescents with exposure in adults

WRLRRALY BAE W EMART A A AR WA

Dose-normalized AUC, Doze-normalized €.,

Analyte Meanrate'  90% (1 Meanratic®  90% (1

(uetizpize 0.88 0.76, 103 092 0.79,1.06
Quetiapine sulfoide 1.2 115,138 130 L1614
T-lvdrowy quetiapie 1.08 052,126 111 094,131
N-desalky] quetiapime 145 130, 1.61 131 LIS 149

" Ratio (10- to 1 7-vear-olds:adults) of least squares means from ANOVA model
ANOVA analveis of variance. AUC, ares undar the curve at steady-state. CT confidence fnterval, Copa
mArinm plasms ConcEnTanon i seady-sate.

Table 2: Comparison of dose-normalized, weight-normalized AUC and Cmax of quetiapine and 3
metabolites in children/adolescents with exposure in adults

Analyte Dose- Weight Normalized AUC Dose —Weight normalized Cmax
Mean Ratio 90% CI Mean Ratio 90% CI

Quetiapine 0.59 0.50-0.70 0.61 0.53-0.72

Quetiapine 0.85 0.77-0.93 0.86 0.79-0.95

sulfoxide

7-hydroxy 0.72 0.61 -0.84 0.74 0.63-0.87

quetiapine

N-desalkyl 0.96 0.86-1.07 0.87 0.76 — 1.00

quetiapine




Figure 2: Box plot of Dose-normalized, weight-normalized AUC of quetiapine versus age on
combined data from children and adults
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Figure 3: Box plot of Dose-normalized, weight-normalized Cmax of quetiapine versus age on
combined data from children and adults
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Does quetiapine prolong QTc interval in children and adolescents at the proposed clinical doses?

Quictapine does not appear to prolong QTc interval in children and adolescents at the proposed
clinical doses. The potential for QTc prolongation at the proposed doses was evaluated by using
the quetiapine concentration-QTcF relationship derived from a thorough QT study in healthy
adults. Assuming the concentration-QT relationships are similar between the pediatric patients
and healthy adults, the model predicted mean placebo-corrected, baseline-adjusted QTc (AAQTc)
intervals are less than 10 ms following the highest dose (i.e. 400 mg BID) tested in the two
pivotal pediatric studies (Study D1441C00112 and Study D1441C00149). In addition, the largest
observed mean QTc interval change from baseline (AQTcF) observed in the clinical trials was
around 2 ms. No patients had QTcF values larger than 500 ms or AQTcF greater than 60 ms.

Table 3: Model Predicted AAQTcF Values

Daily Dose Dose Dosing Crnax Predicted QTcF (90% Cl)
(mg/day) (mg) (ng/mL) (ms)
400 200 BID 520.9 54(3.6-7.1)
600 300 BID 1023.6 6.8 (4.9-8.7)
800 400 BID 1113.4 6.9 (5.0 - 8.9)




2. Question Based Review

The QBR section of the review has used a deductive approach (i.e. starts with conclusions
followed with supportive details) as instructed by CDER Review template MaPP 4000.4

2.1 What pertinent regulatory background or history contributes to the current assessment of the
clinical pharmacology?

The sponsor submitted this supplemental New Drug Application (sNDA) for Seroquel®
(quetiapine fumarate) Tablets for Pediatric Exclusivity determination in response to a Pediatric
Written Request issued by the Agency. The supplement contains, pharmacokinetic, efficacy and
safety data for the use of Seroquel in the treatment of schizophrenia and bipolar mania in
pediatric patients. No new information was included in the CMC (chemistry, manufacturing, and
control), biopharmaceutics or preclinical, sections of this SNDA. These sections are cross-
referenced to NDA 20-639 and associated supplements. The purpose of the clinical pharmacology
evaluation was to characterize the steady-state pharmacokinetics (PK) of Seroquel™ ,
administered twice daily as quetiapine immediate-release tablets (up to total daily doses of 800
mg) in children and adolescents 10 to 17 years of age with diagnoses of bipolar I or
schizoaffective disorder.

Quetiapine is a dibenzothiazepine derivative marketed in the US and a number of other countries
for the treatment of adult patients with schizophrenia and bipolar disorder, including bipolar
depression, bipolar mania and bipolar maintenance. The recommended dose range of quetiapine
in adults is between 150 mg and 750 mg; safety data are available for doses up to 800 mg per day.

The sponsor conducted a study to characterize the steady-state pharmacokinetics (PK) of
quetiapine administered as quetiapine tablets in children and adolescents 10 to 17 years of age
with schizoaffective or bipolar 1 disorder. This study was conducted in response to a Pediatric
Written Request issued by the Agency for information on quetiapine in subjects aged 10 to 17
years. The PK results in this pediatric study was compared to a study (Study D1441C00130) in
adults (18 to 45 years) to determine if there are differences in the exposure between the pediatric
and adult patients. The overall objective and design of the two studies (Studies D1441C00028
and D1441C00130) were similar.

2.2 General Clinical Pharmacology

2.2.1 What is the proposed therapeutic indication for quetiapine IR in this submission?

This sNDA seeks approval of the use of Seroquel® (quetapine fumarate) in treatment of
schizophrenia and bipolar mania in pediatric patients

2.2.2 What are the proposed dosing recommendations for Seroquel in pediatric patients?

The total daily dose for the initial five days of therapy is 50 mg (Day 1), 100 mg (Day 2), 200 mg
(Day 3), 300 mg (Day 4) and 400 mg (Day 5). After Day 5, the dose should be adjusted within
the recommended dose range of 400 to 600 mg for mania and 400 to 800 mg/day for

schizophrenia based on response and tolerability. Dose adjustments should be in increments of no
greater than 100 mg/day.



2.2.3 What is the Pharmacokinetics of Quetiapine and its Metabolites in Pediatric patients aged
10— 17 years?

Exposure to quetiapine in terms of AUCss and Css,max appeared to be higher in the 10- to
12-year-old subjects than in the 13- to 17-year-old subjects on Days 7 and 13. The geometric
means for AUCss on Days 7 and 13 were 55% and 36% higher, respectively, for the 10- to
12-year-old subjects as compared to the 13 — 17 year old. The geometric means for Css,max on
Days 7 and 13 were 71% and 54% higher, respectively, for the 10- to 12-year-old subjects as
compared to the 13 -17 year olds.

The study in pediatric patients was a multicenter, open-label, inpatient, steady-state, PK, safety
and tolerability study in children and adolescents (10 to 17 years) with confirmed clinical
diagnoses of schizophrenia, schizoaffective disorder or bipolar disease. Subjects received
ascending total daily doses of quetiapine, administered in equally divided doses twice daily unless
noted otherwise. Plasma and urine concentrations of quetiapine and its metabolites were
measured after the morning doses were administered on Day 7 (200-mg dose) and Day 13 (4000
mg dose). Safety was assessed by recording adverse events (AEs) and collecting vital signs
measurements, electrocardiographic (ECG) data and clinical laboratory tests. The following
figure depicts the design of the study.

Figure 4: Flow chart depicting the design of study in pediatric patients
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Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 7 and Day 13 for
subjects who received the 200 and 400 mg morning dose are provided in the following figures



Figure 5: Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 7 for
subjects who received the 200 mg morning dose
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Figure 6: Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 13 for
subjects who received the 400 mg morning dose
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Figure 7: Scatter plot of oral clearance of quetiapine by age for Day 7 and Day 13
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Figure 8: Box plots of oral clearance of quetiapine on Day 7 and Day 13 by age group
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Pharmacokinetic parameters for quetiapine are presented in the following table.

Exposure to quetiapine in terms of AUCss and Css,max appeared to be higher in the 10- to
12-year-old subjects than in the 13- to 17-year-old subjects on Days 7 and 13. The geometric
means for AUCss on Days 7 and 13 were 55% and 36% higher, respectively, for the 10- to
12-year-old subjects as compared to the 13 — 17 year old. The geometric means for Css,max on
Days 7 and 13 were 71% and 54% higher, respectively, for the 10- to 12-year-old subjects as
compared to the 13 -17 year olds. The quetiapine Css,min was 22% and 21% higher for the 10- to
12-year-old subjects on Days 7 and 13, respectively as compared to the 13 to 17 year olds. The
apparent oral clearance (CL/F) was 38% and 30% lower for the 10- to 12-year-old subjects on
Days 7 and 13, respectively as compared to 13 to 17 year olds.
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Table 4: Mean Pharmacokinetic parameters for quetiapine by age group

Age group
10-11 vrs {n=F) 1317 yra (m=12) Total (p=11)
PE parameter Statistic Day 7 Diay 13 Dy 7 Dy 13 Day 7 Diay 13
(200mg) (40me) (M00ms)  @00me)  (200me) (400 me)
AllCa(ng*trml)  Geomemic mean 2560.0 51450 1851 4 3TE4R 18828 43171
CV (%) 6.8 1] 64.3 464 g50 414
Conrene (DEEDL) GeomeTic mean fLR] 14263 4143 aan 5104 11134
V) 315 3ig 2.4 51 439 403
Yy Median 1.08 L.50 157 150 150 1.5
Mliminmin 1.00 1.00 052 035 0.52 0.55
Mmimnm 200 200 300 200 300 200
Coprmsy (BT Geomeic mean 331 647 73 40 284 387
V(M) 1155 724 ] 6.9 1029 80
CLF{Lhr) Meam 271 207 1401 1158 1174 1008
5D 300 128 756 554 6.9 474
tyg (1) Meam Ea 55 rTE 550 25 5.5¥
D (.98 138 056 o 0.80 1.a7
Agl, (ug) Memm 1437 19 108 25310 1198 2654
D 145.3 0Nl 505 an4 1005 1364
Fu ) Mem 0072 0470 0031 0.063 0.060 10.054
5D I TIFE] 0034 0.z 0.025 0.051 e
CL, {Libr) Mem 0063 0453 0.070 0.077 0.047 {057
D 0083 0034 0052 0.058 0.065 0.050

* Dimber of subjects who recerved 400-me moming dose on Day 13,
¥ Exrhedes 3 of 12 subjects for whoem t,; could not be calonlased.
* Enrludes 1 of 21 sulgects for whem t,; could ot be caloalased.
A.B.Ln. amoimt of mamboline eliminaed. AUC, n.raaundml‘.emau steady-smte. CLF apparent oral clearance.

CV coafficient of variaton. CL; mmln: laarnece fom plasma. C, ‘macnvm plasua concemraion at steady-state.

C ~'m,rn

deviation. t,., fme of macoum plasma concenTadon 1. temnal elinnparion half-life

13

mmininmim plasma conceniaton at meady-sme Fu meds facton (percent) of dose excreted fn the urine. 5T



The pharmacokinetic parameters of the active metabolite, N-desalkyl quetiapine is provided in
the following table.

Table 5: Pharmacokinetic parameters for N-desalkyl quetiapine for subjects who received the 200
mg and 400 mg morning dose

Zroup
10-11 yr= (n=0) 13-17 wrs (m=12) Total {n=21)"
PE parameter” Staimtc Day 7 Day 13 Dy 7 Dy 13 Day 7 Diay 13
200mg) (A00mg)  Q00mE  (00mE  (200m=) (400 mg)
AUC, pg*brml)  Geomedic mean 19774 40740 14871 33807 1684.7 36421
CV %) 137 0.6 M1 333 303 ok
C e (/DL (GeomeTic mean 1148 450.3 164.7 M 184 4 |l
CV {8 128 134 138 36.5 ila 342
Ty 1T Medim 200 100 300 3 3 3.00
Mimirmim 1.00 1.50 1.00 150 Lo 130
Mudnam 1200 200 £.00 .00 1200 .00
Coemee (EE/L) (GeomeTic mean 124.0 1504 1002 35 1108 2347
CV {8 00 121 343 253 308 41
Agly (ug) Mem 12311 30685 13183 5804.0 22867 54004
5D 18139 31311 17760 40215 17474 35094
Fu %) Mem 148 1643 1.511 1884 1454 1.782
5D 1.178 1014 1.153 1.30% 1134 1.158
CLy (L) Mem 1.052 1214 L.610 1.755 137 1521
5D 0.776 0704 1.514 1465 1.258 137

© Mumber of subjects who receivad 400-me morning dose on Day 13,
* 1y, results are onmited from this 2ble as there were ocly 3 subjects who provided data o both Days 7 and 13
Asl o amonmt of metabelice eliminated. AUC area undar the curve af stzady-state. CL renal clearmes Som plasma.
g e ERTE plasma conCenTation at steady-state. O, Brrimm plasma concenmation ar steady-state.
Fu mole facdon (percent) of doss excresd in the urine, WA ot applicable, 500 standard deviaden
T T2 0f mRIDIm plasna conentation te tenminal elimination half-life

The means for AUCss for N-desalkyl quetiapine on Days 7 and 13 were 32% and 21% higher,
respectively, for the 10- to 12-year-old subjects compared to 13 to 17 year olds. The means for
Css,max on Days 7 and 13 were 30% and 32% higher, respectively, for 10- to 12-year-old
subjects compared to the 13 to 17 year old.

In terms of in vivo exposure, the rank order of exposure with respect to both AUCss and Css,max

was: quetiapine sulfoxide>quetiapine> N-desalkyl quetiapine>7-hydroxy quetiapine.
Quetiapine sulfoxide and 7-hydroxy quetiapine are inactive metabolites.
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2.2.4 How does the exposure to quetiapine in pediatric patients compare to adults?

The comparison of pharmacokinetics between pediatric patients and adults was done across two
studies. The study designs for the two studies were similar.

2.2.4.1 Dose normalized exposure comparison

Comparison of dose normalized exposures (AUCss and Cmax) to quetiapine showed a 12%
decrease in AUC and 8% decrease in Cmax in pediatric children ages 10 to 17 years old
compared to adults (ages 18 to 45 years).

Dose normalized AUC increased by about 6% and Cmax increased by 16% when children 10 —
12 years are compared to adults. But when children 13 — 17 years are compared to adults, dose
normalized AUC and Cmax decreased by about 27% and 28% respectively.

Table 6: Comparison of dose-normalized exposure (AUCss and Cmax) to quetiapine and 3
metabolites in children/adolescents with exposure in adults

ML B0 M EMIAE AL 1L

Dose-normalized AUC, Doze-normalized C, .

Analyte Meanrano® 0% (1 Meanratie®  90% (I

Cuetiapine 0.88 0.76,1.03 092 0.79,1.06
Cuetiapine sulfomde 1.27 115,139 130 L1614
T-lvdroxy quetiapime 1.08 052,126 L1l 054,131
N-desalky] quetiapine 145 130,161 131 LIS 149

" Ratio (10 to 17-vear-plds:adults) of least squares means from ANOVA model
ANOVA analveis of vaniance. AUC,, area under the curve af steady-state. €1 confidence fnterval, Cope
marinumn plasts concentmation it sheady-state.

Table 7: Comparison of dose-normalized AUC and Cmax of quetiapine and 3 metabolites in
children (10 -12 years) with exposure in adults (18 — 45 years)

Analyte Dose- Normalized AUC Dose —Normalized Cmax
Mean Ratio 90% CI Mean Ratio 90% CI

Quetiapine 1.06 0.88—-1.26 1.16 099-1.35

Quetiapine 1.43 1.29-1.58 1.53 1.37-1.72

sulfoxide

7-hydroxy 1.16 0.97-1.40 1.23 1.00-1.51

quetiapine

N-desalkyl 1.63 1.44—-1.84 1.49 126-1.75

quetiapine

Post hoc analyses with no control for multiplicity.
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Table 8: Comparison of dose-normalized AUC and Cmax of quetiapine and N-desalky]
quetiapine in adolescents (13 - 17 years) with exposures in adults (18 — 45 years)

Analyte Dose- Weight Normalized AUC Dose —Weight normalized Cmax
Mean Ratio 90% CI Mean Ratio 90% CI

Quetiapine 0.73 0.61 —0.88 0.72 0.60 — 0.86

Quetiapine 1.11 0.99-1.25 1.06 094 —1.21

sulfoxide

7-hydroxy 1.00 0.81-1.22 0.98 0.78 —1.22

quetiapine

N-desalkyl 1.28 1.12-1.47 1.14 0.96 —1.35

quetiapine

Post hoc analyses with no control for multiplicity.

The following figures provide a comparison of the pediatric populations to adults in an across
studies comparison.

Figure 9: Box plot of Dose-normalized AUC of quetiapine versus age on combined data from

children and adults
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Figure 10: Box plot of Dose-normalized Cmax of quetiapine versus age on combined data from
children and adults
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2.2.4.2 Dose normalized, weight normalized exposure comparison

Dose normalized, weight-normalized AUC decreased by 41% and Cmax decreased by 39% when
pediatric children ages 10 to 17 were compared to adults. The decrease in exposure may not be
clinically relevant.

Dose normalized, weight normalized AUC decreased by about 35% and Cmax decreased by 28%
when children 10 — 12 years are compared to adults. When children 13 — 17 years are compared
to adults, dose normalized, weight-normalized AUC and Cmax decreased by about 47% and 48%
respectively. These decreases in exposure are not expected to be clinically relevant.

The following tables provide a comparison of the pediatric populations to adults in an across
studies comparison.

Table 9: Comparison of dose-normalized, weight-normalized AUC and Cmax of quetiapine and 3
metabolites in children/adolescents with exposures in adults

Analyte Dose- Weight Normalized AUC Dose —Weight normalized Cmax
Mean Ratio 90% CI Mean Ratio 90% CI

Quetiapine 0.59 0.50-0.70 0.61 0.53-0.72

Quetiapine 0.85 0.77-0.93 0.86 0.79-0.95

sulfoxide

7-hydroxy 0.72 0.61 -0.84 0.74 0.63 -0.87

quetiapine

N-desalkyl 0.96 0.86—1.07 0.87 0.76 — 1.00

quetiapine

Post hoc analyses with no control for multiplicity.
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Table 10: Comparison of dose-normalized, weight-normalized AUC and Cmax of quetiapine and
3 metabolites in children, 10 — 12 years with exposures in adults

Analyte Dose- Weight Normalized AUC Dose —Weight normalized Cmax
Mean Ratio 90% CI Mean Ratio 90% CI

Quetiapine 0.65 0.53-0.80 0.72 0.60 — 0.85

Quetiapine 0.89 0.79-1.00 0.95 0.85-1.06

sulfoxide

7-hydroxy 0.72 0.59-0.88 0.76 0.62-0.94

quetiapine

N-desalkyl 1.00 0.87-1.16 0.92 0.78-1.10

quetiapine

Post hoc analyses with no control for multiplicity.

Table 11: Comparison of dose-normalized, weight-normalized AUC and Cmax of quetiapine and
3 metabolites in adolescents, 13 - 17 years with exposures in adults

Analyte Dose- Weight Normalized AUC Dose —Weight normalized Cmax
Mean Ratio 90% CI Mean Ratio 90% CI

Quetiapine 0.53 0.43-0.65 0.52 0.43 - 0.63

Quetiapine 0.81 0.71-0.91 0.77 0.68 — 0.87

sulfoxide

7-hydroxy 0.72 0.59-10.89 0.71 0.57-0.88

quetiapine

N-desalkyl 0.92 0.80-1.07 0.82 0.69-0.98

quetiapine

Post hoc analyses with no control for multiplicity.
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Figure 13: Box plot of Dose-normalized, weight normalized AUC of quetiapine versus age on
data from children versus adults
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Figure 14: Box plot of Dose-normalized, weight-normalized Cmax of quetiapine versus age on
children and adults
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Figure 15: Box plot of Dose-normalized, weight-normalized Cmin of quetiapine versus age of
data from children and adults
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Fig 16: Box plot of Weight-normalized Oral Clearance (CI/F) of quetiapine versus age on
combined data from children and adults
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Comparisons of weight-adjusted, dose normalized exposure showed evidence of significant age-
related differences in exposure to quetiapine, with about 41% lower exposures seen in
children/adolescents. These comparisons of weight-adjusted, dose-normalized exposure showed
no evidence for age-related differences in exposure to N-desalkyl quetiapine metabolites. The
differences in exposures between the pediatric patients and adults may not be clinically relevant.

2.2.5. Does quetiapine prolong QTc interval in children and adolescents at the proposed clinical
doses?

Quetiapine does not appear to prolong QTc interval in children and adolescents at the proposed
clinical doses. The potential for QTc prolongation at the proposed doses was evaluated by using
the quetiapine concentration-QTcF relationship derived from a thorough QT study in healthy
adults. Assuming the concentration-QT relationships are similar between the pediatric patients
and healthy adults, the model predicted mean placebo-corrected, baseline-adjusted QTc (AAQTc)
intervals are less than 10 ms (Table 12) following the highest dose (i.e. 400 mg BID) tested in the
two pivotal pediatric studies (Study D1441C00112 and Study D1441C00149). In addition, the
largest observed mean QTc interval change from baseline (AQTcF) observed in the clinical trials
was around 2 ms (Table 13). No patients had QTcF values larger than 500 ms or AQTcF greater
than 60 ms.

Table 12: Model Predicted AAQTcF Values

Daily Dose Dose Dosing Cmax Predicted QTcF (90% CI)
(mg/day) (mg) (ng/mL) (ms)
400 200 BID 520.9 5.4 (3.6-7.1)
600 300 BID 1023.6 6.8(4.9-8.7)
800 400 BID 1113.4 6.9 (5.0 - 8.9)

Table 13: Summary of the QTcF change from Baseline Values

Study D1441C00112 D1441C00149
Patients schizophrenia Bipolar | mania
Treatment Age 13 ~17 10 ~17
Mean
Placebo (SD) -2.1(18.1) -1.2(17.6)
N 71 81
Mean
400 mg/day (SD) 1.96 (16.2) -0.11 (16.1)
N 72 94
Mean
600 mg/ day (SD) - -1.1(16.8)
N - 98
Mean
800 mg/day (SD) 1.96 (18.1) -
N 73 -
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2.2.6. What were overall adverse events profile in Study 28 reported by the sponsor?

In this pharmacokinetic study, the sponsor reported that quetiapine was well tolerated in this
subject population and no new safety concerns were identified. There were no deaths or serious
AEs during or after treatment. There were no apparent differences between younger and older
subjects’ safety profiles. Somnolence was the most frequently occurring adverse event during
treatment. The majority of cases were considered treatment related, were rated as mild in intensity
by the investigator, and were transient. A comparison of the occurrence of AEs in children and
adolescents in the present study with AE occurrence in adults in Study D1441C00130 showed
adult subjects reported 1 or more AEs more frequently than children. Dizziness was reported
more frequently in adults than in children and adolescents. The sponsor stated that there were no
other obvious differences between children and adults in the types or severity of AEs reported;
however, the small sample sizes in both studies limit the comparisons that can be made between
the safety profiles. The sponsor reported that increases in mean ALT and mean heart rates were
seen in children and adolescents in the present study; however these changes were not unexpected
and were not clinically meaningful. No other trends were seen in other clinical laboratory tests,
vital signs measurements or ECG parameters.

3. Detailed Labeling Recommendations

Detailed OCP Labeling recommendations are incorporated in the proposed label attached under
Appendices. The following recommended revisions is to the paragraph under “Children and
Adolescents” under section 12.3. The proposed label is provided in the Appendix.

(b) (4)
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4. Appendix

Proposed Label with OCP recommendations. OCP edits are noted as “Track Changes: in the
proposed label

Clinical Pharmacology Individual Reports

Pharmacometric Review
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4.2 Individual Reports

Title (Protocol D1441C00028): A Study to Characterize the Steady-State Pharmacokinetics,
Safety and Tolerability of Quetiapine Fumarate (SEROQUEL™) in Children and Adolescents
with Selected Psychotic Disorders

Objectives: To characterize the steady-state pharmacokinetics (PK) of quetiapine fumarate
(SEROQUEL™, quetiapine) administered as quetiapine tablets in children and adolescents 10 to
17 years of age. The secondary objectives were:

1. To monitor the tolerability and safety of titrating doses of quetiapine

2. To determine the dose-proportionality for quetiapine

3. Compare the AUC and Cmax between the subjects in this trial and D1441C00130
4. To characterize the PK of 3 metabolites: quetiapine sulfoxide, 7-hydroxy quetiapine
and N-desalkyl quetiapine

Study Design: This was a multicenter, open-label, inpatient, steady-state, PK, safety and
tolerability study in children and adolescents (10 to 17 years) with confirmed clinical diagnoses
of schizophrenia, schizoaffective disorder or bipolar disease. Subjects received ascending total
daily doses of quetiapine, administered in equally divided doses twice daily unless noted
otherwise, as follows: Day 1 (a single 50-mg dose in the evening), Day 2 (100 mg), Day 3 (200
mg), Day 4 (300 mg), Days 5 to 7 (400 mg), Day 8 (500 mg), Day 9 (600 mg), Day 10 (700 mg),
Days 11 and 12 (800 mg), and Day 13 (a single 400-mg dose in the morning). Plasma and urine
concentrations of quetiapine and its metabolites were measured after the morning doses were
administered on Day 7 (200-mg dose) and Day 13 (400-mg dose). The study used intact
quetiapine 25-mg tablets (formulation number F12804; batch number 2000058452; lot number
7527F) and 100-mg tablets (formulation number F12689; batch number 2000058452; lot number
7511H) that were administered orally, every 12 hours. Safety was assessed by recording adverse
events (AEs) and collecting vital signs measurements, electrocardiographic (ECG) data and
clinical laboratory tests.

80



The following figure is a flow chart depicting the design of the study.
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Multiple blood samples for determining plasma concentrations were drawn as follows:
* On Day 7 immediately prior to the 200-mg morning dose (time 0) and 0.25, 0.5, 1,
1.5,2,3,5, 8 and 12 hours after this dose

* On Day 13 immediately prior to the 400-mg morning dose (time 0) and at 0.25, 0.5,
1,1.5,2,3,5,8,12, 16, 20, and 24 hours after this dose

To verify that steady-state was achieved, pre-dose blood samples were obtained as follows:
* On Days 6 and 7 prior to the 200-mg morning dose

* On Day 7 12 hours after dosing

* On Days 12 and 13 prior to the 400-mg morning dose

* On Day 13 12 hours after the 400-mg morning dose

Subjects were not permitted to take any concurrent antipsychotic or psychotropic medications,
with the exception of valproic acid and lithium. Subjects who were stabilized on either of
these medications for at least 1 month prior to the first administration of study treatment were
permitted to continue these treatments at their current dose. All other antipsychotic and
psychotropic medications were to be discontinued for at least 3 days before beginning study
treatment. Acetaminophen was the only medication allowed for analgesia without prior
consultation with the sponsor. Oral lorazepam was permitted for acute agitation or severe
insomnia, with the dosage determined at the discretion of the principal investigator.

Analytical Methods: The concentrations of quetiapine, quetiapine sulfoxide (M213,841), 7(]
hydroxy quetiapine (M214,227), and N-desalkyl quetiapine (M211,803) in plasma and urine were
determined using a validated reverse-phase liquid chromatography and turbo ionspray ionization
tandem mass spectrometry (LC/MS/MS). The method has a validated assay range of 0.500 to 500
ng/mL for all analytes, utilizing a 100 pL sample aliquot with extension of the validated curve
range to 10.0 pg/mL (50 pg/mL for urine) with appropriate dilution.
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Data Analysis: The following pharmacokinetic parameters were computerized by non-
compartmental methods: Blood samples: AUCss, Css,max, Css,min, T1/2, Tmax, CL/F, Fu,
Ael(m), CLR, and Az for quetiapine and AUCss, Css,max, Css,min, t1/2, tmax, Fu, Ael(m), CLR,
and Az for 3 metabolites (quetiapine sulfoxide, 7-hydroxy quetiapine, and N-desalkyl quetiapine).
AUCss and Css,max following the 200-mg and 400-mg morning doses on Days 7 and 13 were
the primary variables. Urine samples: Fu and Ael(m) for quetiapine 4 metabolites (quetiapine
sulfoxide, 7-hydroxy quetiapine, N-desalkyl quetiapine and 7-hydroxy N-desalkyl quetiapine).

Plasma concentrations and PK parameters for quetiapine and its metabolites were summarized
descriptively for each dose for all subjects and by age group (10-12 years and 13-17 years).

To assess the dose-proportionality of quetiapine, log-transformed AUCss and Css,max for the
400-mg morning dose were compared to the log-transformed AUCss and Css,max for the
200-mg morning dose, respectively, using analysis of variance (ANOVA) methods. Comparisons
of exposure in children/adolescents with that in adults (from Study D1441C00130) used the
following models: log-transformed, dose-normalized AUCss and Css,max were analyzed
separately using ANOVA with a term for age group (ie, 10- to 17-year-old subjects or adult
subjects). Least squares means and 90% confidence intervals for the ratios of interest (ie, AUCss
for 10- to 17-year-olds: AUCss for adults and Css,max for 10- to 17-year-olds:Css,max for
adults) were calculated. If the 90% confidence intervals for both AUCss and Css,max were
completely contained within the interval 0.71 to 1.41, it was concluded that there was no
difference in exposure between adults and 10- to 17-year-old subjects.

Results: Twenty-eight subjects were enrolled in this study. Twenty-seven of the 28 subjects
received the study medication; 1 subject was withdrawn from the study after enrollment but prior
to receiving study medication. As a result, 27 subjects were included in the safety population.
Three additional subjects withdrew from the study prior to completion; therefore, 24 subjects
were evaluable for PK analyses. Three subjects in the 10- to 12-year age group were unable

to tolerate daily doses above 600 mg and remained on 600 mg per day from Day 11 onward,

as allowed by the protocol. Of the 27 subjects in the safety population, 13 were in the 10- to 1217
year age range, and 14 were in the 13- to 17-year age range. The median age of subjects in the
safety population was 13 years. In the 13- to 17-year-old age group, 10 of the 14 subjects were 13
or 14 years old. Approximately one-half of the subjects in each age group were male.
Approximately one-half of all subjects were black; the proportion of blacks was slightly higher in
the 13- to 17-year-old age group. All but 1 of the subjects had a diagnosis of bipolar I disorder;

1 subject in the 10- to 12-year-old age group had a diagnosis of schizoaffective disorder.
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Pharmacokinetic Results
Mean plasma concentrations over time for quetiapine and 3 metabolites on Days 7 and 13.

Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 7 for subjects who
received the 200 mg morning dose
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Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 13 for subjects
who received the 400 mg morning dose
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Mean plasma concentrations of quetiapine over time in Day 7 for PK population subjects who
received the 200 mg morning dose
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Mean plasma concentrations of quetiapine over time on Day 13 for PK population subjects who
received the 400 mg morning dose
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Descriptive statistics of the pharmacokinetic parameters for quetiapine are presented in the
following table.

Pharmacokinetic parameters for quetiapine for subjects who received the 200 and 400-mg
morning dose

Eroup
10-17 yrs (n=F) 13-17 vr: (m=12) Total (p=11}"
FE parameter Statstic Day 7 Day 13 Dy 7 Dy 13 Day 7 Day 13

200mz) @mg) (Mimg) (@0mg (00me) (400 mg
AUC, (pp'hrml)  Geomemic mean 15600 51450 16514 37848 1menE 171

OV (%) 568 11 64.3 6.6 850 414
O oo, (il ) Gomemicman 7070 14363 4143 9347 5308 11134
oV (%) 375 338 604 514 519 ELY
g () Medizm 108 1.50 157 130 130 150
Minirmm 100 1.00 0.52 0.53 032 0.5
Mirinam 200 200 300 200 300 2.00
€, e, (REL) Geomemicmen 331 64.7 171 40 206 507
oV (%) 1135 744 00 569 1029 500
CLF (L) Mam 871 807 1401 1158 1174 100.8
5D 390 143 9.6 55.4 869 474
ty (B} Mem 317 15 17T 5.3 206 5.5
SD 0,98 138 0.56 077 040 107
Adl, (ug) Mem 1437 1319 1018 2530 1198 2634
5D 1453 171 303 90.4 1005 156.6
Fu (%) Mem 0072 0.070 0.051 0,083 0.050 0,056
5D 0,073 0054 0.028 0,025 0.051 0.039
CL, (Lt Mem 0,083 0.053 0.07m0 0.077 0.067 0.087
SO 0,083 0.034 0.052 0.058 0.085 0.050

* Tmber of subjects who received 400-mg moming dose on Day 13,
® Eucludss 2 of 12 subjects for whoo t, could mot be caloulassd.
“  Exchedes 2 of 21 subjects for whom t); could not be calonlaed.
Aslyy, amenmt of metabelite eliminaad. AU, area undar the cumve at steady-state. CL/F apparent oral clearance
OV ooefficient of varaton. CL; renal cleamoce Somplasma C ,, mawnm plasma concentration at steady-state.

P =

C e DD plasm concemiration at steady-sae. Fu mele facton (percend) of dose excreted m the uina. 5D
standand deviation. o, tme of madnwm plasma copcepTadon. 1. temmenal elimdration halflifs

Exposure to quetiapine in terms of AUCss and Css,max appeared to be higher in the 10- to
12-year-old subjects than in the 13- to 17-year-old subjects on Days 7 and 13. The geometric
means for AUCss on Days 7 and 13 were 55% and 36% higher, respectively, for the 10- to
12-year-old subjects as compared to the 13 — 17 year old. The geometric means for Css,max on
Days 7 and 13 were 71% and 54% higher, respectively, for the 10- to 12-year-old subjects as
compared to the 13 -17 year olds. The quetiapine Css,min was 22% and 21% higher for the 10- to
12-year-old subjects on Days 7 and 13, respectively as compared to the 13 to 17 year olds. The
apparent oral clearance (CL/F) was 38% and 30% lower for the 10- to 12-year-old subjects on
Days 7 and 13, respectively as compared to 13 to 17 year olds.

Box plots of CL/F for all PK population subjects in each age group on Days 7 and 13 are
presented in the following figure. A scatter plot of CL/F by age for Days 7 and 13 for all PK
population subjects is presented in the following figure. The median CL/F was lower among 10-
to 12-year-old subjects relative to the 13 to 17 year olds. Regression lines showed CL/F tended to
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increase with age. However, there was large amount of overlap in the distributions of CL/F at all
ages. Dose normalized AUC or Cmax does not appear to indicate a change in exposure when
compared to the weight of the patient.

Box plots of oral clearance of quetiapine on Day 7 and Day 13 by age group
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Scatter plot of oral clearance of quetiapine by age for Day 7 and Day 13
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Scatter plot of oral clearance of quetiapine by weight for Day 7 and Day 13
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The clearance of quetiapine increase with age and weight of the patients. There was large inter-
patient variability in the data.
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Oral Clearance (CL/F) of quetiapine versus body mass index
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Dose-normalized AUC of quetiapine versus weight on combined data from children/adolescents
and adults (data from study 41441C00130)
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Dose-normalized Cmax of quetiapine versus weight on combined data from children/adolescents
and adults
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Metabolite pharmacokinetics
The following figures contain the plasma concentration time profile for the metabolites.

Mean plasma concentrations of quetiapine sulfoxide (IC1213841) over time on Day 7 for PK
population subjects who received the 200 mg morning dose
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Mean plasma concentrations of quetiapine sulfoxide (ICI213,841) over time on Day
13 for PK population subjects who received the 400 mg morning dose
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Mean plasma concentrations of 7-hydroxy quetiapine (IC1214,227) over time on Day
7 for PK population subjects who received the 200 mg morning dose

%0 AL et 13

L - T
HEB

107

hMean plasma concentration (ngiml)

96



Mean plasma concentrations of 7-hydroxy quetiapine (ICI1214,227) over time on Day
13 for PK population subjects who received the 400 mg morning dose
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Mean plasma concentrations of N-desalkyl quetiapine (M211,803) over time on Day
7 for PK population subjects who received the 200 mg morning dose
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Mean plasma concentrations of N-desalkyl quetiapine (M211,803) over time on Day
13 for PK population subjects who received the 400 mg morning dose
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Pharmacokinetic parameters at steady-state are summarized for the 3 metabolites, quetiapine
sulfoxide, 7-hydroxy quetiapine and N-desalkyl quetiapine in the following tables.

Pharmacokinetic parameters for quetiapine sulfoxide for subjects who received 200 and 400-mg
morning dose on Day 13

Age =roup
10-12 ¥rs {n=0) 13-17 yrs (e=12) Taotal (n=21}"
FE parameter Statistic Day 7 Day13 Day T Day 13 Day 7 Day 13

(200mg) (0mg) (M0mg) (@00mg (W0mz) (400 me
AUC, (peirml)  Geomeic men IR EET0 1585F 4D 2E0R4 63544

oV e 13 %35 403 T 353 308
£ (il Coomsrimar 7950 15607 s600 1075 8517 13241
oV (24 13 11 44 N 354 352
1. () Median 147 150 157 175 163 150
Minimmen 1.00 L 052 053 052 0.55
Musimm 1 3 300 500 300 5.0
£ (L] Ceomsmiimen 452 923 45 964 445 047
oV ) 3 L0 91 429 841 571
ty (BE) Mean 17 154 153 408 264 5o
D 0.3 098 050 117 048 L1
Aal (ug) Mean 0735 32838 11688 39102 11280 36288
D W4 200& IB0 2193E 5426 4184
Fu %) Mean 0513 0.781 0561 083 054 01
D 0387 067 02 0T 0308 038
CLy, (L) Mem 0301 D408 0467 06 039 0.546
D 0219 018 045 0307 024 0.285

* Nimmber of subjects who received 400-mz moming dose oo Day 13,

* Encludss 1 of @ subyects for whem ty could wot be calowlated

¢ Exchudes 2 of 12 subjects for whom £, could not be calenlased.

4 Exrhudes 3 of 21 subjects for whom t, , could not be caloalased.

Al ameomt of metabolite eliminaed. AUC,, area under the curve at steady-state. CL; remal cleammee Som plasna.
(e BRI plasma concentrartion at steady-state. C . moivimm plasma concentration at steady-state.
Fu mole fraction (percent) of dose excreted in the wmne. 50 standard deviation t,, tme of maxiemm plasma
CONCENMACOR. s teruunal sliminestion kalf-lif

Exposure to quetiapine sulfoxide in terms of AUCss and Css,max were 30% and 40%,
respectively higher on day 7 and 17% and 33% , respectively higher on day 13 in 10- to 12-year[
old subjects than in 13- to 17-year-old subjects.
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Pharmacokinetic parameters for 7-hydroxy quetiapine for subjects who received the 200 mg and
400 mg dose on day 13.

Age group
L10-11 yrs (n=0)" 13-17 yrs (B=12) Tatal (n=21)"
PE parameter Statntic Day 7 Day 13 Day 7T Dy 13 Day 7 Diay 12
200mz) (@M mg) 00ms)  @00mg)  (200me) (400 meE)
AUC. (pe*trml)  Geomemmic mean 1287 0 1005 08 1174 LR
Vg 33 40.8 503 548 18 479
T (Genmedic mean 13 [ 113 517 M0 587
[atT ] 302 374 465 515 451 485
togs () Medan 100 100 157 150 182 130
Mlimirmim 1.00 1.00 052 030 0.52 0.50
Mmimm 3.00 3.00 100 20m 30 300
Conreee (BEL) GenmeTic mean 132 373 1462 a4l 149 .12
VD §32 520 877 e o 45
] Mean 1o g 143 588 ERL .80
5D 044 133 0.61 136 0358 1.9
Agl, (ug) Mem 1115 3480 1385 5264 1169 4301
5D 627 M1 36 4057 G688 3604
Fu %) Mem 0.054 n.024 0,065 0124 0061 0.108
5D 0030 0068 0.035 0.0a7 0033 0.087
CLg (L) Mem 0853 L0490 1204 1531 1043 1324
5D 0500 0426 0.620 0738 0586 0658

K‘Jnj:»xrcl:';u'n&'em who receivad 400-mz moming doss on Day 13,
Exchudas 3 of @ subjects for whom 1, could wot be calodated.

Exchedas 3 of 12 subjects for whom t, , could not ba caloalasd.

Exrludss § of 21 subjects for whom t,, could not be caloalaed.

Agl, o amonnt of mambelie eliminaed. AUC, ares under the curve at steady-stare. CL renal clearmmee Som plasna,
" oy DOARITLTY PIASIR COLCENTATION AT STRAGY-S5218. Uy DS plasia concewTation at steady-state.

Fu mole faction (percent) of dose excreted in the vrine. 300 standard deviation fe,. tme of mademm plasma
concEnmaton by termival elimiration half-lifs

e @ e

There was about 17% and 3% higher AUCss for 7-hydroxy quetiapine in 10- to 12-year-old
compared to 13 to 17 year old subjects on day 7 and 13, respectively. The Css,max was 32%
higher in 10- to 12-year-old compared to 13 to 17 year olds on Day 7 and about 9% on Day 13.
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Pharmacokinetic parameters for N-desalkyl quetiapine for subjects who received the 200 mg and
400 mg morning dose

Age sroup
10-12 yr= (n=0) 13-17 yrs (B=12) Total {n=21}
PK parameter” Stafisdc Day 7 Dy 13 Dy 7 Day 13 Day 7 Day 13
(200mg) (400 mg) (200mz) (@W00mg) (200mz) (400 me)
Al (mehrml)  GeomeTic mean 19774 40740 14871 33807 1685.7 36421
oV (%) 13.7 0.6 M1 333 30.3 205
C o e (BT GeomeTic mean 1148 440.3 1647 M7 184.6 ELSE
oV (2% 158 134 EER 36.5 310 342
s (BT Madian 100 100 100 3 30 300
Mininmim 1.00 1.50 1.00 1.50 1.00 1.50
Madnwm 12,00 200 500 B.00 1200 B0
C e, (REL) (GeOmeTic mean 1259 1504 1002 35 1108 347
oV (24 g 121 343 253 e 41
Arly fugh Mem 11311 50695 13183 SBOS.0 23857 54004
5D 13139 31311 1776.0 40215 17474 35004
Fu (%) Mem 1443 1.643 1511 188 1434 1.782
5D 1.178 1014 1153 1305 1.134 1.148
CLy {L/hr) Mem 1.052 1.210 1610 L7355 1371 1321
5D 0776 074 1514 1465 1.158 1207

* Mmber of sujects who received 400-me momning dose on Dy 13,
¥ 1, results are opmited fFom this sable as there wers only 3 subjects whe provided data oz both Days 7 and 13
Apl, - amevmt of metabolite eliminated. AUC,, area under the curve at steady-state. CL, remal clearmnce fom plasma.
e DI plasina concenTation at steady-state. O .. Dumimwmplasma concentration at steady-state.
Fu mole facdon (percent) of doss exwcreted in the mne. MA wot applicable. S0 standard deviaten
e T of Taximm plasma concenimion. fy. termimal elimiration half-life

The means for AUCss for N-desalkyl quetiapine on Days 7 and 13 were 32% and 21% higher,
respectively, for the 10- to 12-year-old subjects compared to 13 to 17 year olds. The means for
Css,max on Days 7 and 13 were 30% and 32% higher, respectively, for 10- to 12-year-old
subjects compared to the 13 to 17 year old.

Summary of Pharmacokinetics

Two of the metabolites, quetiapine sulfoxide (t /2 =5.27 hrs) and 7-hydroxy quetiapine (t 2 =
5.88 hrs), had estimates of t1/2 similar to quetiapine (5.52 hrs). The N-desalkyl quetiapine
metabolite (t /2= 11. 32 hrs) had a longer t /2 than quetiapine (t /2 =5.52).

In terms of in vivo exposure, the rank order of exposure with respect to both AUCss and Css,max
was: quetiapine sulfoxide>quetiapine> N-desalkyl quetiapine>7-hydroxy quetiapine.

Quetiapine AUCss and Css,max appeared to be higher in 10- to 12-year-old subjects than in

13- to 17-year-old subjects. Similar trends were observed for the quetiapine sulfoxide and
N-desalkyl quetiapine metabolites. There was high degree of inter-subject variability in exposure
to quetiapine and its metabolites in both subject populations. There was no apparent association
between AUC and Cmax with weight for quetiapine.
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Comparison of pharmacokinetic results with those from Study D144C100130

The following figures contain the mean plasma concentrations over time for quetiapine in
subjects who received 200 mg morning dose on combined data from children/adolescents and
adults from study D1441C00130

Mean plasma concentrations for quetiapine over time for PK population subjects who received
the 200 mg morning dose on combined data from children/adolescents and adults
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Mean plasma concentrations of quetiapine over time for PK population subjects who received the
400 mg morning dose on combined data from children/adolescents and adults
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Mean plasma concentrations of quetiapine sulfoxide over time for subjects who received 200 mg
morning dose on combined data from children/adolescents and adults
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Mean plasma concentrations of quetiapine sulfoxide over time for subjects who received 400 mg
morning dose on combined data from children/adolescents and adults
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Mean plasma concentrations of 7-hydroxy quetiapine (IC1214,227) over time for PK
population subjects who received the 400 mg morning dose on combined data from
children/adolescents and adults (data from study D1441C00130)
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Mean plasma concentrations of N-desalkyl quetiapine (M211,803) over time for PK
population subjects who received the 400 mg morning dose on combined data from
children/adolescents and adults (data from study D1441C00130)
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The results of the comparisons of dose-normalized AUCss and Css,max for quetiapine and the
3 metabolites between children/adolescents and adults are presented in the following table.

Comparison of dose-normalized exposure (AUCss and Cmax) to quetiapine and 3 metabolites in
children/adolescents with exposure in adults in Study D1441C00130

MALRALY B W RAER A D D e R

Dose-normalized AUC, Dose-normalized C._ .
Analyte Meanrage®  30% (1 Mean ratic”  90% (1
(Quetiapine 088 0.78, 1.03 0.2 0.79.1.06
(uetiapine sulfoide 127 115,139 130 116, 1.4
T-lIrydroxy quetiapine 108 052, 1.26 L1l 054,131
W-desalky! quetiapine 145 130, 1.61 13l 115,149

* Reatio {10- to 17-year-olds:adults) of least squares means fom ANOVA model
ANOVA analvsis of venance. AUC, area indar the curve ar steady-state. € confidence interval. Co e
marinnm plasie concenTanon it seady-state.

The comparisons of dose-normalized exposure in children/adolescents with that in adults

showed no evidence for age-related differences in exposure to quetiapine or its CYP2D6
metabolite, 7-hydroxy quetiapine. The effect of age on exposure to quetiapine sulfoxide, as
measured by AUCss, showed statistical significance, with about 27% higher exposure seen in
younger subjects. The effect of age on exposure to quetiapine sulfoxide, as measured by Css,max,
was statistically significant, with about 30% higher peak exposure seen in younger subjects.

When AUCss and Css,max were normalized by the weight-adjusted dose (i.e, were divided by

[dose/weight]), no differences in exposure with age were apparent for quetiapine sulfoxide or
N-desalkyl quetiapine. For quetiapine and 7-hydroxy significant differences were observed.
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Comparison of dose-normalized, weight-normalized AUC and Cmax of quetiapine and 3
metabolites on combined data from children/adolescents and adults (data from study
D1441C00130)
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Comparisons of weight-adjusted, dose normalized exposure showed evidence for statistically
significant age-related differences in exposure to quetiapine and 7-hydroxy quetiapine, with (41%
lower AUC, 39 % lower Cmax for quetiapine; 28% lower AUC, 26% lower Cmax for 7]
hydroxyquetiapine) lower exposures seen in younger children/adolescents. These comparisons of
weight-adjusted, dose-normalized exposure showed no evidence for age-related differences in
exposure to the quetiapine sulfoxide or N-desalkyl quetiapine metabolites.

Conclusions:

The sponsor concluded that comparisons of dose-normalized exposure in children/adolescents
with that in adults showed no evidence for age-related differences in exposure to quetiapine or its
CYP2D6 metabolite, 7-hydroxy quetiapine. However, these analyses showed statistically
significant differences in the quetiapine sulfoxide and N-desalkyl quetiapine metabolites, with
higher exposures seen in children/adolescents.

Comparisons of weight-adjusted, dose normalized exposure showed evidence for statistically
significant age-related differences in exposure to quetiapine and 7-hydroxy quetiapine, with lower
exposures seen in younger children/adolescents ((41% lower AUC, 39 % lower Cmax for
quetiapine; 28% lower AUC, 26% lower Cmax for 7-hydroxyquetiapine). The comparisons of
weight-adjusted, dose-normalized exposure showed no evidence for age-related differences in
exposure to the quetiapine sulfoxide (27% increase in AUC) or N-desalkyl quetiapine (45%
increase in AUC) metabolites. There was large variability in the data.
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Safety summary: The sponsor reported that quetiapine was well tolerated in this population of
children and adolescents ages 10 to 17 years with diagnoses of bipolar I disorder or
schizoaffective disorder. There were no deaths or other serious AEs during study treatment. There
were no unexpected AEs reported during the study. The sponsor reported that there were no
obvious differences between the age groups in the types of adverse events that occurred, or in
their intensity. Three subjects in the 10- to 12-year-old age group had their study medication
doses restricted to 600 mg/day from Day 11 onward. Somnolence was the most frequently
occurring AE during study treatment. Most of the cases of somnolence occurred shortly after
initiation of study treatment (ie, Day 1 or 2) and resolved prior to study completion; all cases
were rated by the investigators as mild in intensity and were considered treatment related.

Reviewer comments: There was a trend towards higher exposures (36% to 55% higher AUC) in
the younger children (10- 12 years old) when compared to adolescents (13 -17 year olds). There
was large inter patient variability in the data.

Comparisons across studies indicated that dose normalized exposures in children/adolesecents
(10-17 years) were 12% lower AUC than adults. When adjusted for weight and dose, there
appears to be significant differences in exposure to quetiapine and its 7-hydroxy metabolite with
children/adolescents having lower (about 30-40% lower) than adults.
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Appendix

Figure 11.2.1.1.2 Individual values of Cmax of quetiapine versus quetiapine dose
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Figure 11.2.1.1.1.1 Individual values of AUC of quetiapine versus quetiapine dose
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Figure 11.2.1.3.1.3 Box-plot of oral clearance (CL/F) of quetiapine on Day 7 and Day 13 by age group

E” 3 @

3

Cral clearance CLF
]

g

10=12 ys 13=17 s
Age group

114



Tabla 11.2, 1 1 1 "umar

PRI BTt -

K ingviejal]

:miul:i'n for
14 subfects wia rad

Taim
CEEA.0| 140000 396.00)  bed.0d|
100,00 2300.00] 1360.04 180.00
TT0T00L) L426.2%E| 414,360 gek.TO4|
WAE| 336 603EL]  ELEGE
B0 1A T X+ -

L0 LE| 15| L

Wlvat’ 400 g moming doss o Tay 11

g ey

ZH- |H'-1.2

Wyl Gyl [-1}.' ) [-1}.' n
e e o
Tl ME|EIRLIE| 1D AL aan
T aed|laneEnd| 1.153 '31 TR
"'ii'ui';i Tl mEga| 1817.1)
REITER 15 TR 1315 8| 3E0.TE

"sm fr:1|
T 1*1|

1-551 l33|

+—+

1-I!-E.-E~E'|' i

ST

115

TR
"1.5-5* ['-‘E B

gun.i:pm: macakinatic ram;r aptimatas

ALl
|'H'.11

-éi-

735,00
ETRN

.
o) 1
18000 g
w0
£3.452
i
wEl
L.51|

I:n:,- 11

46412
1404034
1870
4T
TR
| 4

1113416

i

.
i
0.
1.5




EUBJSRS W Tl

A0l g noming dosa
ﬁgi I3f='lll='

un Ty
) i)

Tibla 11.2. 11 1 ’umar! :'I'.I.'Lilll:i far ‘;I.Li 1111:'1:1: mracdkinatiz

Mammacokinatic fRrametar Ty 1 ""E‘I-.:;'-]-.j- [‘1}'

S m———
T g
BTN

S5 25 20.11] .5-1 535|

11 i) i

116

T
B T T T
I L]
153 5a| L g
7. 1*-:| T |

HH‘I’.H’ astimatas

n Lay L

I:i}' B

1]

1T .

1 u1|

T
E T
10373
263,64
L0z, 585
) u: .51'.'|"

All
|'H' 11

I:i}".'
i u1|

47,655

TR

e 1
el
.39 41
10731
ST
iE'u'i.i:-ii"""
.55 ua|"'"" i
T
TR

I:-ay e
RN
i
e
TAH
T
EUTRT)




Tabla 11.2.1.2.1 3Sumary stabistics for quatlapine sulfosdds (ICI213, 841)
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Tabla 11.2.1.4.1 Sumary statistics for N-dasalkyl quatlapine [MZ11,803) pharmacokinstic pareneter astinatas
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Tabla 11.2.5.1 Compariscn of doss-normalized MIC and Cnax of

quatiapine and ¥ matarolites

m c:nbim:l data from mildranfldoln:cantn and adults [data from :l:udy DLE41C00134)
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Table 4.1 Comparison of dose-normalized AUC, Cmax and Cmin of quetiapine and 3 metabolites
on corbined data from children (10-12 years old) and adults (data from study D1441C00130)

Pharmacokinetic Parameter | Comparisen (Children (10-12 |
years old)/Adults) | Children (10-12 years old) | Adults
| Geometric mean (95% CI) --In“E;om;;-c:n;;“;;“;-{ﬁ -----

UCLM | MEAN | Lo |
L26) 1272 10.34)
AUC (Quetiapine sulfoxide) | 1.29] 1.58] 17.86| 16.19]
AIC G-hydrowy quetizping) | Lasl 0971 Ll ol 0.6l
AIC (vdesally) quetiaping) | L63| Ll Lsl w08 9.7
Gax (Quetiapine) | L1 0.8 Lsl ;2 2.9
(nax (Quetiapine sulfoxide) | 153 w7l Lnl sl s
(ax (-hydroxy quetiapine) | L.23] Lol LEl 08l 0.3
ax Ovdesally] quetiaping)| 149 Ll Ll Lul 0.
trin (Quetiapine | 079 059 Lodl 0] 0.3
(rin (Quetiapine sulfoxide) | L12| 0ol Ll ol 0.0
(rin (-hydroxy quetiapine) | 0.86] 0.8l Losl 001 0.00
(rin Ovdesalky] custiapine)|  LS3| Lal Ll ol 0.5l

Table 4.2 Comparison of dose-normalized AUC, Cmax and Cmi

uetiapine and 3 metabolites

2 . n of g
on combined data from adelescents (13-17 years old) and adults (data from study D1441C00130)

Pharmacokinetic Parameter | Comparison (Adolescemts (13-17 | |
| years old)/Adults) | Ado'l?fsfg*_:f (13-17 years o]dE__I _______ 4591‘55 _____________

| Geometric mean (95% CI) |

U | I I
AC (Quetiapined | 0.88] L1
AUC (Quetiapine su]Fo;;a;i_-“ 1.25] .93
AUC (7-hydroxy quet"a;-a'l_'a;i_-“ 1.221 .51
AUC (N-desalkyl Cue‘t'i;.};'l_';;i-I_ 1.47| .93
(nax (Quetiapine) | 0.86] .73
Cmax (Quetiapine su'l'F;;-a ----- 1.21] 48|
Cmax (7-hydroxy cuet'i;; 1.22] 10|
Cmax (N-dezalkyl cuet;;p'i 1.35] .73
Cm 0.76] .10]
Cm 1.25] 0.23] 0.18]
Cmin (7-hydroxy quetiapine) | 0.84] 1,08 [-)-5:| 0.01]
Cmin (N-desalkyl cuet;;;'l_';éj_l_ 1.29] 1.46] -[_)_gir 0.47]
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Table 4.3 comparison of dose-norsalized auc, crax, and cein of quetiapine and 3 metabolites
of comined data from children (10-12 years old) and adolescents (13-17 years old)

Pharla.coﬁnetic Par.;.l-meter | ’ t-:c-mp rison - - - - -
| (ch'l'ldmn.f.&dn'lescents)

|
chl'ldren (10-12 year‘s old) | d.dulescents (13-17 yea.rs old)

l!ario (G c.1. J | GeomETrC Hean (95% €I) | Genmetr"lc BEan (955 €1)
‘ u:..w LELM | UM | MEAM | LeLM | WCLM | MEAN | LeM | UeLm
aAUC (metiapine) Tl L1 Ll 1.2 1.4 1588 84| 71 0.0
aUC (wetiapine sulfoxide) |'" Y T T R T T T T T T
Al (hydrexy quetiapine) | L1.17]  0.4] L4 0.1 uaai" TR e
Al (u-dé;alkﬂ qedapine) | L7l LI La43|  10.08] 91?| oI e e
caax (quetiapine) - |'" T T ] 296| T T
ca (quetiapine 5u‘lfaxlde) B T T T T T T Y T
coax (?-hydm:-:y quempine) | T I T T T T T T
coax (- uesa.n:ﬂ -:petiaplne)l B TR R T T PRI R PP R ST
cuin (quetiapine) T T e T T T T
cain (etiapine solfoidn) 1Ll oL o han o e ol
T e B o I B 7Y T TR TN RS TR TR

- - — - - - _— - - — I
cain iN-desalkyl quetiapine)| 123 1.08 1.34] 0.65 0.59 0.72 0.53 0.47] 0.60]
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Table 5.1 Comparison of dose-normalized, weight-normalized AUC_] Cmax and Crin of quetiapine and 3 metabolites
oeb1

bined data from children (J.(’J-'_. years old) and adu

ts (data from study D1441C00130)

Pharmacokinetic Parameter | Comparison :Ch'l_'idr'en (J.(;J.Z | |
years old)/Adults) | Children (10-12 years old) | Adults
i &a;;;_(QE";_EI_in | Geometric mean (95% CI) | Eeor;;;:; mean (95% CI)
---IE;\;“-I -------------- 3&_\1 | eEm | Lo | v 1 e | LCLK UCLK
AC (Quetiping | 0.65] 0.50] 676.76] 550,13 832,53 1335:6;“ 900.34]  1189.93
AUC (Quetiapine su'lfop-('l-'de)- | 0.89] 1.00] 950,041 851.17|  1060.33| 1359:12“- 986.33]  1158.82
0.72] 0.88] 19,21 32,50] 47.29| 54:55“- 47.05 62.50
1,00 1.16] £36.46] 477.46| 602,74 535:55“- 480,97 595,53
0.72] 0.85] 187.38] 159,52] 220, 11| 251:};“- 232,12 295,19
0.5 106l 20.59]  20L.421  241.59]  23L.69) 213431 25L5l
0.76] 0.94] 3.29] 7.01] 9.32| 10,38 9.34 12,63
0.92] 1.10] 53.82| 51.54] 67.13] 53:;;“- 56.00 72.40
Cmin (Quetiaping) | 0.49] 0.67] 9.93] £.92] 14,26 20:;;“- 16.49 25.16
Cmin (Quetiaping su]fé;'_iaéi | 0.69] 0.88] 13.57] 10.40] 17,711 '.9:;;“‘ 16.77 22.89
Cmin (7-hydroxy cue‘t'i;;'l_'a;s | 0.54| 0.63] 0.79] 0.60] 1.04| l:;;“- .25 1.74
Cmin (N-desalkyl Gllet'};;'l-';éﬂ 0.98] 1.12] 14.57] 30.33] 39,40 35:;5“- 32,06 39.08
Table 5.2 Comparison of dose-normalized, weight-normalized AUC and Cmax of quetiapine and 3 metabolites
on combined data from adolescents tl3-l§ years old) and adults (data from study D1441000130)
Pharmacokinetic Param;;:" | Comparisan (.ﬂdéi;;;;r;g;_zii-l? | L
years old)/Adults) | Adolescents (13-17 years old) | Adults
| Geometric mean (95% CI) | GEDI;;;'_':; mean (95% CI)
[ wEAN 1 Lo ] uen | e | LCLK LCLM
A (Quetizpine) | 0.53] 0.65] 543.72| 443.28] 679.24] 1035:6E--- 900,34 1189,93
AUC (Quetiapine su'lfo;'l-'de)- | 0.81] 0.71] ’ 0.91] 580.67| 754.30] 952.04| 1059:- .39 1138.82
AIC (7-hydroxy quetiapine) | 0720 o.sal o83l a8l 32.080 4789l 4 051 62.50
AUC (N-desalkyl Gue‘t'i;;'l_'a;i | 0.92] “[_)_é(-ii _____ 1.07] 493.77| 432.78| 563.40| 535:25“- 480.97 595,53
Crax (Quetiapine) | 0.52] “[_)_-;;i _____ 0.63] 135,84/ 108.59] 169.93| 251:;’;“- 232.12 295,19
Cmax (Quetiapine sll‘|‘Fé;1_'a;5 | 0.77| “[_)_g;ii _____ 0.87| 177.84| 157.47| 200.84| 231:@;“ 213.43 251,51
Cmax (7-hydroxy cue‘tw;;'l_';;i | 0.71| _[_)_;FI _____ 0.88] 7.69] £.29] 9.40 '_Ojié“- 9.34 12,69
Cmax (N-desalkyl cuet'};;'l_';é)l 0.82 _[_)_gQI _____ 0.98] 52,51 45.52] 60,58 61:;;“- 56.00 72,40
Grin (Quetiapine) | 0.42| --[-)-SJ-.I ----- 0.57] 3.48] 6.20 11.60( 20:5;“- 16.49 25.16
Cmin (Quetiapine sll‘|‘Fé;1-';;§ | 0.73 “[-)-;;31 ----- 0.93] 14.37] 11.22] 18.40| 1959 16.77 22.89
Trin (7-hydroxy cuetﬁ;;;;i-ai | 0.61 --[-)--;.;i ----- 0.79] 0.90] 0.67] 1.20 1.47 1.25 1.74
Trin (-desalky] quetiapine) | 0.3 0.8l 106l az.e4l 29.08 37.08l 35.331 32.08 39.08

129




Table 5.3 comparison of dose-normalized, weight-normalized Auc, crax, and cain of guetiapine and 3 metabolites
on combined data from children (10-12 years old) and adolescents (13-17 years old)

Pharmacokinetic parameter |

cu-1pari S0
(children/adalescants)

childran (10-12 years ald) adolescents (13-17 years old)

Ratlo (9% £.1.)

I- Genuel:rl:: BEEMN (9554-1:1) |

Gemtr{c mean (958 CI)

MEAH | LM | UCLM | MEAM | LELM | UCLM | MEAN | Lo | UELM
A (uetlapine) LAl 0 L7 6e.6 Ss0.13]  832.53]  S48.72]  A43.28)  679.24
e (uetlapine sulfoxide) | L10|  0.86]  1.27|  950.04]  851.17] 1060.39]  860.67|  754.30| 08204 |
At oy etz | L0 0B oA el B mas mas a|
e o e Y 1 e B P B =P R e R P R PP e
coay, (Guetiapine) R T T O PR T TR T TR T TR C T TR T TR TR
o Tapine wtorae 1T T el aLa aie) i) i ams
G ooy awetiaine TR e T e TR e el
e e e e Y T T T T
cuin (etiapine) T T T T Y T T
win Cooetianine slfoctde) | OBl 00l LA T el i
cwin (-hyiroy metiaptoe) | 08O LA oga ool Lot osel o La|
ain Ordesalby] etianiney LGN 0 LE W mmwae mal moal Aol
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Title (D1441C00130): A Study to Characterize the Steady-State Pharmacokinetics and Safety
and Tolerability of Quetiapine Fumarate (SEROQUEL™) in Adults with Selected Psychotic
Disorders

Background: In response to a pediatric written request from the Agency, the sponsor originally
designed a study to be conducted in subjects ages 10 to 17 years and in adults (ages 18 to 45).
Adult subjects were included in order to provide concurrent PK data for quetiapine and its
metabolites that could be compared with the PK data obtained in the pediatric and adolescent
subjects .All subjects were to be titrated to steady-state doses using the same 10-day titration
schedule, the safety and tolerability of which had not been previously studied. After a review of
the original study protocol, the FDA requested that the titration schedule for 10- to 17-year-old
subjects be extended to 11 days. As a result of this recommendation, the original study protocol
was amended to include only pediatric and adolescent subjects (Study D1441C00028) using the
11-day titration schedule, and a separate study protocol (the present study) was developed for the
adult subjects, retaining the 10-day titration schedule. The comparison of exposure to quetiapine
and its metabolites in children 10 to 17 years of age to that seen in adults was conducted.

Objectives: The primary objective of this study was to characterize the steady-state PK of
quetiapine administered as quetiapine tablets. The secondary objectives were: 1. Monitor the
tolerability and safety of titrating doses of quetiapine, 2. Determine the dose-proportionality for
quetiapine 3. Characterize the pharmacokinetics of 3 metabolites: quetiapine sulfoxide,
7-hydroxy quetiapine and N-desalkyl quetiapine

Study Design: This was an open-label, multicenter, inpatient, steady-state, safety and tolerability
study that characterized the pharmacokinetics of quetiapine in adults between 18 and 45 years of
age. Steady-state PK design was chosen for the study because quetiapine is titrated based on
tolerability until an adequate response is obtained. The study consisted of a 16-day/15-night
inpatient stay at the clinical research center (CRC), including a 3-day pre-treatment washout
period, a 12-day quetiapine treatment period, and 1 additional day for final evaluation. The
following figure illustrates the design of the study. The 3-day washout period was included in
order to wash subjects out from their current antipsychotic medications before beginning study
drug administration on Day 1.
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Study Flow Chart
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* Admimstered as a single dose in the evening.
®  Administered as 100 mg in the moming and 200 mg in the evening.
©  Admimistered as a single dose in the moming.
D Day.
Note: Doses shown are total daily doses adnumstered in equally divided doses twice daily unless
noted otherwise.

Subjects were dosed according to the following titration schedule:

Study medication titration schedule

Study day Quetiapine dose and time of administration®
Dhay 1 100 mg at 2100 ko

Dray 2 100 mg at 0900 ho and 100 mg at 2100 hr
Dhay 3 100 mg at 0900 e and 200 mg at 2100 hy
Diay 4 200 mg at 0900 ko and 200 naz at 2100 hr
Dhay 5 200 mg at 0900 ko and 200 mgz at 2100 hr
Day & 200 mg at 0900 ko and 200 nag at 2100 hr
Dhay 7 300 mg at 0900 ko and 300 naz 2t 2100 hr
Dray 3 300 mg at 0900 ko and 300 mgz at 2100 hr
Day 9 300 mz at 0900 hr and 300 mg at 2100 hr
Dhay 10 400 mg at 0900 b and 400 naz 2t 2100 hr
Dy 11 400 mg at 0900 ko and 400 mz at 2100 hr
Dray 12 400 mg at 0900 ko

*  Dhose Mmes 32 Approxinate

Subjects were instructed not to chew or crush the tablets. On Days 6 and 12, subjects were
administered their morning doses of quetiapine with 240 mL of water following an overnight
fast of at least 8 hours. Subjects were provided standard meals no less than 4 hours after drug
administration. Subjects were allowed water as required except for 1 hour before and after
drug administration. Subjects were to remain in an upright or sitting position for at least

1 hour following dosing.
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To verify that steady-state was achieved, plasma concentrations for the 200-mg morning dose
were obtained before dosing on Days 5 and 6 and 12 hours after dosing on Day 6. Plasma
concentrations for the 400-mg morning dose were obtained before dosing on Days 11 and 12
and 12 hours after dosing on Day 12. In order to characterize the PK profile of quetiapine and
its metabolites, 2 mL serial blood sampling was done on Days 6 and 12 at 0, 0.25,1,1.5,2,3,5,8
and 12 hours post dose. In addition, 2 mL blood samples were taken at 16, 20 and 24 hours on
Day 12 in order to calculate terminal half-life. A total urine collection was taken over the
morning 12-hour, steady-state dosing interval on Days 6 and 12. Total urine PK samples were
collected on Days 6 and 12, which included all urine collected following the morning dose and
throughout the 12-hour dosing interval.

The details of the investigational product and any study treatment are given in the following table.

Details of investigational product

Investizational  Desageformand Manufacturer Formulation  Batch and lot number

product strength number

Quetiapine 100-mz tablets AstaZeneca F12689 Batch Mo, 2000048407
Lot Mo. 6034C;
Batch No. 2000053517
Lot Mo. 7311H

Analytical Method: The concentrations of quetiapine, quetiapine sulfoxide, 7-hydroxy
quetiapine and N-desalkyl quetiapine in plasma were determined by a validated method utilizing
a liquid-liquid extraction from alkalinized human EDTA plasma using ethyl acetate, followed by
reverse-phase liquid chromatography and turbo ionspray ionization tandem mass spectrometry
(LC/MS/MS). The method has a validated assay range of 0.500 to 500 ng/mL for all analytes,
utilizing a 100 pL or 500 pL sample aliquot.

Data Analysis: Pharmacokinetic parameters for quetiapine and its metabolites were derived
using non-compartmental methods from the plasma concentration versus time data. Quetiapine
plasma concentration-time profiles were obtained on Day 6 (200-mg morning dose) and Day 12
(400-mg morning dose). The area under the plasma concentration versus time curve during the
dosing interval at steady-state (AUCss) and the maximum observed steady-state plasma
concentration during a dosing interval (Css,max) following the 200-mg and 400-mg morning
doses on Days 6 and 12 were the primary variables.
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Results: Mean plasma concentrations of quetiapine and 3 quetiapine metabolites are plotted over
time in the following figures.

Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 6 (200-mg
morning dose)
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WO quatispine sulladde (012 5841
EEH 7=hypirony uetispine (CLHAT)

- S Nemdemalkyl prelinpine 12180

é 800

IE

E 400

=

i 200

o

Protecel time {ir)

134



Mean plasma concentrations of quetiapine and 3 metabolites over time on Day 12 (400-mg
morning dose)
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S8 o ctinpine sullexide (01384
BEEH 7=hyaromy quetimpine (CIZHI27)
S0 N syl cpletaping (M2 1LEDT)
12007

Mean plasma concentration (mgimi)

m.
m-
D.
0 4 8 12 8 20 24
Protocel fime ihr)

Descriptive statistics for quetiapine PK parameters are presented in the following table.
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Pharmacokinetic parameters on Day 6 (200 mg) and Day 12 (400 mg) for quetiapine

Doy & (200-mz am doze) Diay 12 (400-me am doze)
n=15 n=16

PE parameter Statiztic
AUC,, (ng*hr/ml) iy 15 25
(Geometric mean. 607 45089
CV (%) 425 Eik]
L o 36 26
Geometric mean. 660.3 11144
CV (%) 419 iLe
Tema (1) o X 26
Ivizdian Lo 1.3
Minmym 031 0.50
Maxinmm 3.00 3.00
C e (OELY g X 25
Geometric mean. 478 B6.%
CW (%) 721 65.9
CL/F (L'hr) iy 15 25
Ivizan 28.0 954
5D w7 391
Ty (B ® n x
Mean 134 510
5D 0.62 0.8l
Al (ug) i 12 12
Iviean 3180 620.4
5D 5205 634.2
Fu () g 19 12
zan 0134 0.157
5D 0365 0.1
CL, (L) o 18 18
Mean 0.124 0.13+
50 0180 0.089

* Exrhides 1 subject for whom no 12-hr sampis on Day 6 was obtained.

*  Exchudes 4 subjects for whom the parameter could nos be calculased.

¢ Emchudas 7 subjects for whom the parmeter could not be caloulaed

1 Euchudes 8 subjects for whom the parameter could net be calculated.

Apl_, amomt of metabolite elimirased am mommg AUC, area under the curve at sieady-state. CL/F apparent aral
cleamnce. OV ooefficient of variation. CL; renal clearmce Som plasma. . maxinwm plasma concentration at
steady-state. C , mininmm plasma concenmaten af steady-state. Fu moels faction (percent) of dose excrated m the

7 wice 5D smdard deviation. 1. Sme of mednme Flasmn concenmation. t,, termical slimination blElif.

A scatter plot of CI/F by age, weight and body mass index are provided in the following figures.
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Scatter plot of oral clearance (CL/F) of quetiapine by age for Day 6 (200-mg morning dose) and
Day 12 (400-morning dose)

Trangle: Coserved values for Day &
Dat Obesrwved waluss for Day 12

Solid line: Linear regression for Day &
Dash ine: Linear regressicn for Day 12
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Scatter plot of oral clearance (CL/F) of quetiapine by weight for Day 6 (200-mg) and Day 12
(400-mg morning dose)

30073
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Scatter plot of oral clearance (CL/F) of quetiapine by body mass index for Day 6 (200-mg) and
Day 12 (400-mg morning dose)

2001

Oral clearance (Lhr

B

(=]

' 20 22 24 2 28 I 3 3 ¥ 3B 40
Body mass index (Rgm**2)

The regression lines showed that CL/F tended to decrease with age, weight and body mass index
(BMI). There was great variability in the data.
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Pharmacokinetic parameters at steady-state are summarized for the 3 metabolites, quetiapine
sulfoxide, 7-hydroxy quetiapine and N-desalkyl quetiapine, are provided in the following tables.

Pharmacokinetic parameters for quetiapine sulfoxide on day 6 (200 mg) and day 12 (400 mg)
Dhay 6 (200-ms am dose) Dy 12 (400-me am dose)

PE parameter Statistic n=24 =24
AUC, (ng*br/ml) g 15 15
(Greomefric mesn. 15473 48805
CV %) m1 HME
LT L 16 16
(reomefric mean 5805 10062
CV %) Exh 64
tema (T} L M 16
Median 126 150
Minimwm 032 0.50
Maximmm 100 5.00
C e (BT g X 25
(Creomefric mean 44.1 04
CV (%) 524 ile
Ty (hE) i 2 M
Mean 10 484
5D 048 0.83
Asl iy (ug) i 19 12
Mamn 17482 3TM2
5D 13402 14853
Fu %) i 12 18
Mean 0832 0801
5D 0648 0.3
CLg (Litr) i 13 18
Mean 0704 0.809
D 0473 0324

¥ Eurhudes 1 subject for whomno 12-hr sample o Dy 6 was obtained.

" Exchudes 5 subjects for whom the parameter could not be caloulated.

¢ Exrludas 7 subjects for whoon the parsmster could nes be caloulaszd

4 Exchides 8 subjecs for whom the parameter could not be caloufaed,

Aglyy, amount of metabolice eliminaed. am mommg AUC, azen under the carve af steady-stae. CLy renal clearance
fFomplasma. G, ., MAKIWm plasmg concenimarion  seady-sate. G, ,, TS plasme concenTacion at seady-

starz. Fa maole faction (percent) of dose excreted in the urine. 50 standard deviation. 1, time of mexinnm plasma

concenmaton. t,. terminal slimiration half-lifs
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Pharmacokinetic parameters for 7-hydroxy quetiapine on Day6 (200 mg) and Day 12 (400 mg)

Dhary & (200-myg am dase) Diary 12 (400-me am dose)
=14

PK parameter Statistic n=16
AUC, (ng*hr/ml) o 2 25
CGeometic mean 1233 m7
CV (%) 5.7 457
Conrmac: {RETL) o 16 26
Geometic memn M35 517
CV (%) 5.1 10
T (121} ] X 26
Iviedian (R 113
Minmwm 031 0.50
Maximmm 10 ET
C e, (DT} o 15 25
CGeometic mean i4 7.30
CV (%) 541 8.1
Ty (L) o* 15 15
Mean 193 5.58
D 043 0.04
Al (ug) f 12 12
Ivzan 169.0 3l
D 1204 99
Fa ) iy 19 12
Mean 0.081 0.004
D Q062 0.050
CLy (L'br) r* 18 18
Ivizan 1313 1386
D 0560 0432

* Excludes 1 subject for whom ne 12-Ix saxple oo Day 6 was obiained.

®  Euchudes 11 aubjects for whoms the parameser could not be caloulated.

“ Emchudes 7 subjects for whom the parmmeter could not be caloulaed.

b Excludes § subjects for whom the parameter could net be caloulaed.

Aglyy, amomms of matabolite elimiratad. am mammeg AUC, amea under the carve af steady-state. CL, renal clsarance
from plasma. C,, ,, Maxinmm plasma concentration at siady-state. C, o, Donomm plasma concentation at steady-
starz. Fa mﬂleﬁartutgpa‘cm,.u diose exrreted tn the urine. S0 standard deviation f, fime of masimem plasma
COnCEnTAton. ty,. termal elimination half-lifs
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Pharmacokinetic parameters for N-desalkyl quetiapine on Day 6 (200 mg) and Day 12 (400 mg)

Diay 6 (200-mz am dese)  Day 12 {400-me am doze)
1=16

P paramatar* Stafistic p=1f
AUC, (ng*hril ) ot M M
(egmetric mem 11347 3854
Cv ) EEY] 351
Conre (DL} L 1 2
(emetric mem 1441 362
Cv it L0 404
e (1) n i 26
Median b1 um
Minimym 02 L0
Morwirmm £00 B0
C e (R i ) M
(Cegmetric mam 78 1800
CV (%) 1l 01
el (ug) i 19 10
Mean 1554 70305
5D 15328 40335
Fu () it 19 10
Mzan 1308 154
5D L il
CLy (L) iy 17 17
Mean 1511 147
5D 1624 L

1, restlts are ouitied Som this table as there were ouly 3 subjects who provided data on beth Cays §and 12

* Excludes | subject for whom oo 12 sampie on Dy € was otained and 1 subject for wihom the parmeter conld ot ke
caloulated

¢ Enrludss T subjects for whoen the parsmeter could ot be calmulaied.

1 Exrludes O subjects for wheen the parameter could ot be caloulased.

Aelry amenms of metabolice eliminated, am moming ATC, area vnder the corve at steady-siate. CLg renal clearance
from plasma, €, ,,, maxionien plasme concenfration ot steady-state. C, , minimem plasena concenation at steady-
state. Fu mole fcion (pancent) of dose exereted in theurine. MA oot applicale. 500 standand devistion.

{0 OF AW PLASTA CONCEMIAOL. f,, ternal elimination half-life.
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Pharmacokinetic summary

Quetiapine was rapidly absorbed with a Tmax between 1 and 1.2 hours

after dosing, and had a t1/2 of approximately 5 hours. Two of the metabolites, quetiapine
sulfoxide and 7-hydroxy quetiapine, had estimates of t1/2 similar to quetiapine. The N-desalkyl
quetiapine metabolite had a longer t1/2 than quetiapine. Estimates of the t1/2 for N-desalkyl
quetiapine ranged from 7.6 to 20.8 hours. In terms of in vivo exposure, the rank order of exposure
with respect to AUCss was: quetiapine sulfoxide~quetiapine>N-desalkyl quetiapine>7-hydroxy
quetiapine. The rank order of in vivo exposure with respect to Css,max was:
quetiapine~quetiapine sulfoxide>N-desalkyl quetiapine>7-hydroxy quetiapine.

Urinary excretion of quetiapine and its metabolites appeared to be minor.

Summary of Safety

The sponsor reported that quetiapine was well tolerated in this study population. The sponsor
reported that one subject was withdrawn from the study on Day 3 as a result of severe agitation
that was considered unrelated to the study treatment. Dizziness was the most frequently occurring
AE during study treatment (13 of 29 subjects). The majority of occurrences of dizziness were
considered treatment related. Dizziness tended to occur shortly after study treatment began,
was typically rated by the investigators as mild in intensity, and was transient. Slightly over
one-half of the subjects reporting dizziness had accompanying vital signs changes consistent
with orthostatic hypotension. Other frequently occurring AEs included anxiety, lethargy, dry
mouth, and insomnia. The majority of these events were rated by the investigators as mild in
intensity. The majority of occurrences of lethargy and dry mouth were considered treatment
related.

Reviewer Summary: The steady-state pharmacokinetics of quetiapine and 3 metabolites were
characterized in adults from 18 to 45 years of age with primary diagnoses of

schizophrenia, schizoaffective disorder, or bipolar I disorder. The rank order of exposure with
respect to AUCss was: quetiapine sulfoxide~quetiapine>N-desalkyl quetiapine>7-hydroxy
quetiapine. The rank order of in vivo exposure with respect to Css,max was:
quetiapine=quetiapine sulfoxide>N-desalkyl quetiapine>7-hydroxy quetiapine. Exposure
(AUCss, Cmax) to quetiapine tended to increase with an increase in age and weight.

Urinary excretion of quetiapine and its metabolites appeared to be minor.
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Appendix
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Tabla 11.2.1.1 Sumary statistics for liuatia]:ina ph:ru'nc rinatic paramatsr eotimates
- PE svalnable supqs

I-:Pf Day 12
Fhamacokiostic Paramster |H=2E) [H=ZE]

ADC (ngvme/mll W s | T
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i o o B e

o | | 1881, 882
Minimum | | 2033.33

s

Madian | ZEGE, B4 | 26EL.12

v

Maogimom | EE1E. 77 | page. 38

NN
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T I T T

Maan | TOH.208 | 117€. 808

P TR R T IEE. TS

v

Minimm I Z31.00 |
e - T

kmax |br)
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Takla 11.2.1.1

Mamacokinstic Parsmater

Omio [mg/nk]

ELIF 1Lfnri

EL{Z [hT]

Summary statistics for

- PE gvaluabla subjacts

Maan

Nintmm
Medza

Maximum

Cacmatic Maan

i

e

a5

27.604

4,268

137

£i.20

155.00
R
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patiapina phamacckinatic paramatsr sotimatas

Day 12
IN!.EE-I
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Tabla 11.2.1.2 Summary statistics for :[u;ti:gin; sulfodds
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Tabla 11.2.1.3 Sumary statistics for 7-hydroxy quetiapine {ICIZ14,227) pharmacokinetic paremstar astimatas
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Tabla 11.2.1.3 Summry statistics for 7-hydrowy quetiapine (ICIZ14, 227 pharmacokinstic paranster estimatas
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Tabla 11.2.1.4 Summary statistics for N-dasalkyl guatiapinae (M211,203) pharmacokinetic paranetar astimatas
- PE valuabls subjscts
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Figure 11.2.1.1.1 Individual values of AUC of quetiapine versus quetiapine dose
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Figure 11.2.1.1.2 Individual values of Cmax of quetiapine versus quetiapine dose
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4.3.
OFFICE OF CLINICAL PHARMACOLOGY:
PHARMACOMETRIC REVIEW

8 SUMMARY OF FINDINGS

8.1 Key Review Questions
The purpose of this review is to address the following key questions.

8.1.1 Does quietapine prolong QTc interval in children and adolescents at the
proposed clinical doses?

Quietapine does not appear to prolong QTc interval in children and adolescents at the proposed
clinical doses. The potential for QTc prolongation at the proposed doses was evaluated by using
the quietiapine concentration-QTcF relationship derived from a thorough QT study in healthy
adults. Assuming the concentration-QT relationships are similar between the pediatric patients
and healthy adults, the model predicted mean placebo-corrected, baseline-adjusted QTc (AAQTc)
intervals are less than 10 ms (Table 2Error! Reference source not found.) following the highest
dose (i.e. 400 mg BID) tested in the two pivotal pediatric studies (Study D1441C00112 and Study
D1441C00149). In addition, the largest mean QTc interval change from baseline (AQTcF)
observed in the clinical trials was around 2 ms (Table 3). No patients had QTcF values larger than
500 ms or AQTcF greater than 60 ms.

Table 2: Model Predicted AAQTcF Values

Daily Dose Dose Dosing Crnax Predicted QTcF (90% CI)
(mg/day) (mg) (ng/mL) (ms)
400 200 BID 520.9 54(3.6-7.1)
600 300 BID 1023.6 6.8 (4.9-8.7)
800 400 BID 1113.4 6.9 (5.0 - 8.9)

The two pivotal pediatric studies (Study D1441C00112 and Study D1441C00149) had slightly
different results for AQTc following quietapine treatment. As shown in Table 3, a larger (i.e.,
approximately 2 ms) AQTcF was seen in quietapine treated groups as compared to the placebo
group in Study D1441C00112. However, AQTcF for quietapine treated groups (e.g. -1.1 ms in
600 mg/day dose group) was similar to the placebo group (i.e. -1.2 ms in placebo group) in Study
D1441C00149.
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Suboptimal ECG sampling may lead to the difference in QTc results. Firstly, it has been found
that the change in QTc interval is driven by drug concentration. If the ECGs were not taken at the
same time post-dose between the two trials, the results may be different. Secondly, diurnal effect
has been shown to affect QTc intervals. If the ECGs were not collected in time-matched fashion
between the placebo group and treatment group or between the final visit and baseline visit, the
results can be variable. Thirdly, QTc intervals may change over weeks. In the two studies, the
baseline values were collected either 3 weeks or 6 weeks prior to the final visit. Different lag time
between the ECGs observed at baseline and at the final visit may lead to different results.
Furthermore, the QTec itself is highly variable, especially when ECGs were not taken in
triplicates.

Table 3 Summary of the QTcF change from Baseline Values

Study D1441C00112 D1441C00149
Patients schizophrenia Bipolar | mania
Treatment Age 13 ~17 10~ 17
Mean
Placebo (SD) -2.1(18.1) -1.2 (17.6)
N 71 81
Mean
400 mg/day (SD) 1.96 (16.2) -0.11 (16.1)
N 72 94
Mean
600 mg/ day (SD) - -1.1(16.8)
N - 98
Mean
800 mg/day (SD) 1.96 (18.1) -
N 73 -

9 PERTINENT REGULATORY BACKGROUND

Quetiapine (Seroquel®) has been approved as monotherapy for the treatment of depressive
episodes associated with bipolar disorder in adults. It has also been approved as either
monotherapy or adjunctive therapy for the treatment of the acute episodes of bipolar I disorder in
adults. Additionally, it is used for the maintenance treatment of bipolar I disorder as adjunctive
therapy to lithium or divalproex in adults.

The sponsor provided the pediatric study reports in the current submission to fulfill the pediatric
Written Request originated on 11 February 2003, and subsequently amended on 7 May 2004 and
3 February 2005. The sponsor is seeking an additional six-month marketing exclusivity and the
indication for the treatment of acute maniac episodes associated with bipolar I disorder in
children and adolescents (10 — 17 years) and schizophrenia in adolescent (13 — 17 years).

10 RESULTS OF SPONSOR’ S ANALYSIS

Study D1441C00112 was a 6-week, multicenter, double-blind, parallel-group, randomized,
placebo-controlled study to compare the efficacy and safety of 2 fixed doses of quetiapine (400
mg/day and 800 mg/day) with that of placebo in patients aged 13 to 17 years with schizophrenia.
The double-blind study was preceded by a medication washout period of 1 to 28 days based on
the current medications at screening. Of the 268 patients enrolled in this study, 222 were
randomly assigned to study treatment. With 73 patients in the 400 mg/day quetiapine group, 74
patients in the 800 mg/day quetiapine group, and 75 patients in the placebo group, the
randomization goals were considered to be adequately satisfied. Treatment began with a 50-mg
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dose on the evening of Day 1. The dose was escalated daily in increments of 100 mg thereafter, to
reach a target fixed dose of 400 mg/day by Day 5 or 800 mg/day by Day 9, according to
randomized treatment assignment. The overall treatment duration was 6 weeks. Twelve-lead
ECGs were preformed at screening and on Day 42 (or withdrawal). QTc intervals were calculated
using the Fridericia formula. Based on the clinical observation, the QT results were shown in
Table 4.

Study D1441C00149 was a 3-week, multicenter, double-blind, parallel-group, randomized,
placebo-controlled study to compare the efficacy and safety of 2 fixed doses of quetiapine (400
mg/day and 600 mg/day) and placebo, given in divided doses (either twice daily [bid] or three
times daily [tid], per the judgment of the investigator), in patients aged 10 to 17 years with
Bipolar I mania. Of the 393 patients screened for this study, 284 were randomly assigned to study
treatment. With 95 patients in the 400 mg quetiapine group, 98 patients in the 600 mg quetiapine
group, and 91 patients in the placebo group, the randomization goals were considered to be
adequately satisfied.

Treatment began with a 50 mg dose on the evening of Day 1. On Day 2, the dose was increased to
50 mg twice daily (i.e., 100 mg/day). Thereafter, the dose was escalated in 100 mg increments
daily to reach a target of 400 mg/day by Day 5 or 600 mg/day by Day 7, according to randomized
treatment assignment. Placebo to match 25 mg and 100 mg quetiapine tablets was administered
orally in blinded fashion, according to randomized treatment assignment. The overall treatment
duration was 21 days (3 weeks). QTc intervals were calculated using the Fridericia formula.
ECGs were administered at screening period and by the end of the treatment. Based on the
clinical observation, the QT results were demonstrated in Table 6.

Reviewer’s Comments: The reviewer preformed additional analysis to further evaluate the
quetiapine’s QTc effect. There are several factors which may contribute to the inconsistent
results. Firstly, the mean QTcF interval change from baseline following various doses of
quietapine is not expected to be large. Assuming the concentration-QT relationships are similar
between the pediatric patients and healthy adults, the model predicted mean placebo-corrected,
baseline-adjusted QTc (AAQTc) intervals were less than 7 ms. Secondly, it has been found that
the change in QTc interval is driven by drug concentration. If the ECGs were not taken at the
same time post-dose between the two trials, the results may be different. Thirdly, diurnal effect
has been shown to affect QTc intervals. If the ECGs were not collected in time-matched fashion
between the placebo group and treatment group or between the final visit and baseline visit, the
results can be variable. Fourthly, QTc intervals may change over weeks. In the two studies, the
baseline values were collected either 3 weeks or 6 weeks prior to the final visit. Different lag time
between the ECGs observed at baseline and at the final visit may lead to inconsistent results.
Furthermore, the QTc itself'is highly variable, especially when it is measured in triplicates .
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Table 4 Vital Signs and Change from Baseline to the Final Visit

(Study D1441C00112)
Quetiapine Quetiapine Placebo
400 mg/day 800 mg/day
(IN=T73) (N=T74) (N=75)
n Mean SD n Mean SD n Mean SD
Vital signs
Supine pulse (bpm) 73 6.0 1232 74 3.9 12.16 73 -14 11.31
Supine systolic BP 73 2.0 1030 74 1.0 9.72 73 -1.6 741
(mmkg)
Supine diastolic BP 73 13 8.37 74 02 12.37 73 0.1 8.48
(mmHg)
Standing pulse (bpm) 73 6.3 13.12 74 22 17.08 73 25 13.14
Standing systolic BP 73 23 10.78 74 -0.4 10.26 73 -1.7 9.10
(mmHg)
Standing diastolic BP 73 21 8.65 74 1.1 10.24 73 -12 7.68
(mmHg)
Temperature (°C) 73 0.01 0.562 73 0.05 0.773 73 -0.03 0.563
Weight (kg) 73 1.9 247 73 1.5 2.63 73 -0.1 284
Height (cm) 73 03 0.81 73 03 0.88 73 0.2 0.69
ECG
Heart rate (bpm) 64 3.78 16.52 64 11.16 14.88 65 -332 12.04
RR mnterval (msec) 64 -42.06 14830 64 -101.09 27.59 65 33.23 128.34
PR interval (msec) 64 -1.97 32.10 64 277 12.97 65 1.12 12.51
QRS interval (msec) 64 0.30 8.54 64 -0.09 6.11 65 -0.25 6.38
QT interval (msec) 64 -4.88 2639 64 -12.97 28.46 65 2.63 26.46
Fridericia’s corrected 64 1.41 16.47 64 3.13 17.48 65 -2.55 18.41

QTc wmterval (msec)

Bazett's corrected QTc G4 5.08 22.45 64 12.22 18.86 65 -5.57 2093
nterval (msec)
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Table 5 Vital Signs and Change from Baseline to the Final Visit

(Study D1441C00112)
Quetiapine Quetiapine Flacebo
400 mg 600 mz
(N=95) N=08) N=90)
n Mean 5D o Mean 5D o Mean 5D
ECG
Heart rate (lpmy) ] 1276 1237 87 1334 1552 T -173
FF. interval (meec) o0  -121.24 12338 BT -13611 16514 79 18X
PR imterval (msec) o0 0.62 1412 88 078 13.72 81 023
QRS wterval (msec) o0 123 631 87 4032 390 e 133
QT intarval (meec) o0 -19.54 2361 87 2134 2470 e 139
Fridericiz’s corrected 20 030 1580 87 241 16.42 e -148
QT inrerval (msec)
Bazen's corrected QTc a0 0.2z 1988 87 016 2420 T 343 1872

inferval {msec)

11 REVIEWER’ S ANALYSIS

11.1 Introduction

The reviewer preformed additional analysis to evaluate the QT interval change following
quetiapine treatment.

11.2 Objective

Analysis objective was to evaluate quietapine’s QTc effect in pediatrics.

11.3 Methods

We compared the QTc interval change from the baseline in the quetiapine treatment group with
the placebo group by the final day of the treatment.

11.3.1 Data Sets

Data sets used are summarized in Table 6.

Table 6. Analysis Data Sets

Study Number | Name Link to EDR
Study 112 Ecg_expt | \\cdsnas\pharmacometrics\
Study 149 Ecg_e xpt | \\cdsnas\pharmacometrics\

11.3.2 Software
The analysis was conducted by using S_Plus (Version 7.0, Insightful, Inc.).
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11.4 Results

A scrutiny of the data indicated minimal QTcF change from baseline from the two pivotal trials (

Table 7).

The observed QT-RR interval relationship was presented in

Figure 1 together with the Bazett’s (QTcB) and Fridericia (QTcF) stratified by different study
(patient population). It appeared that QTcF was the best correction method to remove the heart
rate effect. Therefore it was chosen for further analyses.

Figure 1 QT, QTcB, QTcF, and QTcS vs. RR, by Study (or Patient Population)
(Each Subject’s Data Points are Connected with a Line)
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Note:
Study D1441C00112 is conducted in patients aged 13 to aged 13 to 17 years with schizophrenia
Study D1441C00149 is conducted in patients aged 10 to 17 years with Bipolar I mania

Table 7 Summary of the Number of Patients with different QTcF change from Baseline

Number of patients

Total
. Number of dQTcF >30 dQTcF> QTcF > 500
Study Dose Group Dosing patients ms 60 ms ms
D1441C00112 Placebo 0 68 2 0 0
400 mg / 200 mg
D1441C00112 day BID 70 2 0 0
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800 mg/ 300 mg

D1441C00112 day BID 72 2 0 0

D1441C00149 Placebo 0 80 1 0 0
400 mg / 200 mg

D1441C00149 day BID 92 1 0 0
600 mg / 400 mg

D1441C00149 day BID 87 5 0 0

We compared the QTc change from the baseline in different dose groups and the results were
shown in Table 8. It appears that QTc values are inconsistent between the two pivotal trials
(Study D1441C00112 and Study D1441C00149). As shown in Table 8, a larger (i.e.,
approximately 4 ms) AQTcF was seen in quietapine treated groups as compared to the placebo
group in Study D1441C00112. However, AQTcF for quietapine treated groups was similar to the
placebo group in Study D1441C00149.

Table 8: Summary of the QTcF change from Baseline Values

Study D1441C00112 D1441C00149
Patients schizophrenia Bipolar | mania
Treatment Age 13 ~17 10 ~ 17
Placebo Mean (SD) -2.1(18.1) -1.2 (17.6)
N 71 81
400 mg/ day Mean (SD) 1.96 (16.2) -0.11 (16.1)
N 72 94
600 mg/ day Mean (SD) - -1.1(16.8)
N - 98
800 mg/ day Mean (SD) 1.96 (18.1) -
N 73 -

In an effort to understand the different QTc results between the two pivotal studies. We applied
the concentration-QTc model derived from the thorough QT study in healthy adults. (Please refer
to QT-IRT report for NDA 21999: paliperidone). Briefly, this thorough QTc study was a placebo-
and active-controlled, 3-arm parallel study. All subjects underwent a 6-day placebo washout
phase, and then received 1-day of open-label moxifloxacin treatment. They were then randomized
2:2:1 to 10 days of double-blind treatment of INVEGA™, SEROQUEL?, or placebo (). The 4
treatment arms were listed as the following:

e Moxifloxacin: 400 mg (Day 1)

e Placebo: Day 2-11

e Quetiapine IR : 100 mg bid (Day 2), 200 mg bid (Day 3), 300 mg bid (Day 4),and 400

mg bid (Day 5-11)
e Paliperidone ER: 12 mg qd (Day 2-5) and 18 mg qd (Day 8-11)

Blood samples and ECGs were collected at various time points (Table 9).

Table 9 Highlights of Schedule of Intervention
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i yan v

Study Day -11 to -7 -2to-1 1 2to11 12
Intervention Screening Baseline Moxifloxacin Multllple No treatment
= dosing (Washout)
12-Lead None Record Record Record None
ECGs recorded ECGs™ ECGs ECGs™ recorded
PK Samples None None None Collected™ None
for drug collected collected collected ] collected

750,1.2.3.4.45.5.6,8.9. 12 24 hours postdose

“*0,1.1.35, 2.5, and 3.5 hours postdose for moxifloxacin
The quietapine concentration-time profile and placebo-adjusted, baseline-corrected QTcF profile
were shown in Figure 3. The relationship between quetiapine concentrations and QT interval was
investigated by using log-linear mixed-effects models. Data collected from the 400 mg bid
Quetiapine dose group at day 6 and 11 was used for the Quetiapine concentration-QTcF analysis.

Figure 2 Schematic Illustration of the Study Design
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Screening Fiacebe Open-label 10-day End of stalyl
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>
e
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Scresming lasts up to 5 days.

Subjects will recamve placebo for § days.

Subjects will receive a ngle dose of open-label 400-mg moxifloxacic in the morming for 1 day.

Subjects will receive paliperidone ER, quetiapine, or placebo for 10 days. Paliperidone ER. was administered
beginning with a 12 mg dose on Days 2 10 §, 15 mg dose om Day 7, and an 18 mg dose on Days 8w 11.
Quetiapine was admumstered beginning with 100mgtmce¢nlr!bvd) on Day 2, 200 mg bid on Day 3, 300 mg
bid oz Day 4, amd 400 me bid on Daye 5 to 11, a2 desertbad m Saction 3 6.
Endofnuﬁytnluﬁmu’i]lbﬂpmnd on subjects ar the foal visit om Day 12 2ud on these subjecs who
withdraw early from the study.

Subjects will be admirted to the site on Day =7 and will remaie unnl stady completion on Day 12, or until eazly
withdrawal from the study, Subjects can remain hospitalized longer based on the mdzment of the mvestgator
1f more than 3 additional days of hospitalization is required, the additional days must be discussed with the
Medical Monitor

Eandomization will occur after study drug admimistration on Day 1.

Pharmacokinetc blood samples (4 mL each) will be collected on Days =2, =1, 1.6, 7. 11, and 12 for the
determination of plasma concenmations of paliperidone ER. and quetiapins. Blood samples will be collecred
within 5 min after each wiplicare ECG recording. where applicable. Fefer to the table in Secton 9.1, Study
Procedures-Ovenview, for the specafic timee polts of phanmacokizenc blood samples.

Triplicate 12-lead ECG recordings will be obtaiped on Days =2, <1, 1,4, 7, 11 and 12 Refer to the table in
Section 9.1, Stedy Procedures-Overview, for the specific time points of ECG recording:
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Figure 3 Mean AQTcF (Change from Baseline) from day 1 to 11 (left), AAQTcF (top
right), and Quetiapine concentration (bottom right) profiles for placebo (black line), 400 mg
bid at day 6 (blue line) and day 11 (red line), and moxifloxacin (green line)
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(Source: QT-IRT Review for NDA 21999)

Figure 4 AQTCcF (left) and AAQTcF (right) vs. quetiapine concentration with observed
median-quantile concentrations and associated mean QT (90% CI) prolongation overlaid

(blue dots).
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(Source: QT-IRT Review for NDA 21999)
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Table 10 Exposure-Response Analysis of Quietapine associated AQTcF and AAQTcF

Estimate (90% CTI); Between-subject
p-value variability (SD)
Model 1: AQTcF = Intercept + slope*log(Quetiapine Concentration)
-7.64 (-13.5, -1.80)
Intercept, ms 16.3
0.034
) 2.08 (1.15, 3.01)
Slope, ms per log ng/mL 2.56
0.0006
Residual Variability, ms 7.68 -
Model 2: AAQTcF = Intercept + slope*log(Quetiapine Concentration)
-15.2 (-21.2.-9.29)
Intercept, ms 16.7
0.0001
) 3.52(2.57, 4.46)
Slope, ms per log ng/mL 2.62
<0.0001
Residual Variability, ms 7.72 -

(Source: QT-IRT Review for NDA 21999)

Based on the concentration-QT relationship, the predicted AAQTcF values when children and
adolscents are administered queitiapine 200 mg, 300 mg, and 400 mg BID are shown in Table 11.
Under 200 mg, 300mg, and 400 mg BID dosing, the mean baseline-corrected, placebo-adjusted
QTCcF values are 5.4, 6.8, and 6.9 ms respectively. The maximal upper bound of 90% confidence
interval is less than 9 ms under 400 mg BID dosing.

Table 11 Model Predicted AAQTcF Values

Daily Dose Dose Dosing Crax” Predicted QTcF (90% CI)
(mg/day) (mg) (ng/mL) (ms)
400 200 BID 520.9 54(3.6-7.1)
600 300 BID 1023.6 6.8 (4.9-8.7)
800 400 BID 1113.4 6.9 (5.0 - 8.9)

(Note: * please refer to Dr. Kofi Kumi’s review on NDA 20639 for the Cy,x values)

12 LISTING OF ANALYSES CODES AND OUTPUT FILES

File Name Description Location in \\cdsnas\pharmacometrics\

QTanalysis.ssc | Analysis Script File \\cdsnas\PHARMACOMETRICS\Seroquel\Analysis\SPlus
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