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CH'E‘MIST'S REVIEW #1 | ! ORCANZATION | | 2 NoANUMBER

ONDQA/DPE/Branch Vil 20-272

3. NAME AND ADDRESS OF APPLICANT (City and State) . 4. AF NUMBER
Johnson & Johnson Pharmaceutical Research & Development, L.L. C
~On behalf of Janssen, L.P.

1125 Trenton-Harbourton Road

“Titusville, NJ.08560-0200.— e R I

' 5. SUPPLEMENT (S)

NUMBER(S) DATES(S)

6. NAME OF DRUG 7. NONPROPRIETARY NAME SE5-046 12-21-2006
RISPERDAL® o Risperidone T ]
8. SUPPLEMENT PROVIDES FOR: A Response to Pediatric Written Request, 9. AMENDMENTS DATES
Treatment of Schizophrenia in Adolescents (13 to 17 years of age)

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED ' 12. RELATED IND/NDA/DMF

- Antipsychotics RX v OTC

13. DOSAGE FORM(S) 14. POTENCY

Tablets 0.25,0.5, 1,2, 3 and 4 mg

15. CHEMICAL NAME, STRUCTURE, MOLECULAR FORMULA AND MOLECULAR 16. RECORDS AND REPORTS
WEIGHT: .o
3-[2-{4-(6-Flouro-1,2-benzisoxazol-3-yl)-1-piperidinyllethy!]-6,7,8,9-tetrahydro-2-methyl- CURRENT YES NO
4H-pyrido[1,3-a]pyrimidin-4-one REVIEWED YES NO

17. COMMENTS

This efficacy supplement provides for the use of risperidone tablets for the treatment of schizophrenia in adolescents (13
to 17 years of age). This application has been submitted in response to a formal written request from the Agency to
provide information from studies in pediatric patients. Based on the results obtained, the applicant has indicated that the
effectiveness of the drug product in adolescent patients has been established.

The applicant has cross-referenced entire CMC information that was submitted in previously approved supplements and
that there are no new CMC information included in this submission. The applicant is proposing minor editorial changes to
“Description” and “How Supplied” sections of -labeling. In particular, the drug product is described as capsule-shaped,

=== tablets. This issue was consulted to DMETS and they have recommended that the description of tablets as
capsule-shaped is acceptable but enmsew—  ; redundant (Please refer to Mr. Richard Abate's review dated
3/29/2007). | agree with their recommendation since the tablets are not biconvex in appearance. Minor editorial changes
to the “Description” section are found acceptable. A claim for categorical exclusion from filing an environmental
assessment under 21 CFR 25.31 (b) has been submitted. The applicant’s claim is found to be acceptable.

18. CONCLUSIONS AND RECOMMENDATIONS .
Provided information is found to be adequate. This supplement is recommended for approval from the standpoint of
chemistry, manufacturing and controls.

19. REVIEWER
NAME ' SIGNATURE DATE COMPLETED
Nalfaperumal Chidambaram, Ph.D. 06-05-2007
DISTRIBUTION ORIGINAL NDA DIVISION Reviewer: CSO: Branch Chief:
' : FILE N. Chidambaram Ph.D. K. Updegraff James Vidra Ph.D.
HFD-130
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CHEMIST'S REVIEW #1 1. DROANIZAHON 2. NDA NUMBER

ONDQA/DPE/Branch VII 20-272

3. NAME AND ADDRESS OF APPLICANT (City and State) - . 4. AF NUMBER
Johnson & Johnson Pharmaceutical Research & Development, L.L.C
On behalf of Janssen, L.P.
1125 Trenton-Harbourton Road , :
~Titusville, NJ 08560-0200. :

5. SUPPLEMENT (S)
NUMBER(S) DATES(S) .

6. NAME OF DRUG 7. NONPROPR!ETARY NAME SE5-047 12-21-2006
RISPERDAL® , Risperidone Y

———— | 8-SUPPLEME ROVIDES FOR: A Response to Pediatric Written Request, 9. AMENDMENTS DATES

Treatment of Bipolar 1 Disorder in Children (10 to 12 years of age) and
Adolescents (13 to 17 years of age).

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. RELATED IND/NDA/DMF
Antipsychotics RX v OTC
13. DOSAGE FORM(S) 14. POTENCY
Tablets 0.25,0.5,1,2,3and4 mg
15. CHEMICAL NAME, STRUCTURE, MOLECULAR FORMULA AND MOLECULAR 16. RECORDS AND REPORTS
WEIGHT:
3-[2-{4-(6-Flouro-1 2-benznsoxazol -3-yl)-1-piperidinyl]ethyl]-6,7,8,9-tetrahydro- 2-methyl— CURRENT YES__ NO

4H-pyrido[1,3-a]pyrimidin-4-one REVIEWED YES NO

“"( /"’\Jﬁ/

17. COMMENTS
This efficacy supplement provides for the use of risperidone tablets for the treatment of Bipolar 1 Disorder in children (10

written request from the Agency to provide information from studies in pediatric patients. Based on the resuits obtained,

the applicant has indicated that the effectiveness of the drug product in children and adolescent patients has been
established.

The applicant has cross-referenced entire CMC information that was submitted in previously approved supplements and
that there are no new CMC information included in this submission. The applicant is proposing minor editorial changes to
“Description” and “How Supplied” sections of labeling. In particular, the drug product is described as capsule-shaped,
wsmmmme “tablets. This issue was consulted to DMETS and they have recommended that the description of tablets as
capsule-shaped is acceptable but w—————— _ is redundant (Please refer to Mr. Richard Abate's review dated
3/29/2007). 1 agree with their recommendation since the tablets are not biconvex in appéearance. Minor editarial changes
to the “Description” section are found acceptable.-A claim for categorical exclusion from filing an environmental
assessment under 21 CFR 25.31 (b) has been submitted. The applicant’s claim is found to be acceptable.

to 12 years of age) and adolescents (13 to 17 years of age). This application has been submitted in response to a formal

18. CONCLUSIONS AND RECOMMENDATIONS

Provided information is found to be adequate. This supplement is recommended for approval from the standpoint of
chemistry, manufacturing and controls.

19. REVIEWER
NAME SIGNATURE | DATE COMPLETED
Nallaperumal Chidambaram, Ph.D. ) 06-05-2007
DISTRIBUTION ORIGINAL NDA DIVISION Reviewer: CSO: Branch Chief:
‘ FILE N. Chidambaram Ph.D. K. Updegraff James Vidra Ph.D.
HFD-130
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CHEMIST'S REVIEW #1 | '-ORGANIZATION imns TRk

ONDQA/DPE/Branch Vil 20-588

3. NAME AND ADDRESS OF APPLICANT (Clty and Stale) 4. AF NUMBER
Johnson & Johnson Pharmaceutical Research & Development, L.L.C
On behalf of Janssen, L.P.

Tltusvme NJ 08560-0200.

<1125 Trenton-Harboutton Road. . . _— e T

5. SUPPLEMENT (S)
NUMBER(S) DATES(S)

6. NAME OF DRUG 7. NONPROPRIETARY NAME - SE5-036 12-21-
RISPERDAL®OralSolution | Risperidone————— [ . ‘
8. SUPPLEMENT PROVIDES FOR: A Response to Pediatric Written Request, 9. AMENDMENTS DATES
Treatment of Schizophrenia in Adolescents (13 to 17 years of age)

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. RELATED IND/NDA/DMF
Antipsychotics RX v OTC

13. DOSAGE FORM(S) 14. POTENCY

Oral Solution 1 mg/mL _

15. CHEMICAL NAME, STRUCTURE, MOLECULAR FORMULA AND MOLECULAR 16. RECORDS AND REPORTS
WEIGHT:
3-[2-{4-(6-Flouro-1,2-benzisoxazol-3-yl}-1-piperidinyl]ethyl]-6,7,8,9-tetrahydro-2-methyl- CURRENT YES NO

4H-pyrido[1,3-a]pyrimidin—4—one REVIEWED YES—~ NO

17. COMMENTS ’

This efficacy supplement provides for the use of Rlsperdal Qral Solution for the treatment of schizophrenia in adolescents
(13 to 17 years of age). This application has been submitted in response to a formal written request from the Agency to
provide information from studies in pediatric patients. Based on the results obtained, the applicant has indicated that the
effectiveness of the drug product in adolescent patients has been established. '

The applicant has cross-referenced entire CMC information that was submitted in previously approved supplements and
that there are no new CMC information included in this submission. The applicant is proposing minor editorial changes to
“Description”, “How Supplied” and “Storage and Handling” sections of labeling. The groposed minor editorial changes to
the above sections are found to be acceptable. A claim for categorical exclusion from filing an-environmental assessment
under 21 CFR 25.31 (b) has been submitted. The applicant’s claim is found to be acceptable.

18. CONCLUSIONS AND RECOMMENDATIONS

Provided information i$ found to be adequate. This supplement is recommended for approval from the standpomt of
chemistry; manufacturing and controls.

19. REVIEWER
NAME ' SIGNATURE DATE COMPLETED
Nallaperumal Chidambaram, Ph.D. ] 06-05-2007
DISTRIBUTION ORIGINAL NDA DIVISION Reviewer: CSO: Branch Chief:
FILE N. Chidambaram Ph.D. K. Updegraff James Vidra Ph.D.
: - HFD-130







1 1. ORGANIZATION 2. NDA NUMBER
CHEMIST S REVIEW #1 ONDQA/DPE/Branch Vi 20-588

3. NAME AND ADDRESS OF APPLICANT (City and State) 4. AF NUMBER
Johnson & Johnson Pharmaceutical Research & Development, L.L. C
On behalf of Janssen, L.P.

1125 Trenton-Harbourton Road _4,“_#,;4“,.:»ﬂ"—/————ﬂ‘ﬂ"**’A'ﬂ“""""__ﬁ
“Titusville, NJ 08560-0200. - '

5. SUPPLEMENT (S)

NUMBER(S) DATES(S)

6. NAME OF DRUG 7. NONPROPRIETARY NAME _ SES5-037 12-21-2006
RISPERDAL® Oral Solution | Risperidone
8. SUPPLEMENT PROVIDES FOR: A Response to Pediatric Written Request, 9. AMENDMENTS DATES

Treatment of Bipolar 1 Disorder in Children (10 to 12 years of age) and
Adolescents (13 to 17 years of age).

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. RELA1"ED IND/NDA/DMF
Antipsychotics ‘ ‘ ’ RX v OTC

13. DOSAGE FORM(S) , 14. POTENCY .

Oral Solution 1 mg/mL

15. CHEMICAL NAME, STRUCTURE, MOLECULAR FORMULA AND MOLECULAR 16. RECORDS AND REPORTS
WEIGHT:

3-[2-[4-{6-Flouro-1,2-benzisoxazol-3-yl)-1-piperidinyljethyl]-6,7,8,9-tetrahydro-2-methyi- CURRENT YES NO
4H-pyrido[1,3-a]pyrimidin-4-one REVIEWED YES——- NO

Fog
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17. COMMENTS

This efficacy supplement provides for the use of Risperdal Oral Solution for the treatment of Bipolar 1 Disorder in children
(10 to 12 years of age) and adolescents (13 to 17 years of age). This application has been submitted in response to a
formal written request from the Agency to provide information from studies in pediatric patients. Based on the results
obtained, the applicant has indicated that the effectiveness of the drug product in children and adolescent patients has
been established.

The applicant has cross-referenced entire CMC information that was submitted in previously approved supplements and
that there are no new CMC information included in this submission. The applicant is proposing minor editorial changes to
“Description”, “How Supplied" and “Storage and Handling” sections of labeling. The proposed minor editorial changes to
the above sections are found to be acceptable. A claim for categorical exclusion from filing an environmental- assessment
under 21 CFR 25.31 (b) has been submiitted. The applicant’s claim is found to be acceptable.

18. CONCLUSIONS AND RECOMMENDATIONS
Provided information is found to be adequate. This supplement is recommended for approval from the standpoint of
chemistry, manufacturing and contrals.

.

19. REVIEWER
NAME SIGNATURE i DATE COMPLETED
Nallaperumal Chidambaram, Ph.D. 06-05-2007
DIST'RIBUTION ORIGINAL NDA DIVISION Reviewer: CSO: Branch Chief:
: FILE N. Chidambaram Ph. D K. Updegraff James Vidra Ph.D.
HFD-130







CHEMIST'VS REVIEW #1 |} ORGAMZATION |2 NDA NUMBER

ONDQA/DPE/Branch Vil 21-444

3. NAME AND ADDRESS OF APPLICANT (City and State) : 4. AF NUMBER
Johnson & Johnson Pharmaceutical Research & Development, L.L.C
On behalf of Janssen, L.P. ’
| 1125 Trenton-Harbourton-Road—

— ]
Titusville, NJ 08560-0200.
' 5. SUPPLEMENT (S)

NUMBER(S) DATES(S)

6. NAME OF DRUG 7. NONPROPRIETARY NAME - SE5=020 12-21-2

RISPERDAL® M-Tab® ally/i —Risperidone ] .

Disintegrating Tablets

8. SUPPLEMENT PROVIDES FOR: A Response to Pediatric Written Request, 9. AMENDMENTS DATES

Treatment of Schizophrenia in Adolescents (13 to 17 years of age)

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. RELATED IND/NDA/DMF -

Antipsychotics - RX v 0OTC

13. DOSAGE FCRM(S) 14. POTENCY

Orally Disintegrating Tablet 0.5,1,2, 3and 4 mg

15. CHEMICAL NAME, STRUCTURE, MOLECULAR FORMULA AND MOLECULAR 16. RECORDS AND REPORTS

WEIGHT:

3-[2-[4-(6-Flouro-1 2-benz1soxazol-3—yl) 1-piperidinyl]ethyl]-6,7,8,9- tetrahydro-2 methyl- CURRENT YES NO

4H-pyrido[1,3-a]pyrimidin-4-one ) REVIEWED YES NO

&N S
/ 7
O~ Y
17. COMMENTS

1 A claim for categorical exclusion from filing an environmental assessment under 21 CFR 25.31 (b) has béen submitted.

This efficacy supplement provides for the use of Risperdal® M-Tab® Orally D!SIntegratmg Tablets for the treatment of
schizophrenia in adolescents (13 to 17 years of age). This application has been submitted in response to a formal written
request from the Agency to provide information from studies in pediatric patients. Based on the results obtained, the
applicant has indicated that the effectiveness of the drug product in adolescent patients has been established.

The applicant has cross-referenced entire CMC information that was submiitted-in previoﬁsly approved supplements and
that there -are no new CMC information included in this submission. The applicant is-proposing minor editorial changes to .
““How Supplied” section of labeling. The proposed minor editorial change fo the above section is found to be acceptable.

The -applicant's claim is found to be acceptable.

18. CONCLUSIONS AND RECOMMENDATIONS
Provided information is found to be adequate. This supplement is recommended for approval from the standpoint of
chemistry, manufacturing and controls.

19. REVIEWER
NAME ' SIGNATURE : DATE COMPLETED
Nallaperumal Chidambaram, Ph.D. 06-07-2007
DISTRIBUTION 7 ORIGINAL NDA DIVISION Reviewer: CSO: Branch Chief:
2 FILE N. Chidambaram Ph.D. K. Updegraff James Vidra Ph.D.
HFD-130







' 1. ORGANIZATION 2. NDA NUMBER
CHEM|ST S REVIEW #1 ONDQA/DPE/Branch VII 21-444

3: NAME AND ADDRESS OF APPLICANT (City and State) 4. AF NUMBER
Johnson & Johnson Pharmaceutical Research & Development, L.L. C .
On behalf of Janssen, L.P. : ' ]
<1125 Trenton-Harbourton Road—————+————————— - o
Titusville, NJ 08560-0200.

5. SUPPLEMENT (S)
NUMBER(S) DATES(S)

'6. NAME OF DRUG 7. NONPROPRIETARY NAME - SE5-021 12-21-20 |

~ { RISPERDAL® M-Ta lly — | Risperidone
Disintegrating Tablets
8. SUPPLEMENT PROVIDES FOR: A Response to Pediatric Written Request, 9. AMENDMENTS DATES

-Treatment of Bipolar 1 Disorder in Children (10 to 12 years of age) and
Adolescents (13 to 17 years of age).

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. ﬁELATED IND/NDA/DMF
Antipsychotics - RX v 0OTC

13. DOSAGE FORM(S) 14. POTENCY

Orally Disintegrating Tablet 0.5,1,2,3and 4 mg

15. CHEMICAL NAME, STRUCTURE, MOLECULAR FORMULA AND MOLECULAR 16. RECORDS AND REPORTS
WEIGHT:

3-[2-{4-(6-Flouro-1,2-benzisoxazol-3-yl)-1-piperidinyljethyl}-6,7,8,9-tetrahydro-2-methyl- CURRENT YES NO
4H-pyrido[1,3-a]pyrimidin-4-one REVIEWED YES NO

zf Q—

17. COMMENTS
This efficacy supplement provides for the use of Risperdal® M-Tab® Orally Disintegrating Tablets for the treatment of

Bipolar 1 Disorder in children (10 to 12 years of age) and adolescents (13 to 17 years of age). This application has been
submitted in response to a formal written request from the Agency to provide information from studies in pediatric
patients. Based on the results obtained, the applicant has indicated that the effectiveness of the drug product in children
and adolescent patients has been established.

The applicant has cross-referenced entire CMC information that was submitted in préviously approved supplements and
that there are no new CMC information included in this submission. The applicant is proposing minor. editorial changes to
“How Supplied” section of labeling. The proposed minor editorial change to the above section is found to be acceptable.
A claim for categorical exclusion from filing an environmental assessment under 21 CFR 25.31 (b) has been submitted.

The applicant’s claim is found to be acceptable. .

18. CONCLUSIONS AND RECOMMENDAT!ONS
Provided information is found to be adequate. This supplement is recommended for approval from the standpoint of

chemistry, manufacturing and controls.

19. REVIEWER
NAME SIGNATURE . DATE COMPLETED
Nallaperumal Chidambaram, Ph.D. ' 06-07-2007
DISTRIBUTION ORIGINAL NDA DIVISION Reviewer: CSO: Branch Chief:
FILE N. Chidambaram Ph.D. K. Updegraff James Vidra Ph.D.
- | HFD-130 '











































3.  STATISTICAL EVALUATION | |

. R - =

3 1 Evaluatlon of Efﬁcacy

3.1.1 Evaluation of E_ﬁicaéy— RIS-SCH-302

//S)cly RIS-SCH-302 was a 6-week, randomlzed double-blind, placebo-controlled,
parallel-group, multicenter clinical study conducted at 23 sites in 4 countries. Subjects ]
were randomly assigned to 1 of 3 treatment groups: oral placebo tablets; oral risperidone
tablets 1 to 3 mg/day (dosage group A); or oral risperidone tablets 4 to 6 mg/day (dosage ?
group B). The study comprised 2 phases: a screening phase (with a possible washout
period) and a 6-week double-blind treatment phase: Study medication was to be titrated
up to the assigned target dosage range by Day 7; the investigator then titrated the dosage
to the maximum tolerated dosage within the target dosage range up to Day 14 to optimize
efficacy while minimizing adverse éffects. Subjects could be enrolled as mpatlents or
outpatients as clinically indicated. A subject was considered as havirg completed the

study if they had completed all assessments at Week 6 (Visit 6) of the double-blind
treatment phase.

160 subjects are included in the intent-to-treat analysis- set. The demographics for the
[TT population appear in Table 1. The majority was white, roughly % were male, and all

were older than 12 years old. There appeared to be roughly the same distribution in each
treatment group.

Table 1 Patient Demographics (ITT analysis set)

—-Pucmq-' RIS 1-3mg RIS4-6mg —Total— -
N=54)  @=55) =51) ¥=160)
Age, yearns ) :
N- b 55 31 160
Mesn (8D} 155(038) 157(33) 15.7 (119) 156Q33)
Median 160 166 . 160 160
Range aun (13:17 @31 3an
Sex, (%)
N - 34 o 55 51 164
Femle . 19 (39 25 (45) 14(17) 58(36)
Male - 35(69) 30(55) 37(7} 102(6%)
Race, u (%) _
N 54 33 31 162 :
American Indian/Atsskan Native 0 0 e 1 : - 1‘;
Asian 2 (41) 18(33) 18(3%) 53.(36) ' l
Black or African Americza 5(9 3( 3 7(19 15(9 i
Mized 0~ 1(2 . iy bIE Y]
Wiite B NE) 3(E0) 2 M(4D) 84(33)

Source: Study Report, p 73. : . #




|
Roughly % of the subjects completed the study. The reasons for discontinuation by ‘ S } ‘
treatment group appear in Table 2. . , J

T Table2 Subject Disposition and Discontinuation Reasons (ITT analysis set)

PLACERO RIS 13mg XS46mz  Toml ' ' ;
=1£4 .

_135( 78

3N WA T35 — —

Discentinued 1835 — =
Adverseevent 2(49 (9 (8 8
Tnsufficisnt fesponse - 3¢9 . N 1(2) 17(11)
Sabject iteligible 0 continue the trial 0 (Y ] Hy
 Subject withdrew cousent Y] i(n 1 6( %)

Other . 1S ] E)] 3D
Source: Study Report, p 72. . :

e

The prlmary efficacy measure was the change from baseline in the Positive and
Negative. Symptoms of Schizophrenia (PANSS) total score at the Day 43 (6-week) end
point. The primary analysis used an ANCOVA model with factors for treatment,
baséline value, and country. The. last observed value was carried forward (from Day 8,
15, or 29) for subjects with missing values at Day 43. To account for multiple
comparisons, a step-down sequential testing strategy was used. Results of the primary
¢efficacy analysis (LOCF analysis) are shown in Table 3. Both doses showed a ,
significantly larger decrease in the PANSS total score compared to placebo. j

Table 3 Positive and Negative Symptoms of Schizophrenia (PANSS) Total Scores -
Change From Baseline to Day 43 End Point- Efficacy Analysis Set.

PLACEEO RIS 1-3:g REMmg
Baseline . )
N 54 54 .50
Mean (SD) 932Q037 © 954Q10D 030 (11.87)
Median (Razze) 94.0 (6:120) 95.0 (67:120) ' 90.0 (T1:11T)
Day 43 End Peint- .
X 54 . s« - - 30 -
Mean (SD) : 844 (1659; - 741 Q119 718 1835%
Medizn (Range) 6.0 (£2:126) 4.5 (341249) 710 G417
Chsuge from Baseline
. N . 54 54 50
Mean (SD) 8916113y - -213Q9sD) 2131829
Medizm (Range) : 1.0 (-53:21) -19.0 (-69:3%) -20.0 (-60:22)
P-vabue(msizus PLACEBOY <0001 <0.001 _ _
Diff. of LS Means (SE) 110003 28007 !
. o

95%CT (-17.95:-5.99) {-18.83:6.71) . _
. . I

Source: Study Report, p 86 and FDA analysis.:

The mean PANSS Total Scores at each visit and the change from baseline for both
the observed cases and with last observed value carried forward are in Table 4. There isa

N




o

numerical difference between each of the two risperidone groups and placebo at each
visit in favor of the risperidone groups

"~ “Table 4 Positive and Negatlve Symptoms of Schlzophrema (PANSS) Total Scores at

Each Visit, Observed Case (OC) and Last Observation Carried Forward (LOCF) —
Efficacy Analysis Set. -

) N Mean SD | . -Change from Baseline
. _ | ———— [  Mean | SD
. Placebo Group
Baseline 54 93.2 10.27 :
Day 8 OC 54 | .91.1 | 1129 | 21 - 723
‘Day8LOCF | 54 | 91.1 | 1129 20 - 7.23
Day 150C | 52 86.3 11.57 -6.8 - 948
Day I5LOCF | 54 - 86.9 11.94 -6.3 9.92
Day 29 OC 51 |. 85.4 14.35 -7.9 13.66
' Day29LOCF | 54 | 86.0 14.47 | -72 13.77
Day430C | 35 | 784 13.43 -14.8 13.70
Day 43 LOCF | 54 84.4 16.59 89 16.11
' ' Rlsperldone 1-3 mg :
Baseline 54 95.4 11.01 ,
Day80C | 54 ' 89.9 12.89 -5.5 10.19
Day 8 LOCF 54 | 89.9 12.89 . 5.5 ~10.19
Day 15 OC 51 | 819 14.16 -13.8 12.30
Day I5LOCF | 54 82.9 14.93 -12.5 14.06
Day 29 OC 50 77.5 | 14.30 -18.2 14.33
Day 29 LOCF | 54 79.0 15.32 -16.4 16.09
Day430C | 44 | 70.1 15.81 -26.6 16:22
Day43 LOCF | 54 74.1 17.79 21.3 ' 19.61
Risperidone 4-6 mg
Baseline 50. 93.0 | 11.87 o ,
Day 8§ OC 50 | 875 | 13.59 -5.5 929
Day 8 LOCF 50 | 875 13.59 -5.5. 929
~ Day 150C 48 | 789 | 13.50 -14.0 12.35.
Day 1SLOCF | 50 799 | 14.36 -13.2 12.89
Day 29 OC 43 734 12.77 -19.1 11.25
Day 29 LOCF | 50 76.8 15.52 -16.2 14.05 -
Day 43 OC 43 67.6 15.17 -24.9 1573
Day 43 LOCF | 50 71.8 18.35 -21.2 18.29

Source: Study Report, Attachment 2.1.1.2.
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Table 6 Subject Disposition and Discontinuation Reasons (Intent-to-treat analysis set)

State of Terminztion

RIS LOWPOSE RIS HIGH DOSE Total

Source: Study Report, p 83.

The primary efficacy measure was the change from baseline in the Positive and
Negative Symptoms of Schizophrenia (PANSS) total score at the Day 56 (8-we¢k) end
~ point. The primary analysis used an ANCOVA model with factors for treatment,
baseline value, and country. The last observed value was carried forward (from Day 7,
14, 28, or 42) for subjects with missing values at Day 56. Results of the primary efficacy
analysis (LOCF analysis) are shown in Table 7. The high dose group showed a
significantly larger decrease in the PANSS total score compared to the low dose.

Table 7 Positive and Negative Symptoms of Schizophrenia (PANSS) Total Scores -
Change From Baseline to Day 56 End Point- Efficacy Analysis Set.

RISLOWDOSE RIS HIGH DOSE

Baseline
N

Mean (SD)
Median (Ravze).

Tray 56 Fud Peint
N
Mean (SD) .
Median (Range}
Chlgefn-Btsdne
X :
" Mediay (Range)
Povalue
{(mims KIS LOW DOSE)*

Diff. of LS Meaus (SE)
% Cl :

131 124

53.3 (1419 96.4 (1539
94.0 (61:119) 97.0 (63:126)
131 134
20.8 (3133) 128 Q15D
£0.0 G3;13) 71.0 33:146)
131 124 : -
115@033 | -B6Q083)
1.0 (68:29) 1.0 (9451
“0.003
-10.3 Q63)
1553508y

Source: Study Report, p 103 and FDA analysis.

The mean PANSS Total Scores at each visit and the change from baseline for both
the observed cases and with last observed value carried forward are in Table 8. Thereisa
numerical difference between the two groups at each visit in favor of the high dose group.

@=14D) =18 N=379) e \
Jem Remon BCA) - nQE) Ry o e |
- Gl 57(63) 37(70) TS (68) ’
Discaatimed 54(38) | 41(30) 95 (34) |
Adverse event §( 9 £ 6 “( 5 |
Tpsafiicient sesponse : 27(19) 20(14) a0 |
Subject ineligible t contime the teisl iy Sy 5(2) \
Sobject last 1o follow-ap - &N a. o 3(u L I
Subject withdrew cousent 10D 6iH  — 16¢6) ’__/”’//5
) ¢, 1(n (<D
e 5(9H_~ 403 . 9(3




Table 8 Positive and Negative: Symptoms of Schizophrenia (PANSS) Total Scores at
Each Visit, Observed Case (OC)and Last Observation Carried Forward (LOCF ) -

s - i INfadified HT- Analysts Bt i - S
i Rlsperldone Low Dosc Risperidone High Dose -
Change from Change from
N—{-Mean{—SD— .man —SD—{— N "Mean | SD"|"Mean{ SD __ =
Baseline 131 1 933 | 14.14 124 | 964 | 15.39. v
Day 70C 130 | 88.3 | 1831 | -50 | 1086 ] 123 | 87.7 1634 | -8.8 | 12.06
Day 7 LOCF 130 |{ 88.3 | 1831 | -5.0 | 10.86 | 123 |-87.7 | 1634 | -8.8 | 12.06
Day 14 OC 123 | 836 | 1681 | -99 | 1134 | 121 | 80.6 | 16.05 | -15.7 | 13.75
Day 14 LOCF 131 | 843 | 1833 | 9.0 | 1256 { 124 | 815 | 17.07 | -149 | 1491
Day 28 OC 112 | 822 | 19.09 | -11.5 | 14.10 | 113 | 754 | 17.05 | -20.9 | 15.94
Day 28 LOCF 131 | 833 | 2037 | -99 | 1514 | 124 | 76.6 | 18.39 | -19.8 | 17.41
. Day420C 297 {762 | 2053 | -16.1 | 17.68 | 97 | 713 | 18.56 | -25.5 | 18.76
Day42LOCF | 131 | 812 | 23.14 | -120 | 1892 | 124 | 749 | 21.04 | -21.5 | 2044
Day560C | 82 | 720 | 2040 | -19.5 | 1898 | 87 66.5 | 18.16 { -30.9 | 20.07
Day 56 LOCF 131 | 80.8 | 2433 | 125 ] 2032 | 124 | 72.8 | 22.52 | -23.6 | 22.83

-Source: Study Report, Attachment 2.1.1.3.

3.1.3 Evaluation of Efficacy- RIS-BIM-301

Study RIS-BIM-301 evaluated the safety and efficacy of 2 dose ranges of risperidone
monotherapy (0.5-2.5 mg/day and 3-6 mg/day) versus placebo in children and
adolescents with a Diagnostic and Statistical Manual of Mental Disorders, 4th Edition

- (DSM-1V) diagnosis of Bipolar [ disorder who were experiencing a manic or mixed

episode (Young Mania Rating Scale [YMRS] >20). Efficacy was primarily based on the
improvement in severity of mania during the 3-week treatment period, measured by the
change in total score (consensus final score) of the YMRS from baseline to endpoint.

169 subjects are included in the intent-to-treat analysis set. The demog‘raphics_appear
in Table 9. The majority was white, roughly half were male, and 40% were under 12
years old. There appeared to be roughly the same distribution in each treatment group.

APPEARS THIS WAY ON ORIGINAL

]
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Table 10 Subject Disposition and Discontinuation Reasons (Intent-to-treat analysis set) P,
 State of Termination ~ PLACEBO RIS05-25mg RIS3-6mg Total
Tem Reason - QES8) (N=50) (¥=61) N=169)
All subjects .nC) - aCh) B4 . n(A) B
Campleted 46 (T 45 (90) 46(75) B¢y St
Discontinued 12¢21) 5(10) 15(25) 32(19) ~
0)

Subject ineligible to contime the stdy 0 (Y 0" Tn
Subject lost to follow-p ) B 233
- Subject withdrew consent 2(3) 1(2 1y~ 4y
" 'Subject non-compliant 1(2) 0 0 S (D
Other - 2(3 0 0 2(1
' PLACEBO RIS0525mg RIS3-6mg Total
: Q=) (N=18) ®N=25) - @E6D .

A2 years _n(A) n (%) n (%) - n (%)
Completed A 22(9) 17(94) 17(68) - 36(84)
Discontinued 29 106 8(32) 111
Adverseevent 0 0 4(16) 4(6)
Insufficient response 0 0 (9 - 1y
Subject lost to follow-up 0 0 1€ 2(3)
Subject withdrew consent <48 16 1( 4) 3(49
Other ' (9 o o (D

PLACEBO RIS0525mg RIS3-6mg  Tomal

(N=34) =32) (N=36) (N=10)

>11 years nC4) u (%) n (%) . o)
Completed - 24(1) 28(88) 28 81(719)
Discontinaed 10(29) 4(13) 7(19) 21(21)
Adverse event 4(1D) o,y . 6UD 13(13
Insufficient response : 2( 6) 0 13 3(3)
Subject ineligible to contimue the study 0 1(3) 0 (1
Subject lost to follow-up 1(3) 0 0 1
Subject withdrew consent - 1(3) 0 0 1D
Subject non-compliant 1(3 0 0 1D
Other ' 1(3) 0 o 1(D

Source: Study Report, p 95.

The primary efficacy variable was the change in the total YMRS consensus final -
score from baseline to the Day 21 endpoint (i.e. the last post-baseline observation carried
forward to the Day 21 endpoint). The primary analysis used an ANCOVA model with
factors for treatment, baseline value, investigator, and diagnosis (mixed or manic). The -
last observed value was carried forward (from Day 7 or 14) for subjects with missing
values at Day 21. To account for two comparisons, a sequential testing procedure was
used starting with the high dose versus placebo. Results of the primary efficacy analysis
(LOCEF analysis) are shown in Table 1 1. Both risperidone treated groups show
significantly lower scores at Day 21 compared to placebo.
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Table 12 Young Mania Rating Scale Adolescent Version (YMRS) Consensus Toial
Scores at Each Visit, Observed Case (OC) and Last Observation Carried Forward
(LOCF) — ITT with a Post-Baseline Observation Analy31s Set.

"N ["Mean | SD | - Change from Baseline-— -
1. Mean _ ~ SD
Baseline g 48 =
Day 7 OC 57 25.4 7.67 -5.6 306 s
Day 7 LOCF 57 254 7.67 5.6 8.06
Day140C | 49 20.3 8.63 -11.0 9.83
Day 14 LOCF | 57 21.7 8.98 9.2 10.60
Day 21 OC 47 205 | 941 -10.0 10.12°
Day 21 LOCF | 57 219 9.51. 9.1 10.95 .
,_'_Risperldone 0. 5-2.5 mg o
Baseline 49 311 5.97 '
Day70C | 48 20.4 8.48 -10.6 9.75
Day 7LOCF | 48 20.4 8.48 -10.6 9.75
Day 14 OC 47 136 | 726 -175 9.36
Day 14 LOCF | 49 13.8 7.19 -17.3 9.34
Day 21 OC 45 12.1 6.82 -18.8 9.7L
Day21 LOCF | 49 12.6 7.22 -18.5 9.70
: Risperidone 3-6 mg
Baseline 60 30.5 5.92 _
Day 7 OC 59 21.7 8.63 -8.7 6.71
Day 7 LOCF 59 21.7 8.63 -8.7 6.71
Day 14 OC 53 12.2 7.15 -18.1 7.30
Day 14 LOCF | 60 14.0 8.58 -16.5 8.48
Day 21 OC 46 12.3 8.49 -18.0 9.17
Day 21 LOCF | 60 13.9 9.70 -16.5 10.29 ‘

Source: Study Report, Attachment 2.1.1.1.

3.2 Evaluation of Safety

See medical officer’s review.

A
PPEARS TH{S WAY oN ORIGINAL
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4.1.3 Efficacy findings Gender, Race-and Age- RIS-BIM-301

The results for the primziry endpoint iil subgroups defined by gender, race and age
-— -appear-in-Table 15. Numerically, the results. appearjoiayouheﬂspgldone treated
groups over placebo in each subgroup.

PLACEBO |

RIS05-15mg

N Mean(SD)— N Mean(SD) - N
: Diff. of LS Means (95% CI) “Diff- of LS Means (95% CI)
Sex -
Female 20 . -10.7(1047) n -15.1 (7.06) 35 -17.1 9.98)
; 4.5 (-9.53;,0.46) 5.7 (1017122
Male 28 -75(1137) 0 27 2131077 25 - =15.7410.85)
-14.7(:20.43;-8 95)*** -10.9 (-16.98;-4.78)*+*
Race - -
Non-White 13 -18(6.44) 14 -17.6(0.92) 10 -13.7(1252)
-85(-16:84:-0.11)* 89 (-18.68:0.81)
White 44 9.5(11.99) 35 -189(9.73) 50 -17.1(9.83)
9.0(-13.25;4.83)*** -85 (-12.40;-4.58)¢*+
Race (Non-Black versas Black)
Black 10 68304D 9 -209 (9.60) 9 -12.0(11.99)
N ' -115(-22.94;-0.12)* 43 (-1698:8.46)
Non-Black 47 96(11.70 40 -180.77) 51 -17.3(9.48)
2.6 (-12.58;-4.63)*** 8.6(-1235,-484)*+*
Age . '
- £12 years 2% £1(1107) 18 -18.6(10.00) 24 -180 ©@.51)
' _ -14.0 (-21.50;-6.54)*** -13.1 (19716 40)%*
>12 years 33 -113(1049) 31 -18.5(9.69) 36 -15.6 (10.80)

Source: Study Report p. 139

4.2 Other Special/Subgroup Populations

None.

6.3 (-10.88;-2.03)*

SUMMARY AND CONCLUSIONS

5.1 Statisﬁcal Issues and Coliective Evidence

51 (9.22-1.03)*

Two studies in adolescents with schizophrenia and one study in adolescents with bipolar
disorder demonstrated that risperidone is effective. There are no statistical issues for any of
the three studies for the primary endpoint. However, no multiple comparison procedure 'was
planned for secondary endpoints in any study. For each secondary endpoint, nominal p-
values were reported. See Sections 3.1.1, 3.1 *2 and 3.1.3 for the efficacy results of the

individual studies.
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EXECUTIVE SUMMARY

Y

A study was done combining data from several centers in children and
adolescents ages 5-18 yrs to determine if the pharmacokinetics were similar or
different from that previously observed in adults. The study data from 3 study
sites were analyzed by mixed effects modeling to identify any important - '
covariates which impacted Risperidone pharmacokinetics in adolescents. These
results were contrasted with those in adults. The study results indicated that
weight normalized mean exposure, based upon trough levels prior to dosing, in

children, adolescents and adults was comparable. Pharmacokinetics of the
active moiety (risperidone + 9-hydroxy risperidone) and risperidone: alone : are
comparable in children (less than 12 years), adolescents (12 to 17 years) and
adults, after correction for body weight.. The recommended dose for
schizophrenia is === QD while that for bipolar should be initiated at 0.5 mg QD b 4)
with adjustments of 0.5-1 mg/day as tolerated to a recommended dose of 2.5 (
mg/day. Based on the final results and the lack of a dose response no dose
adjustments based on body weight are warranted in children and adolescents

(between 10-17 years).

 INTRODUCTION

Risperidone is completely absorbed after oral administration, reaching peak
plasma concentrations within 1 to 2 hours. The absorption is not affected by
food and thus risperidone can be given with or without meals.

Risperidone is metabolized by CYP2D6 to 9-hydroxy-risperidone, which has
a similar pharmacological activity as risperidone. Risperidone plus
9-hydroxy-risperidone form the active antipsychotic fraction (active moiety).
Another metabolic pathway of risperidone, is N-dealkylation. Risperidone is
subject to CYP2D6-mediated genetic polymorphism. Extensive metabolizers
(EMs) convert risperidone rapidly into 9-hydroxy-risperidone, while poor
metabolizers (PMs) convert it much more slowly. EMs, therefore, have




lower risperidone and higher 9-hydroxy-risperidone concentrations than

PMs. The PK of the active moiety, after single and multiple doses are similar
in EMs and PMs of CYP2D6.

After oral administration to psychotic patients, risperidone is eliminated with

a half-life of about 3 hours. The elimination half-life of 9-hydroxy-risperidone and

of the active moiety is 24 hours. Steady-state of risperidone is reached within 1

day in most patients. Steady state of 9-hydroxy-risperidone is reached within 4-5

days of dosing. Risperidone plasma concentrations are dose proportlonal in the

dose-range of 1 to 16:mg daily (0.5 to 8mg bid.). - =
———Risperidone is rapidly distribufed. The volume of distribution is 1to 2 L/kg. - . - \‘

In plasma, risperidone is bound to albumin and alpha1i-acid glycoprotem _

~ The plasma protein binding of risperidone is 88%, while that of 9-hydroxy-
risperidone is 77%.

iy

SUMMARY

Based on the current population PK analysis, pharmacokinetics of the active
moiety and risperidone are comparable in children (less than 12 years), :
adolescents (12 to 17 years) and adults, after correction for body weight. Based -
on the final results of the covariate analysis for the active moiety, no dose

adjustments based on body weight are warranted in children and adolescents
(between 10-17 years).

COMMENTS TO MEDICAL REVIEWER :

r
1. Pharmacokinetics of the active moiety (risperidone + 9-hydroxy ' \

nspendone) and risperidone alone are comparable in children (less than
12 years), adolescents (12 to 17 years) and adults after correctlon for
body weight. :

Because of the lack of a dose response fi fixed dosnng reglmens are
acceptable to OCP for schizophrenia or for bipolar | disorder.

OBJECTIVE OF 'THE ANALYSIS |

The objectives of the populatlon PK analysis of nspendone and the active

moiety were:

« To get estimates of the typxcal PK parameters of nspendone and the

active moiety in the target populations and of their inter- and intraindividual

variability; ¢ a b
- To evaluate the effect of patients’ demographlc charactenstccs and other

covariates on the PK of risperidone and the active moiety;

- To compare the PK of risperidone and the active moxety between
chlldren/adolescents and adults.
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|
possible washout period) and a 3-week double blind treatment phase. . S \> |
Subjects were randomized to receive 1-of 3 oral treatments: placebo tablets, o _ ‘
risperidone tablets 0.5 to 2.5 mg (Dosage Group A), or risperidone tablets 3 to 6 _ . ‘
mg (uosage*Group*B)—Studymﬁtcatmnw’ﬁm%nmaﬂy:and:mraten to= )
reach the minimum of their asmgned target dosage of 0.5 mglday (Dosage Group -

B) by Day 7. Further increases in the maximall

dosage were not to be - made and sub;ects were to be mamtamed within the

target dosage (0.5-2.5 mg/day for Dosage Group A and 3-6 maldav for Dosaoe ' g
Group B) range from Days 10t021. = .

Plasma concentrations of the actwe moiety were calculated as the sum of
risperidone and 9- -hydroxy-risperidone. The relationship between the predose : -
steady-state ptasma concentrations of the active moiety and risperidone were ‘ s
used to determine the attainment of steady-state. _

Plasma samples were taken on Day 14, one sample before drug intake and one
at least 1 hour after. On Day 7 and on Day 21, onie sample was collected before
study drug intake.

(Day 21) and its efficacy parameter YMRS and safety parameters (QTclD and
SAS) was explored graphlcally via:scatter plots

Subjects who gave permission for DNA sample collection were genotyped for
CYP2D6. At Day 7, the daily dose of risperidone was 0.5 mg and 2.0 mgin the .
Dosage Group A and B, respectively. At Day 14 and 21, the median daily dose of
risperidone was 2.5 mg/day (range: 0.5-2.5 mg/day) for Dosage Group A and
5.0-6.0 mg/day (range 3.0-6.0 mg/day) in Dosage Group B.

STUDY RIS USA 301 -STUDY 1 -
First Sampling Date: January 6, 2004

Study dates: 7 T T
starting date completion date

Sample receipt
(Experimental starting date)
Sample analysxs '

o)










STUDY RIS-USA-160 (STUDY 3)- CHILDREN AND ADOLESCENTS

Objective: determine the PK and safety of risperidone (0.01 to 0.08 ifng/kg/d‘ay"
b.i.d. dosing), 9-hydroxy-risperidone and of the active moiety at steady state.

Population: 24 children and adolescents (aged 5 years to less than 18 years).

Design: open-label, multncenter Phase 1 study with 2 periods:

screening/run-in (7 to 30 Days) i.e., amaintenance’ dose of risperidone and a
single day for PK momtonng and check-out

The subjects were dwnded into 2 groups: 12 children (aged 6 11 years and
weighing between 20-61 kg)-and 12 adolescents (aged 12-16'years and
weighing between 33-92 kg). A complete urinary output was-also collected: frony =
0 to 6 hours, and from 6 to 12 hours after. dosing. Subjects were phenotyped for
CYP2D6 using the risperidone metabolic ratio (ile., -

AUCrss, risperidone/AUCTss,9-hydroxy- nspendone) and genotyped for CYP2D6.
Subjects with a risperidone metabolic ratio higher than 1 were categorized as -
PMs for CYP2D6, and subjects with a ratio of less than 1 as EMs for CYP2D6..
The daily dose of risperidone ranged between 0.25 - 1.5 mg b.i.d. for children,
and between 0.75 - 1.75 mg b.i.d. for adojescents, or expressed per kg body
weight equivalent to a range of 0.024 - 0.074 mg/kg/day (mean 0.049 mg/kg/day)
for children, and 0.016 - 0.076 mg/kg/day (mean 0.041 mg/kg/day) for
adolescents.
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STUDY RIS-IND-2 (STUDY 5) ADULTS

Objective: To assess the efficacy and safety of risperidone dosage range

(1 to 6 mg/day)compared with placebo during 3 weeks of treatment in subjects - %
with Bipolar | disorder suffering a manic or mixed episode. The primary efficacy '
measure was the change in mean YMRS total score from baseline to endpoint. -

Population: 290 treated (144 placebo, 146 risperidone) adult patients with
~ Bipolar | Disorder who are suffering a manic or mixed episode.

Design: randomized, placebo-controlled, double-blind, parallel-group,
multicenter Phase 3 study. A flexible doses of risperidone (1 to 6 mg/day) or
placebo were administered, after dose escalation. Randomized patients were
stratified by the presence or absence of psychotic features at baseline and by
center. Following randomization and the initiation of double-blind study drug
therapy, a minimum of 7 full days of inpatient hospitalization was required.
Subjects assigned to the risperidone treatment group received a smgle

3-mg dose on Day 1.

Table 3-3:° Dosing Schedule for the Double-Blind Phase

' (RIS-IND-2) | .
Placebo Risperidone
Day (mgfday) (mgiday)
™7 0 — 3
2 0 24 -
3 0 1-5
4-21 0 1-6

| Sampﬁng

Sparse PK samples were taken on week 1 and week 3. All blood for PK samples
were drawn immediately before the intake of trial medication (predose),

except that on Day 7 a second sample was to be drawn, post-dose at least 1 hour
after the first wnthdrawal :

-

ANALYTICAL
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risperidone and active moiety. Additionally, the bioavailability of 9-- _._;“
hydroxyrisperidone was compared. ' :

~ T T TRIAL DESIGNAND PLAN = : : e ———

%

g
In total, 40 subjects (22M71 Bi- )were to réC’ewe a smgledoscrof ng-ﬁspeﬂdone-- ~~~~~~~ B@) ------ :

asa e  oblot (Treatment.A) and as a RISPERDAL | tablet{lreatmentﬂ]
B). A washout period of at least 10 days was foreseén between both =

- treatments (max. 3 weeks). Each intake-was to be followed by a 96-hour
evaluation period for pharmacokinetics and safety assessments.

DOSING AND PK SAMPLING | ' _ -

Table 3-1: Flowchart

Trial day ¥/ Time | Drug PK blood | Other
intake ¥ | sample .,
Pretrial day ' Physical examination, laboratory safety,
{Screening) ECG, BP, HR. pregnancy fest
Day-1 ) ) . ECG, HR, BP, drug screen, urine
(Baseline) - pregnancy test
Day 1 predose X HR, BP, Laboratory safety ©
: Oh X o
0.25h X
05h X
ih X
15h X
2h X
ih X
in X | HR,BP, Standard meat ¥
5h X S
. 6h X _
8k X HR,BP
12h . X .
v | 16n s X - ™
Day2 > 244 X HR,BP
o . 32h X
Day 3 - 48k X
Day4 - T2h - X .
Day 3 (end of the 96 h : X Physical exammauon, laboraioty safety.
session) _, ECG,BP,HR” _
2) In each session, Treatent A or B was adnunistered 2ccorthn 1o the sandomzaton scheme.
!?) Treatment A: sinzle oral administration of 2 g risperidone.  am— . . h(4)

ﬁm&smgieaa!a&mmdalmgnm&uemﬁhﬂd

o) hbm:mafetymplemkyedme‘iml. . .

d) AT meals served at fhe fria] centre were schednled:and stindardized cn Day 1. However, ouly the first meal
following drug intaks is menficned in the flowchart, =

) Al these assassments were pexformied af the and of the trial ouly.

ANALYTICAL










Table 1. Time and event schedule fof stu X..BIS'PCN -RO3

LANIC &. L2AZUST QUL A AILLUCUULCT

. (Study RIS-P01-103)

Drug PK Blood

Study Day - Time - - Intake’ Samplmg Other Procedures’
Prestudy £3 weeks . Informed conseat signed;
{screening) before ’ inclusion/excluston criteria; record body
Day 1 of weight, height, demographic
Period 1 : . information; physical examination;
= . psychiatric/medical history; smoking
history; blood samples collected for.

sample for unnalysis breath alcohol
test; serum pregnancy test for women;
urine drug test; ECG; BP; HR recorded

Day-3 ' : Admussion fo study center
Day -1 or Day 1 of Breath alcohol test; urine drug test;
Period 1, predose urine pregpancy test for womén
The procedures below accur in. both Period 1 and Period 2°: ;
Day1 predose X Start of semi-recumbent posatnon '
oL - X - ' - _
025h X.
05h X
0.75h X
th X
15h X
2h X Ead of semi-recumbent position.
3h X
ih X Standard meal served’
5h X
6h X
8h X
12h X
Day 2 16h X
24 h b
361 X
Day 3 481 X
Day 4 T2 X
Day5SofPeriod1- 96h X
End of Study :
End of Study %h X Physical Examination; blood samples
(Day 5 of Period 2 : collected for hematology and serum
or Early ' chemistry; urine samiple collected for
Terniination) . urinalysis; ECG:; BP and HRrecorded

- discharge

hematology and serum chemistry; urine

A 10-day washout pedod sepafated the dose of study medication on Day 1 of Peﬂod 1
from the dose administered on Day 1 of Period 2.

® Adverse events were recorded. animom(ored beginning with the first study-related
procedure through the posttreatmeni procedures at the end of the smdv Concom:(ant
theﬂpxes were recorded throughont the smdy ’

¢ Ode ireatment was given in eacli period, either Treatnient A (1 oral conventional
RISPERDAL 4-mg tablet) or Treatment B (1 risperidone 4-mg orallv-dtsmxegmunc

tablet). Subjects fasted for 10-hours before drug administration and continued fasting until

4 hours after dose administration. They refrained from water intake for 2 houts before
uatil 2 houss after dose administration.

d All meals served on Day 1 were scheduled and standardtzed Onlv the first nieal after
dtug admmmmuon is cxted 3

ANALYTICAL
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e Subjects randomly assigned to the risperidone treatment group who were

d taking prestudy antipsychotics other than nisperidone received a 1-mg

* nispesidone tablet every 12 hiours on Day 8. On Days 9 through 14, doses

of risperidone were increased by 1 mg every 12 hours daily, so that on
Day 14, subjects received 7 mg évery12 houzs as sbown in Table 2.

Table 2: Dosage Escalation (Prestudy Other Antipsychotics)
(S(u@ R07647 7-SCH-102)
Dosine Regin Toizl Daily Dose

9
- O 0 mg g .
11 4dmgbid 8mg
12 Smzbid 10 mg
13 6mzbid . 12mg
14 7mgbid - 14 mg

. e For subjects randomly assigned to the risperidone treatment group taking
prestudy risperidone, the dose was divided iato twice dafly doses {every
12 hours) starting on Day8. Subjécts received escalating doses of
risperidone (according to Table 3) from at least 3 mg every 12-hours on
Day 8 up to 7 mg every 12 hours on Day 14. Study drug was given in
equal doses ev 'e:ry 12 hours, as 1-mg tablets.

- Table 3: Dosage Escalzﬁm(?restudyﬂispeﬁdone)

“(Stady RO76477-SCH-102)

Day Dosing Regimen Total Daiky Dose
8 3mgbid | 6 me
-9 Imgbid 6mg
10 Imzbid 6 mg

11 fmgbid Smg
12 Smgbid " 10 ms
13 fmzbad 12mg
14, 7mzbid 14 mz

(e.z.,a subject is 05 1 prestudy risperidozne daily doze of 6 me;
subject will receive doses, as sbove, from Days § fhrough 14.)

¢ All subjects randomly assigned fo the ﬁspeﬂ'done treatment group

received 8 mg risperidone (2 fablets of -Hng) every 12 hours on Days 13
© to 21.

Drug Samplmg

a—

Immed|ately before dosmg on Day 8 (baseline), Days 11 to 14, and Days 18 to
21;at2,4,6,9, 12, 16, 19, 22, and 24 hours after dosing on Day 14;-and at 2, 4

6.9, 12, 16, 19, 22, 24. 27. 30, 34, 40, 48, 72, 96, and 120 hours after dosing on’

Day 21 for subjects receiving ER OROS paliperidone; immediately before the
morning dose on Day 8 (baseline) and Days 18 to 21; and at 1, 2, 3, 4, 6, 8, 12,
13, 14, 15, 16, 24, 36, 48, 72, 96, and 120 hours after the morning dose on Day
21 for subjects receiving risperidone.

R076477-SCH-102: STUDY=9
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index dataset and the remaining 30% constituted the qnalif cation dataéet
When concomitant medication was present one day before the PK samphng

day, the flag for concomitant medication was setto 1 (present) on the PK day
even though the concomitant medication was stoppedvthe day before.

‘ Planned Analysis for Risperidone and the Acti,ve Moiety - _

The analySIs cons1sted of two separate population PK analyses one for
risperidone and one for the active moiety in the pool of children, adolescent
and adult subjects after oral administration of risperidone. For both
risperidone and the active moiety (i.e.,-sum of the risperidone + 9 hydroxy
risperidone plasma.levels), the populatlon PK analysis consisted of

the following steps:

« An exploratory analysis of concentration-time data and covarlates
identification of potential outliers. At this stage, prior PK and other.

relevant information to support the structural model selection was used,
particularly, the results of previous modeling activities.

= Using the index dataset, evaluation of a base and a covariate model
(demographics, body size variables, and study).

- Model qualification and model adjustment if needed.

- Estimation of the model on the full dataset and exploratlon of the eﬁect of
concomitant medications. .

- Estimation of the final model, with the effect of concomitant medications.

IDENTIFICATION OF OUTLIERS

Data points were considered as potential outliers if they substantially deviated
from adjacent points in the concentration-time profiles.

Final outlier identification was performed after selecting a structural model
and was based on the graphical exploration of individual and population
residuals (weighted and non-weighted). After the model development was
complete, the final model was fitted to the entire data set with all excluded
outliers in, and the results were compared.

Outlier identification in the sparse data set was performed through a different
approach. Initially, posterior predictions were generated for each individual
by fitting the structural model to the sparse data. Individual and population
-residuals (weighted and non-weighted) were analyzed graphically and
potential outliers were identified. For individuals with outliers, the
observations were plotted against the timé since the last dose (one subject
per panel) and were superimposed with the corresponding individual and
population predictions. The outliers that deviated both in terms of residuals
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Table 5 The number of subjects (%) taking the selected concomitant
medlcatlons included in the population PK analysis.

Cmmtmeduahaus s R Nmbu:of:!h«t(%)
- Anticholinergics : .- 56(7.18)

CYP3A4 mducer : - 3(0.38)

CYP2D6 inducer 1013 .- - —
Methylphenidate o 1(013)
Mood stabilizer A 1¢0.13)

Due to the small numbers of subjects receiving concomitant CYP3A4 inducers,
CYP2D6 inducers, methylphenidate or mood stabilizers was too small to allow

analysis.

FIRM’S ANALYSIS
ACTIVE MOIETY INDEX DATA SET

The best model to describe the concentrations of the active moiety was a two-
compartment model, with first order input and a lag time.

Allometric scaling factors for clearance and volume and the effect of creatinine
clearance (derived with the Schwartz formula for the actual CRCL) were included
a priori in the model.

To correct for the underprediction at the beginning of the distribution phase
observed in the data rich studies, a study effect was tested on the volume of the
central compartment. The volume of the central compartment was shown to be
lower in Studies RIS-USA-160, RIS-NED-25, RIS-P01-103 and RIS-RSA-5.

Interindividual variability (1{V) was estimated for apparent clearance (CL/F),
apparent central volume (V2/F), Ka and relative bioavailability (F1). Two separate
additive models described the residual error: one for the single dose studies and
the other one for the repeated dosing studies. The firm’s base model control
stream for the active moiety is presented in Appendix |

The population estimates for the base mode! (using the FO method) are reported
in Table 6.

Table 6. Base Model Parameters for Active Moiety After Oral Administration of -
Risperidone. Results were obtained Wlth*the Index Dataset, Using the FO
Method
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VoK @, 113.64; 8507 3504 ]
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Residual vaniabihty on ]og(con:) 1 |
Study 62,8 0% {0.0472; 0.0912) | Sd0.263
Studyl,2 3,4.5,9:6% {0.13:0305] | Sd04%0
“Sindy: 1=KIS-BIM-301, 2=KIS-USA-231, =RIS USA-160, 4=RIS-USA- 739, =RIS-IND-2,

~ 6=RISNED-23, 7=RIS-P01-103, 8=RIS-RSAS, 9=R076477-SCH-102.
CRCL: Crestini= clearance darived using Schwartz® fornmla for actual BSA
FLAG=] if ztody &, 7 or 8; FLAG=0 otharwise
STU3=1 if study 3; STU=0 othernise
OV Inier—lndiyidual vanability

The population absorption rate constant (i.e., the formation rate constant) is 5.48 h-1; the
lag-time is 0.24 h. The IIV estimated for Ka is large, 250% CV. This is likely the result of

insufficient information to estimate Ka in sparse sampling studies and may not reflect the
true value of between subjects’ variability in rate of absorption and/or conversion

COVARIATE SELECTION-INDEX DATA SET
Most of the covariates did not significantly affect the PK:

The followmg covariates were selcctcd to be evaluated further: .-
* 'on apparent clearance

effect of Study 9 (Study R076477-SCH-102), age and racé (Black) and
+ on F1: effect of Study 7 (Study RIS-P01-103) and age.

After inclusion. of those covariates in a full model, a backward deletion
procedure was applied as summarized in Table 7.

Table 7 . Backward Deletion of Covariates - Active Moiety, Index Dataset
4
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Run "Feature. - | MOF {AMOF = . | Conclusion h‘}
... | removed o ) . .
| RUN181 . | Fullmodel ~ | -1441013 - | NA" :
e RUNIg2 . . | CL |-1440.729 | -0284° | NS’ runl182: new reference .
RUN183 Study 7on F1 | -1432 461 E¥ - 0005 e
RUN184 AgeonFl -1439.701 .. - | -1.028 NS, runl84: new reference
RUN185 on CL -1431.805 -7.896 £<0.005
e jn(;‘]_” o S e e P A ,..Ta.,._s-.-—’-‘-m«-fﬁna; S A A p R ST ,.5:__; S ARy T %?éiﬁ_:;’ e e |
RUN187 Final model -1439.701 “Eta on V2 close 10 zero, remove o
' ] from runi 8§ i :
.RUN188 Final model 1 | -1439.701 S .
NA*: Not Applicable
NS® Not Significant

MODEL QUALIFICATION

Figure 2 presents the diagnostic plots of the model qualification, PRED vs.
DV, IPRED vs. DV, WRES vs. PRED and IRES vs. IPRED.

Figure 3.External Qualification of the Active Moiety Final Model —

Dataset
a. PRED Versus DV

" APPEARS THIS WAY ON ORIGINAL
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EFFECT OF CO-MEDICATIONS

L) QL WAS. 4

Table 8.VD’rug-drug interactions —Active moicty

Ran | Feature fested MOEF | AMOF | Conciusion

RON221 Reference -1955.993 Na© Final model
— RUN222 | DalHanCL -1957.102 L . s
RUN225 “AfIHonCL | -1957.301 1308 RS
T RON224 | GPIDomCL | -1962.192 |  -6.799 NS
ROUN225 GPIHonCL | -1057.9386 1043 T NS
[ RUMZ26 "CHOL on CL “1960.597 A 604 NS
ROUNZ28 — DGIH on F1 -1956,771 0.7:8 NS
RUNZ20 A¥iH an F1 -1956.603 | 0.01 NS
RONZ30 T GPI o F1 C1964.619 | -8.686 1 p=0.0G5
RUN231 GPFIH onx F1 1856103 T 011 NS
T ROUN232 | CHOLonFl -1961.003 -5.00 XS
RUNZ33 FIs on Pl 16573 ~1307 N5
“*Nat Applicable T : -

*N5: Not Significanr

There were no significant drug drug interactions indicated except for GPID (PGP
inducers) however, this PGP inducers effect should be interpreted with caution
since only 7 out of 780 patients took this medication.

FINAL PK MODEL OF THE ACTIVE MOIETY — FULL DATASET

After including all significant effects, the final PK parameters of the active
 moiety were estimated using the FOCE method. To obtain a minimization
with a successful covariance step, the model had to be further simplified: the
covariance between CL/F and F1 was removed and the random effect on Ka
was deleted. o

Table 9. Final Model Parametefé for Active Moiety After Oral Administration of
Risperidone. Results are Obtained With the Full Dataset, Using the FOCE
Method

Y
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Parameter ' Estimates (SE) 95% CI . | %Ccv
CL/F(L/h)=(8, *(Weight/70)"™ -+0; *CRC‘L o B
+85*BLAC)*(Age/18. 1)**9,0 -
0, . 18.77;5.57)
06 [0.00172; 0.01454]
P 8, 1 [0-521; 1.231]
|y [-0.242; -0.122)
V/F (L=(6: + FLAG*6) *(Weight/70) o
9, {122; 150}
~ 0 BEEIRAY [-53.7;27.1)
/M@):e melghwo) — =t
8, [70.7; 102.1]
QF (Lh) ‘
04 [1.15; 1.53]
Ka (™) i
0; -1 {1.91;2.87]
ALAGI (b) T
0, , [0.230: 0.240]
F1=1 + 6;;*GPID
0, . [-0.751; -0.183)
IIVonCL: @ [0.0273;0.0897] | 242
IOV ou FI: a2 [0.042; 0.168] 324
IOVon F 1 10.069;0.243] 39.5
Residual vanability on loq(conc) ]
Study 6, 7 or 8 o—, _ [0.22; 0.32] $d 0.520
Study1,2.3.4, 50r9: 05 [0.114; 0.258] $d0.431

Study: I=RIS-BIM-301, ’=RIS-USA—731 _>=RIS-USA—160 4=RIS-USA-239, S—RIS -IND-2,
6=RIS-NED-25, 7=RIS-P01-103, 8=RIS-RSAS, 9=R076477-SCH-102.

CRCL: Creaunine clearance derived using Schwartz’ formula for actual BSA

BLAC=1 if race is black; BLAC=0 otherwise

FLAG=! if study 3, 6, 7 or 8; FLAG=0 otherwise

GPID=1 if concomitant treatment with PGP Inducer; GPID=0 otherwise

IV 15 Inter-Individual variabihity

IOV is Inter-occasion variability defined by weeks of treatment (at WEEK=0; WEEK=1; WEEK=2,
WELK -2 WEEK -4 WTEEK >3

Figure 4. Goodness—of—Flts Plots for the Active Moiety Final Model — Full
Dataset, Adolescent Only = =

APPEARS THIS WAY ON ORIGINAL

3

39































N

1. Mean values for the active moiety were s'imilar for adults and children and
adolescents at trough based upon mg/kg.

BASE MODEL - RISPERIDONE

Table 12 Comparative results were:

 Parameter | Firm’s analysis — | FDAanalysis | FDA analysis
' Estimate (Rel SE) | (Rel SE)™ “without study 2
: : (Rel SE) '
Ka 6.03(9.1) 6.03¢9.0)
CL _ ' _
6, 49(12.9) 51(13.4)
0 0.782(11.8) 1 0.782(11.8)
V2/F 6, 323(13.6) 331(14.1)
V3IF 6, 256(21.6) 255(23.3) -
Q/F 85 6.96(16.2) 7.3(17.9)
ALAG1 6, 0.24(0.8) 0.24(0.8)
F1
Population 1: 67 3.5(12.3) 3.6(14.1)
Population 2 A(fixed) 1(fixed).
Proportion : 0.346(24.2) 0.35(20.3)
population 1: p(1)=
1 Bs
Proportion 0.654 0.654
population 2:
1-p(1)
IV on Ka w’ 8.3(22.8) 8.3(22.8)
IIlV on CL w?% 0.332(17.3) 0.38(20.2)
IV on V2 w’ 0.261(22.1) 0.30(24.2)
Residual variability _
Study 1,2,3,4,5,9:6% 0.073(19.1) ~ — |0.073(19.1)
Study:6,7,8:0% 0.828 (11.5) 10.837 (11.5)
COMMENTS

1.There was minimal change in the base model results with study 2 deleted:

2. FDA results for the base

results
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and final models were identical to the firm’s

b(4)
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DISCUSSION

The results from this analysis indicates that based upon the model developed to
describe risperidone and the active moiety that there are differences in
clearance between adolescents, children, and.adults.

Values for the standard errors indicated that the parameters were estimated with
precisions usually less than 25%. The residual variability remained high
suggesting that assumptions about dosing history may be incorrect or sampling
date/t;me may not be accurate for some subjects at steady sfate. ‘

The analysis of the raw trough data based upon time after dosmg supports the
model results indicating that weight normalized doses are comparable in
children, adolescents and adults in the dose range 2,34,5 and 6 mg/kg.

However based upon the lack of a clear dose response relationship for both
indications dosing based upon body weight is not recommended. Recommended
doses for schizophrenia is 3 mg QD while that for bipolar should be initiated at
0.5 mg QD with adjustment of 0.5-1 mg/day as tolerated.

-
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> New Label Entry 2
DOSAGE AND _ADMINISTRATIO—N

Schizophrenia

' Adolescents

The dosage of RISPERDAL® should be initiated at 0.5 '_mg once daily, administered as a
“single-daily dose in either the morning or evening. Dosage adjustments, if indicated,
| should occur at intervals not less than 24 hours, in increments of 0.5 or 1 mg/day, as
tolerated, to a recommended dose of 3 mg/day. Although efficacy has been demonstrated
in studies of adolescent patients with schizophrenia at doses between 1 and 6 mg/day, no
additional benefit was seen above 3 mg/day, and higher doses were associated with more

adverse events. Doses higher than 6 mg/day have not been studied.

Patients experiencing persistent somnolence may benefit from administering half the
daily dose twice daily.

There are no controlled data to support the longer term use of RISPERDAL® beyond 8
weeks in adolescents with schizophrenia. The physician who elects to use RISPERDAL®
for extended periods in adolescents with schizophrenia should periodically re-evaluate
the long-term usefulness of the drug for the individual patient.

FDA Comment:

- The entry is aobeptable and is supported by information either in the current label under
Dosage and Administration or in the NDA 20272. '

» New Label Enfry 3

Bipolar Mania

Pediatrics -

The dosage of RISPERDAL® should be initiated at 0.5mg once daily, administered as a
single-daily dose in either the moming or evening. Dosage adjustments, if indicated,
should occur at intervals not less than 24 hours, in increments of 0.5 or 1 mg/day, as
tolerated, to a recommended dose of 2.5 mg/day. Although efficacy has been
' demonstrated in studies of pediatric patients with bipolar mania at doses between 0.5 and




' 6 mg/day, no additional benefit was seen above 2.5 mg/day, and higher doses were
associated with more adverse events. Doses higher than 6 mg/day have not been studied. -

';Patients experiencing persistent somnolence may benefit from administering half the
- daily dose twice daily.

FDA Comment:

The entryis-acceptable and is supported by information either in the current label under
Dosage and Administration or in the NDA 20272.
» New Label Entry 3

Jrritability Associated with Autistic Disorder- Pediatrics
(Children and Adolescents)
The safety and effectiveness of RISPERDAL® in pediatric patients with autistic disorder

less than 5 years of age have not been established.

The dosage of RISPERDAL® should be individualized according to the response and
tolerability of the patient. The total daily dose of RISPERDAL® can be administered once
-daily, or half the total daily dose can be administered twice daily.

Dosing should be initiated at 0.25 mg per day for patients < 20 kg and 0.5 mg per day for
patients 2 20 kg. After a minimum of four days from treatment initiation, the dose may
be increased to the recommended dose of 0.5 mg per day for patients < 20 kg and 1 mg
 per day for patients 2 20 kg. This dose should be maintained for a minimum of 14 days.
In patients not échjeving sufficient clinical response, dose increases may be considered at
> 2-week intervals in increments of 0.25 mg per day for patients < 20 kg or 0.5 mg per
day for patients > 20 kg. Caution should be exercised with dosage for smaller children

‘who weigh less than 15 kg.

FDA Comment:

The entry is acceptable and is identical to that in the approvable letter to the firm dated
6/07.

»  Drug Interactions













Division of Medication Errors and Technical Support

MEMORANDUM Office of Surveillance and Epidemiology '
: HFD-420; White Oak 22, Room 4447

Center for Drug 'Fvaluation and Research

i
To: Thomas Laughren, MD
Director, Division of Psychiatry Products, HFD-130

Through: Nora Roselle, Pharm. D, Team Leader =~~~ .

, Denise Toyer, Pharm. D, Deputy Director ' = |
-~ Carol Holquist, RPh., Director - |

Division of Medication Errors and Technical Support, HFD-420

From: Richard Abate, R.Ph., MS, Safety Evaluator
Division of Medication Errors and Technical Support, HFD-420
CC: Nallaperum Chidambaram, Ph.D.
Chemist, Division of Post-Marketing Evaliration
Date: February 22, 2007
Subject: DMETS Insert Labeling Review
Risperdal (risperidone) tablets,
NDA: 20-272, 20-588, 21444, s b(4)

Sponsor: Janssen

OSE Consult #: 2007-326

This memorandum is in response to a February 7, 2007 request from your Division for review

and comment on the description sections of the Insert labeling for Risperdal Tablets. The

proposed labeling adds the description of “capsule-shaped” emsmmsss» * along with colors b(4)
to the tablets in Section 3 “DOSAGE FORMS AND STRENGTHS” and Section 16 “HOW
SUPPLIED/STORAGE AND HANDLING” whereas the current insert labeling describes

each tablet by color alone. The Chemistry reviewer raised a concern of possible patient

confusion regarding the proposed “capsule-shaped” description of the tablets in the labeling: -
Following DMETS review of the insért labeling, we have the following comments:

L. DMETS believes the description of “capsule-shaped” will not be confusing for
patients. The description, “capsule-shaped,” accurately describes the oblong shape of
the Risperdal tablets. Tablets, described as capsule-shaped, are often referred to as
caplets. The dosage form, caplet, is frequently used for non-prescription drug
products (e.g. Tylenol®, Sudafed®, and Motrin® IB) and is therefore a familiar term for
both healthcare professionals and patients. In addition, the US Pharmacopeia makes
reference to the caplet designation in its definition of a tablet.













SECTION 13: PATENT DECLARATION

The undersigned declares that the following pateats cover formulations, compositions
and/or methods of use listed in accordance with 21 U.S.C. 355 (b) or (c¢) for drug
products containing the same active moiety as the studied drug, RISPERIDONE®
TABLET (ORAL RISPERDAL). These drug products are currently approved under
section 505 of the Federal Food, Drug and Cosmetic Act.

Hal B. Woodrow

for Janssen, L.P. as

Assistant Secretary for General Partner
Janssen Pharmaceutica, Inc.

PATENT NO. TYPE EXPIRATION PATENT OWNER
4-804.663 Compositionof Dec29,2007 Yanssen
Matter : Pharmaceutica NV
5,688,801 Method of Use Nov. 18, 2014 Alkermes, Inc.
5,770,231 Formulation Nov. 19, 2013 Alkermes, Inc.
5,792,477 Formulation May 2, 2017 Alkermes, Inc. &
Janssen
Pharmaceutica
5,916,598 Formulation May 2, 2017 Alkermes, Inc.
5,965,168 Formulation Nov. 19, 2013 Alkermes, Inc.
6,110,503 ‘| Formulation May 2, 2017 Alkermes, Inc.
6,110.921 Method of Use Nov. 19, 2013 Alkermes, Inc.
6,194,006 Formulation Dec. 30, 2018 Alkermes, Inc.
-6,264,987 Formulation May 19, 2020 Alkermes, Inc.
6,368,632 Method of Use Nov. 19, 2013 Alkermes, Inc.
6,379,703 Formulation Dec. 30, 2018 Alkermes, Inc.
6,379,704 Formulation May 19, 2020 Alkermes, Inc.
6,403,114 Formulation May 2, 2017 Alkermes, Inc.
6,534,092 Formulation May 19, 2020 Alkermes, Inc.
6,596,316 Formulation Dec. 30, 2008 Alkermes, Inc.
5,453,425 Formulation Jul. 11, 2014 Janssen
Pharmaceutica N.V.
RE 39181 Formulation Jul. 11, 2014 Janssen _
. | Pharmaceutica N.V.
5,648,093 Formulation Jul. 15,2014 Janssen
Pharmaceutica, Inc.
6.224,905 Formulation Jun 10, 2017 Janssen
Pharmaceutica N.V:
a0 B Wandnse 30 Dpewder 2006
Date:







EXCLUSIVITY SUMMARY

NDA # 20-272 SUPPL # SES/046&047 HFD # 130

20-588 _ SE5/036&037
21-444 SE5/020&021

Trade Name: Risperdal Tablets [20-272]; Risperdal Oral Solution [20-588] ; Risperdal M-Tab
Orally Disintegrting Tablets [21-444]

Generic Name: risperidone
Applicant Name: Johnson & Johnson PR&D
Approval Date, If Known: 8-22-07

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy

supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(1), 505(b)(2) or efficacy supplement?

YES [X NO[ ]
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SE8

SE5 .
c) Didit require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence
data, answer "no."

YES NO[]

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
stmply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

see above
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NDA# 20-272 Risperdal (risperidone) Tablets
NDA# 20-588 Risperdal (risperidone) Oral Solution

NDA# 21-444 Risperdal M-Tab (risperidone) Orally Disintegrating Tablets

2. Combination product.

tf the product contains more than one active moiety{(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.)
: - YBES[] NO [X]
[f"yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA

#(s).
NDA#

NDA#
NDA#

[F THE ANSWER TO QUESTION | OR 2 UNDER PART I IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II-of the summary should
only be answered “NO” for original approvals of new molecular entities.)

[F “YES,” GO TO PART IIIL.

PARTIII  THREE-YEAR EXCLUSIVITY FOR NDAs AND SU}_’PLENIENTS

To qualify for three years of exclusivity, an application or supplement must contain “reports of new

clinical investigations (other than bioavailability studies) essential to the approval of the application

and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical -
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). [f the answer to
3(a) is "yes" for any investigation referred to in another application, do not complete remainder of

summary for that investigation.
' YES X No[]
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not

essential to the approval if 1) no clinical investigation is necessary to support the supplement or

application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would-have-been sufficient to-support approval of
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES X No[]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data would not
independently support approval of the application?

| YEs [1 NolX-

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[ ] No []

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES[] NO[X
If yes, explain:

(©) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical
investigations submitted in the application that are essential to the approval:
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.. PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

NDA# : 20-272 Supplemeant Type (e.g. SES): SES Supplement Number: 046 & 047

20-588 ) SES 036 & 037
21-444 SE5 © 020 & 021
Stamp Date: December 21, 2006 PDUFA Goal Date: _Juné¢ 21, 2007

HFD_130 = Trade and generic names/dosage form: Risperdal (risperidone) Tablets (NDA 20-272) Solution (NDA 20- 588),
Orally Disintegrating Tablets (NDA 21-444) : .

Applicant: _Johnson & Johnson Pharmaceutical R&D, LLC Therapeutic Class: Antigsychotic

Does this application provide for new active lﬂthﬂ_lm@),jemndlcatlon(s),meW-dosage IOFm, new- dosmg regimen, oraew |

route of administration?
X Yes. Please proceed to the next question.
0O No. PREA does not apply. Skip to signature block.

* SES, SE6, and SE7 submissions may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.

Indication(s) previously approved (please complete this section for supplements only): Schizophrenia (short- and long_-tefm
treatment); Bipolar Disorder (monotherapy and concomitant tx with lithium or valproate); Irritability associated with Autistic

Disorder

Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.
. Number of indications for this application(s):_2

Tndication #1:  Schizophrenia — Adolescent

Is this an orphan in.dication?
QO Yes. PREA does not apply. Skip to signature block.
X No. Please proceed to the next question.
[s there a full waiver for this indication (check one)?
(O Yes: Please proceed to Section A. .
X No: Please check all that apply: . Partial Waiver ____ Deferred _ X Completed
NOTE: More thén one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

|

Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children '

Too few children with disease to study

There are safety concerns

Other:

Co00o

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.
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j~ection B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria helow):

Min kg mo. yr: Tanner Stage

Max kg "~ mo._ yr. Tanner Stage
Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population

Disease/condition does not exist in-children

Too few children with disease to study
There are safety concerns

Adult studies ready for approval
Formulation needed

Other:

0000000

If studies are deferred, proceed to Section C. “If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DES.

Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

Min ' kg mo. yr. Tanner Stage

Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns '

Adult studies ready for approval

Formulation needed
Other:

COo0000

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwi:se, this Pediatric Page is complete and should be entered into DFS.

Section D Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

Min kg mo. yr._13- Tanner Stage
Max kg mo. yr._17 Tanner Stage

Comments: Written Request Fulfilled

[f there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered

into DFS.
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. Attac_hment A
(This attachment is to be completed for those applications with multiple indications only.)

quic;tion #2: Bipolar Disorder — Children and Adoles‘cents‘
Is this an orphan indication? | .
O Yes. PREA does not apply. Skip to signature block. o _ :_ ~a
———%—No. Please proceed to the next question. ' !
Is there a full waiver for this indication (check one)?
{ Yes: Please proceed to Section A.
X No: Please check all that apply: _2(_Partial Waiver ___ Deferred ___Completed

NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are sal‘éty concerns

Other: '

Loo0o

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below)::

Min kg mo. yr._ 0 Tanner Stage
Max kg mo. 7 yr.__9 Tanner Stage

- Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

CO00O*x00

If studlies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is



















DEPARTMENT OF HEALTH AND HUMAN SERVICES Pl b e

Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

TO BE COMPLETED BY APPLICANT

Wilh respect to all covered clinlcal studies (or specific clinical studies listed below (if appropriate)) submitled in
support of this application, | cerify to one of the slatements below as appropriate. | uriderstand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical

investigator includes the spouse and each dependent child of the investigator as defined in 21 CER 54.2(d).

l Please mark the applicable cleckbox. j

(1) As the sponsor of the submitted studies, | certify that | have not entered into any financial arrangement
with the listed clinical investigators (enter names of clinical investigators below or attach list of names 1o
this form) whereby the value of compensation to the investigator could be affected by the outcome of the
study as defined in 21 CFR 54.2(a). | also cerlify that each listed clinical investigator required {o disclose
to the sponsor whether the investigator had a proprietary interest in this product or a significant equity in
the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. { further certify that no
listed investigator was the recipient of significant payments of other sorts as defined in 21.CFR 54.2(f).

sec attached list

Clinical [nvestipators

{J (2 As the applicant who is submitling a study or studies sponsored by a firm ar parly other than the
applicant, | certify that based on information obtained from the sponsor or from parlicipating clinical
investigators, the listed clinical investigators (attach list of names fo this form) did not participate in any
financial arrangement with-the sponsor of a covered study whereby the value of compensation fo the
investigator for conducling the study could be affected by the oulcome of the study (as defined in 21
CFR 54.2(a)); had no proprietary interest in this product or significant equity interest in the sponsor of
the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of
other sorts (as defined in 21 CFR 54.2(f)).

[0 (3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, 1 certify that | have acled with due diligence to obtain from the listed clinical investigators
{attach list of names) or from the sponsor the Information required under 54.4 and it was not possible {o
do so. The reason why this information could not be oblalned is attached. =~ __

NAME - TITLE
Harindra R. Abeysinghce, Ph. D. Associate Dircctor, Global Regulatory Affairs
FIRM / ORGANIZATION

Johuson & Johnson Pharmaccutical Rescarclt and Development, LLC

SIGNATURE / : DATE

Fof Ha.f'\:\‘(lq:«, ﬁLe_fg‘.n:LkQ BQC g. &066

Paperwork Reduction Act Statemant

" An agency midy not conduct or sponsor, and a person is not required to respond fo, a collection of
infarmation unlcss it displays a currently valid OMB coatrol number. Public reporting burden for this
collcction of infurmation is estimated to wverage 1 hour per response, including time for tevicwing
instructions, scarching existing data sources, gathering and maintaining the actessary datn, and
campleting and reviewing the collection of inRk ton, Scad ¢ garding this burden
cstimatc or any othicr aspect of this collection of in{form:tion (o the address to the right:

Depantment of Health ind Human Services
Food and Drug Administration

5600 Fishers Lanc, Room 14C-03
Rockville, MD 20857

FORM FDA 3454 (4{06)

£5C Gaphicw: (301] 4100 EF

b(6)







L BACKGROUND

Clinical investigator inspections were requested at four clinical sites that performed studies for
w_hich the sponsor submitted data in NDA 20-272 SE5-046, 047. The clinical investigator
inspection was conducted according to the Compliance Program 7348.811, the Inspection
Program for Clinical Investigators. The mspectlons covered work performed under protocols
RIS- B[M—301 and RIS-SCH-302.

In this supplemental NDA, the sponsor has included results of protocols RIS-BIM-301 and
RIS-SCH-302. The protocol RIS-BIM-301 was a randomized, placebo-controlled, double-blind,

3-arm, multicenter study in children and adolescents with a Diagnostic and Statistical Manual of

Mental Disorders (DSM-IV) diagnosis of Bipolar [ disorder experiencing a manic or mixed
episode. The protocol RIS-SCH-302 was a 6-week, randomized, double-blind, placebo-
controlled, parallel-group, multicenter clinical study conducted at 23 sites in 4 countries.
Subjects were randomly assigned to 1 of 3 treatment groups: oral placebo tablets; oral
risperidone tablets 1 to 3 mg/day (dosage group A); or oral risperidone tablets 4 to 6 mg/day
(dosage group B) .

Basis for Sites Selection: Three clinical sites (Drs. Delbello, Nadukuru, and Gundugurti) were
inspected so far. The results of Dr. Holloway’s site inspection are not available at this time
because the inspection is pending with an anticipated start date of May 25, 2007. These sites
were selected for inspection due to enrollment of large numbers of study subjects and pediatric
exclusivity submission. The goals of inspection included validation of submitted data and
compliance of study activities with FDA regulations. Among the elements reviewed for
compliance were subject record accuracy, informed conseut, protocol inclusion/exclusion
criteria, adherence to protocol, randomization procedures, and documentation of adverse events.

II.  RESULTS (by site):

Clinical Investigator/Site Protocol(s) Inspection EIR Received | Preliminary
. Date Date Classification
Dr. Melissa Delbello RIS-BIM-301 | 4/19-5/2/2007 " Pending NAI
Psychiatric Professional
Services, Inc. '
231 Albert Sabin Way -
| Cincinnati, OH 45267 ] _ _
Dr. Willis Holloway RIS-BIM-301 | 5/25-6/1/2007 Pending . Not known
| Cutting Edge Research until
Group inspection is
3140 W. Britton Road completed
Oklahoma City, OK 73120 :
Dr. Raju Nadukuru Nooka | RIS-SCH-302 | 4/30-5/4/2007 Pending NAI
Government Hospital for '
Mental Care
Visakhapatnam 530 017,
India




Dr. Rao Gundugurti RIS-SCH-302 5/7-11/2007 Pending NAI
Asha Hospital, Road
No. 14, Banjara Hills
Hyderabad 500 034, India

Key to Classifications

NAI = No deviation from regulations. Data acceptable
VAI = Minor deviation(s) from regulations. Data acceptable
OAI = Significant deviations from regulations.  Data unreliable

Note: Observations noted below for this site are based on communications with the EDA field

-

investigator. As [ stated above, the results of Dr. Holloway’s site inspection are not available at
this time because the inspection is pending with an anticipated start date of May 25, 2007.
Inspection summary addendum will be generated if conclusions significantly change upon
receipt and review of the EIR of Dr. Holloway.

1. Dr. Melissa Delbello ‘ 24 subjects
Cincinnati, Ohio

a.

What was inspected?

The FDA investigator reviewed the records for all 24 subjects enrolled in the the
study. The FDA investigator reviewed the source documents, case report forms
(CRFs) and compared with data listing provided by the sponsor as part of the
supplemental NDA submission. The inspection encompassed an audit of all

-subjects’ consent forms.

Limitations of inspection: None.

General observations/commentary:

‘Data in sponsor-provided data listings, including efficacy and safety endpoints,

were supported by data. in source documents and case report forms. Data listings
for Young Mania Rating Scale (YMRS), Brief Psychiatric Rating Scale for
Children (BPRS-C), and Clinical Global Impression (CGI) accompanied the
assignment. The FDA investigator performed a complete source data versus data
listings review of all subjects completing the study and a random review of source
versus CRF information. The FDA investigator noted no deficiencies or
discrepancies in the data. There was adequate documentation in the source
documents to assure all subjects were actually enrolled in the study and treated
throughout the study. All subjects appeared to meet the inclusion-exclusion
criteria before being enrolled into the study.  No underreporting of adverse events .
was noted. - '

Recommendation: Data from this clinical site appear acceptable for use in support of this
supplemental NDA.













4 NDA Regulatory Filing Review
b ) Page 1

NDA REGULATORY FILING REVIEW
(Inclading Memo of Filing Meeting)

NDA # 20-272 Supplement # 046 & 047 . Efficacy Supplement Type SE- SES
20-588 036 & 037 SES-
21-444 020 & 021 SE5

Proprietary Name: Risperdal Tablets, Oral Solution, M-Tab Orally Disintegrating Tablets
Established Name: risperidone
Strengths: Tablets: 0.25,0.5, 1,2,3,4 mg : . R

Oral Solution-tmg/ml in 30ml bottle
M-Tab Orally Disintegrating Tablets: 0.5, 1, 2, 3, 4 mg

Applicant: Johnson & Johnson Pharmaceutical R&D, LLC
Agent for Applicant (if applicable):

Date of Application: December 21, 2006

Date of Receipt: December 21, 2006

Date clock started after UN: December 21, 2006

Date of Filing Meeting: February 6, 2007

Filing Date: February 19, 2007 :

Action Goal Date (optionaf):  June 20, 2007 User Fee Goal Date:  June 21, 2007

| Indication(s) requested: Adolescent Schizophrenia ; Child and Adolescent Bipolar Disease

Type of Original NDA: 505  (by1) X ®x2) [
AND (if applicable)

Type of Supplement: 505 (b1 X o) U

NOTE:

) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see -
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: s [ P X

Resubmission after withdrawal? Il Resubmission after refuse to file? [ ]

Chemical Classification: (1,2,3 etc.)

Other (orphan, OTC, efc.)

Form 3397 (User Fee Cover Sheet) submitted: YES NO (]
User Fee Status: Paid  [X Exempt (orphan, government) [ ]

Waived (e.g., small business, public health) [ ]

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if: (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new

- indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
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NDA Regulatory Filing Review
Page 2

proposed labeling to labeling that has already been approved for the product described in the dpplicatioh.
Highlight the differences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a new indication for a use, please contact the User Fee staff.

° [s there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)
application? - YES [X NO
If yes, explain: Pediatric Exclustvity was gzanted February 28, 2007

No'te: If the drug under review is a 505(b)(2), th.is issue will be addressed in detail in appendix B.
. Does another drug have orphan drug exclusivity for the same indication? - YES [] NO []

. If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]?
: YES [] NO [T

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

) Is the application affected by the Application Integrity Policy (AIP)? YES [ NO [X
If yes, explain: :
. If yes, has OC/DMPQ been notified of the submission? YES [] NO []
° Does the submission contain an accurate comprehensive index? YES X NO (]
If no, explain:
. Was form 356h included with an authorized signature? YES [] NO [
If foreign applicant, both the applicant and the U.S. agent must sign. ,
° Submission complete as required under 21 CFR 314.50? YES [X NO []
If no, explain: '
) -‘Answer 1, 2, or 3 below (do not include electronic content of labeling as an partial electronic
submission).
1. This application is a paper NDA o YES []
2. This applicétioﬁ is an eNDA or combined paper + eNDA YES [
This application is: Al electronic [] Combined paper + eNDA .
This application is in:  NDA format [ ] CTD format [ ]
: Combined NDA and CTD formats [_]
Does the eNDA, follow the guidance? v
(http://www.fda.gov/cder/guidance/2353 fnl.pdf) YES NO [

If an eNDA, all forms and certifications muyst be in paper and require a signature.

If combined paper + eNDA, which parts of the application were submitted in electronic format?

Additional comments:

3. This application is an eCTD NDA. YES []
Version 6/14/2006




NDA Regulatory Filing Review

LN Page 3
If an eCTD NDA, all forms and certifications must either be in paper and signed or be
electronically signed.
Additional comments:
s Patent information submitted on form FDA 3542a? ' YES [X NO D -
° Exclusivity requested? YES, X 6months NO []
NOTE: An applicant can receive exclusivity without requesting it; therefore requestmg exclusivity is
not required.
’/O’JﬂmcctlywordedDebament&ﬁ'tﬁeaﬁoninciude’dwvith’amﬁm signature? YES NO [
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.
NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1 ).i.e., s

“{Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . . .”

® Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pedlatrlc studies) included?
YES [X NO []
° [f the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification requnred under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
B)? YES [X] NO []
° [s this submission a partial or complete response to a pediatric Written Request? YES X wo [

If yes, contact PMHT in the OND-1O

o Financial Disclosure forms included with authorized signature? YES [X NO [}
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)

NOTE: Financial disclosure is required for bioequivalence studies. that are the basis for approval.

) - Field Copy Certification (that it is a true copy of the CMC technical section) YES [ ] = NO []]

] PDUFA and Action Goal dates correct in tracking system? YES X =~ NoO []
[f not, have the document room staff correct them mmmediately. These are the dates EES uses for
calculating inspection dates.

. Drug name and applicanf name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not -

already entered.
° List referenced IND numbers:
. Are the trade, established/proper, and applicant names correct in COMIS? YES [] NO (]

If no, have the Document Room make the corrections.

L End-of-Phase 2 Meeting(s)? Date(s) : NO []
If yes, distribute minutes before ﬁlmg meeting.
Version 6/14/2006
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b, . Page 4

Pre-sNDA Meeting(s)? " Date(s) September 19, 2006 ' NO []
If yes, distribute minutes before filing meeting.

Any SPA agreements? Date(s) NO [X
If yes, distribute letter and/or relevant minutes before ﬁlmg meeting.

Project Management

If Rx, was electronic Content of Labeling submitted in SPL format? _ YES [X] No [
If no, request in 74-day letter. —

If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the PI submitted in PLR format? YES NO []

If no, explain. Was a waiver or deferral requested before the application was received or in the
submission? If before, what is the status of the request:

If Rx, all labeling (PI, PPI, MedGuide, carton and immediate container labels) has been consulted to

DDMAC? YES [] NO [X
° If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES [] NO [X
° If Rx MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?
NA X YES [] NO []
e  Risk Management Plan consulted to OSE/IO? NA K YES [] NO []
® If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling submitted? NA [X YES [] NO []
If Rx-t0-OTC Switch or OTC application: NA .
o Proprietary name, all OTC labeling/packaging, and current appmved PI consulted to
OSE/DMETS? YES [] NO ([]]
e If the application was received by a clinical review division, has YES [] NOo []
DNPCE been notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?
Clinical
@ If a controlled substance, has a consult been sent to the Controlled Substance Staff? NA
YES [ No []
Chemistry
. Did applicant request categorical exclusion for environmental assessment? YES [X] NO []
If no, did applicant submit a complete environmental assessment? YES [ No []
If EA submitted, consulted to EA officer, OPS? YES [] NO []
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NDA Regulatory Filing Review

i ; . Page 6
If no, explain:
CLINICAL i FILE [X REFUSE TOFILE [ ]
e  Clinical site audit(s) needed? n YES X NO []
If no, explain: : : .
e Advisory Committee Meetmg needed? YES, date if known . NO X]

o Ifthe application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance? -

N/A: 1'211 YES D NO- G
CLINICAL MICROBIOLOGY NA X FILE [] "REFUSE TOFILE [ ]
STATISTICS NA [ FILE X REFUSE TOFILE [ ]
BIOPHARMACEUTICS FILE [X REFUSETOFILE [ ]
e Biopharm. study site audits(s) needed? ] NO []
YES
PHARMACOLOGY/TOX NA [ FILE [X REFUSE TOFILE [ ]
e GLP audit needed? YES O NO (X
CHEMISTRY FILE [X REFUSE TO FILE []
e  Establishment(s) ready for inspection? YES L[] NO []
e  Sterile product? YES [] NO [X
If yes, was microbiology consulted for validation of sterilization?
YES [ NO []
ELECTRONIC SUBMISSION:
Any comments: e

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requiremeants.)

] The application is unsuitable for filing. Explain why:
] The application, on its face, appears to be well-organized and indexed. The application

appears to be suitable for filing.

] No filing issues have been identified.
X Filing issues to be communicated by Day 74. List (optional): In letter

ACTION ITEMS:
1.4 Ensure that the review And chemical classification codes, as well as any other pertinent
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—( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
e Food and Drug Administration
Rockville, MD 20857

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

NDA 20-272
Janssen Research Foundation

Attn: Claude McGowan, Ph.D.
Assistant Director, Regulatory Affairs

125 Trenton-Harbourton-Road
Titusville, NJ 08560-0200

Dear Dr. McGowan:

. Please refer to the Written Request, originally issued on November 25, 2002, that you received from the Center for Drug
Evaluation and Research.

BPCA § 18: Minority Children and Pediatric Exclusivity Pfogram

We are amending the “Format of reports to be submitted” section of your Written Request to require submitted reports to
include more specific information on racial and ethnic minorities, in accordance with Section 18, Minority Children and
Pediatric-Exclusivity Program, of the Best Pharmaceuticals for Children Act (BPCA) (Public Law 107-109). All other
terms stated in our original Written Request remain the same.

Format of reports to be submitted:

In addition, the reports are to include information on the representation of pediatric patients of ethnic and racial
minorities. 'All pediatric patients enrolled in the study(s) must be categorized using one of the following
designations for race: American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian or
Other Pacific Islander or White. For ethnicity one of the following designations must be used: Hlspamc/Latmo or

Not Hispanic/Latino.

" BPCA § 9: Public Dissemination of Medical and Clinical Pharmacology Review Summaries for All Fileable Supplements
Submitted in Response to Written Requests

We note that the July 2002 re-issued Written Request notified you that an application submitted in response to a Written
Request would be subject to the disclosure provisions of the BPCA. This letter also reminds you that in accordance with,-
-Section 9 of the BPCA, Dissemination of Pediatric Information, if a pediatric supplement is submitted in response to a
Written Request and filed by FDA, FDA will make public a summary of the medical and clinical pharmacology reviews of
pediatric studies conducted. This disclosure, which will occur within 180 days of supplement submission, will apply to all
supplements submitted in response to a Written Request issued or re-issued under BPCA and filed by FDA, regardless of

the following circumstances:

(1) the type of response to the Written Request (complete or partial);

(2) the status of the supplement (withdrawn after the supplement has been filed or pending);
(3) the action taken (i.e. approval, approvable, not approvable); or '

(4) the exclusivity determination (i.e. granted or denied).

FDA will post the medical and clinical pharmacology review summaries on the FDA website at
[http://www.fda.gov/cder/pediatric/Summaryreview.htm] and publish in the Federal Register a notification of availability.












