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(it .. DEPARTMENT OF HEALTH AND HUMAN SERVICESQ,~~~ SECTION 1.01

Food and Drug Administration
Silver Spring MD 20993

NDA 22-117 NDA APPROVAL

Organon USA Inc.
Attention: Tracie Carey, Pharm.D.
Senior Manager & Liaison, Regulatory Affairs
56 Livingston Ave.
Roseland, NJ 07068

Dear Dr. Carey:

Please refer to your new drug application (NDA) dated February 12,2009, received February 13,
2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Saphris
(asenapine) 5 mg and 10 mg Sublingual Tablets.

We acknowledge receipt of your submissions dated March 12,2009, April 6, 2009, May 19,
2009, July 13,2009, and July 15,2009.

The February 12,2009 submission constituted a complete response to our January 13,2009
action letter.

This new drug application provides for the use of Saphris (asenapine) Sublingual Tablets for the
acute treatment of schizophrenia in adults and the acute treatment of manic or mixed episodes
associated with Bipolar I Disorder in adults.

We have completed our review of this application. It is approved, effective on the date of this
letter, for use as recommended in the enclosed agreed-upon labeling text.

We are waiving the requirements of21 CFR 201.57(d)(8) regarding the length of highlights of
prescribing information. This waiver applies to all future supplements containing revised
labeling unless we notify you otherwise.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, please submit the
content oflabeling (21 CFR 314.50(1)) in structured product labeling (SPL) format as described
at http://ww.fda.gov/Forlndustry/DataStandards/StructuredProductLabeling/ucm155657.htm that is
identical to the enclosed agreed-upon labeling text. Upon receipt, we wil transmit that version
to the National Library of Medicine for public dissemination. For administrative purposes,
please designate this submission, "SPL for approved NDA 22-117."
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CARTON AND IMMEDIATE CONTAINER LABELS

Submit final printed carton and container labels as agreed upon in your communication dated
July 29, 2009 as soon as they are available, but no more than 30 days after they are printed.
Please submit these labels electronically according to the guidance for industr titled Providing
Regulatory Submissions in Electronic Format - Human Pharmaceutical Product Applications
and Related Submissions Using the eCTD Specifcations (October 2005). Alternatively, you may
submit 12 paper copies, with 6 of the copies individually mounted on heavy-weight paper or
similar materiaL. For administrative purposes, designate this submission "Final Printed Carton
and Container Labels for approved NDA 22-117." Approval of this submission by FDA is
not required before the labeling is used.

Marketing the product(s) with FPL that is not identical to the approved labeling text may render
the product misbranded and an unapproved new drug.

PROPRIETARY NAME

The Division of Medication Error Prevention and Analysis (DMEPA) and the Division of
Psychiatry Products do not object to the use of the proprietary name, Saphris, for this product.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.

Weare waiving the pediatric study requirement for ages 0 to 9 years in the treatment of acute
manic or mixed episodes associated with Bipolar I Disorder and 0 to 12 years in the treatment of

schizophrenia because studies are highly impractical due to the low incidence of these disease
states in these age ranges.

We are deferring submission of your pediatric studies for ages 10 to 17 years for treatment of
acute manic or mixed episodes associated with Bipolar I Disorder and 13 to 17 years treatment of

schizophrenia because this product is ready for approval for use in adults and the pediatric studies

have not been completed.

Your deferred pediatric studies required by section 505B(a) of the Federal Food, Drug, and
Cosmetic Act are required postmarketing studies. The status of these postmarketing studies must
be reported annually according to 21 CFR 314.81 and section 505B(a)(3)(B) of the Federal Food,
Drug, and Cosmetic Act. These required studies are listed below.

1496-1 A deferred pediatric study under PREA for the treatment of schizophrenia in
pediatric patients ages 13 to 17 years. A study to obtain pharmacokinetic data and
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provide information pertinent to dosing of asenapine sublingual tablets in the
relevant pediatric population.

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by May 1,2010
by December 1, 2015
by December 1, 2016

A deferred pediatric study under PREA for the treatment of schizophrenia in
pediatric patients ages 13 to 17 years. A study of the effcacy and safety of
asenapine sublingual tablets in the relevant pediatric population.

1496-2

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by May 1,2010
by December 1, 2015
by December 1, 2016

A deferred pediatric study under PREA for the treatment of acute manic or mixed
episodes associated with Bipolar I Disorder ages 10 to 17 years. A study to obtain

pharmacokinetic data and provide information pertinent to dosing of asenapine
sublingual tablets in the relevant pediatric population.

1496-3

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by May 1,2010
by December 1, 2015
by December 1, 2016

A deferred pediatric study under PREA for the treatment of acute manic or mixed
episodes associated with Bipolar I Disorder ages 10 to 17 years. A study of the

efficacy and safety of asenapine sublingual tablets in the relevant pediatric
population.

1496-4

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by September 1, 2010
by December 1, 2015
by December 1,2016

Submit all clinical protocols to your IND for this product. Submit all final reports to your NDA
22-117. Use the following designator to prominently label all submissions and refer to PMC set
number 1496:

Required Pediatric Assessment(s)

POSTMARTING COMMITMENTS SUBJECT TO REPORTING REQUIREMENTS
UNDER SECTION 506B

We remind you of the following postmarketing commitments agreed upon in your
communications dated July 15,2009 and August 12,2009.
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1496-5

1496-6

1496-7

1496-8

To conduct an adequate and well-controlled long-term maintenance study to
evaluate the effcacy and safety of asenapine in the treatment of adults with acute
manic or mixed episodes associated with bipolar I disorder. The maintenance
study should be appropriately designed to assess the effcacy of asenapine in
preventing all types of mood episodes associated with bipolar disorder
(depression, mania, and mixed episodes).

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by February 1,2010
by October 1,2013
by October 1, 2014

It is not apparent from the studies you have conducted in bipolar mania that the
lowest effective dose of asenapine has been identified. We request that you
further characterize the utilization of asenapine in the treatment of adults with
acute manic or mixed episodes associated with bipolar I disorder with a dose
lower than 10 mg twice daily (e.g. 5 mg twice daily) through an adequate and
well controlled triaL.

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by February 1,2010
by October 1,2013
by October 1,2014

It is not apparent from the studies you have conducted in schizophrenia that the
lowest effective dose of asenapine has been identified. We request that you
further characterize the utilization of asenapine in the treatment of adults with
schizophrenia with a dose lower than 5 mg twice daily (e.g. 2.5 mg twice daily)
through an adequate and well controlled triaL.

Final Protocol Submission Date:
Trial Completion Date:
Final Report Submission:

by February 1,2010
by October 1,2013
by October 1, 2014

The Division of Psychiatry Products is evaluating the effects of atypical
antipsychotic drugs on metabolic parameters (e.g., weight, lipids, and glucose).
We request that you conduct and submit analyses of these parameters, using data
from your clinical development program.

See Appendix A for the requested analyses.

Results of the requested analyses may be submitted in stages. Specifically,
information from placebo-controlled trials (all subject groups), comparator-
controlled trials (all subjects groups), and combined controlled and uncontrolled
data (all subjects), may be submitted separately, as they are completed.

Completion date: by March 1,2010
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Under 21 CFR 314.81(b)(2)(vii) and 314.81(b)(2)(viii), you should include a status summary of
each commitment in your annual report to this NDA. The status summary should include
expected summary completion and final report submission dates, any changes in plans since the
last annual report, and, for clinical studies, number of patients entered into each study. All
submissions, including supplements, relating to this postmarketing study commitment should be
prominently labeled "Postmarketing Commitment Protocol," "Postmarketing Commitment
Final Report," or "Postmarketing Commitment Correspondence" and should refer to PMC
set number 1496.
PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and promotional
labeling. To do so, submit, in triplicate, a cover letter requesting advisory comments, the
proposed materials in draft or mock-up form with annotated references, and the package insert
to:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road
Beltsvile, MD 20705-1266

As required under 21 CFR 314.81(b)(3)(i), you must submit final promotional materials, and the
package insert, at the time of initial dissemination or publication, accompanied by a Form FDA
2253. For instruction on completing the Form FDA 2253, see page 2 of the Form. For more
information about submission of promotional materials to the Division of Drug Marketing,
Advertising, and Communications (DDMAC), see www.fda.gov/cder/ddmac.

EXPIRY

A 24 month expiry date is granted based on the available stability data.

LETTERS TO HEALTH CAR PROFESSIONALS

If you issue a letter communicating important safety-related information about this drug product
(i.e., a "Dear Health Care Professional" letter), we request that you submit an electronic copy of
the letter to both this NDA and to the following address:

MedWatch
Food and Drug Administration
Suite 12B-05
5600 Fishers Lane
Rockvile, MD 20857
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REPORTING REQUIREMENTS

We remind you that you must comply with reporting requirements for an approved NDA (21
CFR 314.80 and 314.81).

MEDWATCH- TO-MANUFACTURER PROGRA

The MedWatch-to-Manufacturer Program provides manufacturers with copies of serious adverse
event reports that are received directly by the FDA. New molecular entities and important new
biologics qualify for inclusion for three years after approvaL. Your firm is eligible to receive
copies of reports for this product. To participate in the program, please see the enrollment
instructions and program description details at
http://www.fda.gov/Safety/MedWatch/HowToReport/ucmI66910.htm.

If you have any questions, call Keith Kiedrow, Pharm.D., Senior Regulatory Project Manager, at
(301) 796-1924.

Sincerely yours,

(See appended electronic signature page)

Ells F. Unger, M.D.
Deputy Director
Offce of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure (Appendix A and labeling)
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Appendix A - Requested Analyses under Postmarketing Commitment #7

Subject Groups to Be Evaluated

In Table 1 below, we outline the subject groups for which we request information. For each
analysis discussed subsequently, we request evaluation related to each of the groupings in
Table 1 (9 total), unless otherwise noted.

Table 1. Subject Groups to Be Evaluated

i. All Adult Subjects
1. Adult Subjects in Placebo-Controlled Trials
2. Adult Subjects in Comparator-Controlled Trials §
3. All Adult Asenapine-treated Subject Data, Controlled and Uncontrolled

II. Pediatric and Adolescent Subjects (Age -018 at Time of Enrollment) t
1. Pediatric and Adolescent Subjects in Placebo-Controlled Trials
2. Pediatric and Adolescent Subjects in Comparator-Controlled Trials §
3. All Pediatric and Adolescent Asenapine-treated Subject Data, Controlled and

Uncontrolled

II. Subjects with First Episode Psychosis and Antipsychotic-Naïve Subjects*
1. Subjects with First Episode Psychosis and Antipsychotic-Naïve Subjects in Placebo-

Controlled Trials
2. Subjects with First Episode Psychosis and Antipsychotic-Naïve Subjects in

Comparator-Controlled Trials §
3. All Data for Asenapine-treated Subjects with First Episode Psychosis and

Antipsychotic-Naïve Subjects, Controlled and Uncontrolled
§ For evaluations of comparator-controlled trials, we request separate evaluations for each
comparator with data for more than 50 subjects.

t Include all pediatric and adolescent subjects, including subjects in trials that do not enroll
only pediatric or adolescent subjects.

* This subject group is comprised of two categories of subjects: subjects with first episode
psychosis and antipsychotic-naïve subjects. This group includes subjects from trials with
psychiatric indications only and includes adult and pediatric subjects. Include all subjects
with first episode psychosis and all antipsychotic-naïve subjects, including subjects in trials
that did not enroll these types of subjects exclusively. We define antipsychotic-naïve
subjects as those who have received antipsychotic therapy for four months or less prior to
study enrollment.

Subject Exclusion Criteria

We request the exclusion of subjects from trials that meet the following criteria:
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· Studies without a source drug monotherapy arm

· Studies with duration under 7 days

· Studies with a relapse-prevention study design, in which subjects had source drug
exposure prior to randomization

· Studies evaluating the source drug using routes of drug delivery other than oral drug
delivery (e.g., intramuscular, intravenous)

Tables Summarizing Clinical Trials for Each Subject Group

We request tables with summary information on clinical trials with metabolic data. For
each subject group in Table 1 (9 total) provide a data table with the 18 columns summarized
in Table 2. Each row should contain information on a single clinical triaL.

Table 2. Clinical Trial Information

Column Column Name Description Notes
Number

1 Study Clinical Trial Name

2 Indication Trial Indication

3 Asenapine N Number òf subjects in the clinical
trial who received the source drug

4 Asenapine Range of source drug doses used in
Dose Range the clinical trial

5 Placebo N Number of subjects in the clinical
trial who received placebo. If no
subjects received placebo, leave the
column blank.

6 Comparator Name of the comparator(s) used in
the triaL. Multiple comparators may
be listed.

7 Comparator N Number of subjects in the trial who Comparator Comparator

received the comparator. If there are
N

multiple comparators, list Comp I 43

comparator N adjacent to the Comp2 55
comparator (see example).

8 Total If not measured, leave blank.
Cholesterol Otherwise, enter one of the
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following:

R (random)

NF (non-fasting)

F (fasting)

9 HDL If not measured, leave blank.
Cholesterol Otherwise, enter one of the

following:

R (random)

NF (non-fasting)

F (fasting)

10 LDL If not measured, leave blank.
Cholesterol Otherwise, enter one of the

following:

R (random)

NF (non-fasting)

F (fasting)

11 Triglycerides If not measured, leave blank.
Otherwise, enter one of the
following:

R (random)

NF (non-fasting)

F (fasting)

12 Glucose If not measured, leave blank.
Otherwise, enter one of the
following:

R(random)

NF (non-fasting)

F (fasting)

13 HbA1c Hemoglobin Al c. If not measured,
leave blank. If measured, enter Y
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for yes.

14 UA glucose Urine glucose. If not measured,
leave blank. If measured, enter Y
for yes.

15 Weight If not measured, leave blank. If
measured, enter Y for yes.

16 Duration Enter the duration controlled in
Controlled weeks.

17 Duration Enter the Duration Uncontrolled in
Uncontrolled Weeks

18 Notes Any additional notes about the study
(optional).

Tables Summarizing Subject Demographic Information

We request demographic tables for each of the nine subject groups described in Table 1
with the following information:

. Mean Age

· Gender

· Race

. Treatment Indication

. Mean Modal Dose Received

. Median Time of Exposure to Treatment

· Number of Years Since First Antipsychotic Medication Prescribed (if available)

· Percent Discontinued due to Lack of Effcacy

. Percent Discontinued to Side Effect

· Percent Discontinued Due to Metabolic Side Effect

. Mean Baseline Weight

. Mean Baseline BMI



NDA 22-117
Page II

Tables Summarizing Subject Metabolic Data

Each data table should clearly list:

. The studies from which analyses were derived

· The mean modal dose of treatment received by each subject group

. The median, range, and interquartile range of treatment exposure time for each

subject group

We have the following specific requests regarding the analysis plan for weight, lipids,
and glucose:

1. Weight

1. A. Weight: Mean Change Analyses

· We request analyses of simple mean changes in weight and in body mass index
(BMI) from baseline to last observation carried forward (LOCF) endpoint for all
patients in each subject group; we also request similar mean change analyses of
subgroups divided according to World Health Organization categories of baseline
BMI: Underweight (BMI':18.5), Normal Weight (18.5SBMI':25), Overweight

(25SBMI':30), and Obese (BMI;:30). We request that treatment effect be
assessed based on an analysis of variance (ANOVA) model with terms for
protocol and treatment. It is not necessary to perform this analysis on the
combined controlled and uncontrolled subject groups.

. We request observed case analyses of mean change for the following specified
exposure durations: 2 weeks, 4 weeks, 8 weeks, 12 weeks, 24 weeks, and 48
weeks. For these analyses, mean weight change should be reported for all
patients who completed the study time up to the time point specified for that
analysis. Comparison between treatment groups should be conducted and p-
values reported. We request information on all subject groups in Table i for this
analysis.

1. B. Weight: Categorical Analyses

To assess for weight gain outliers in each subject group, stratifying by treatment exposure
time, we request analyses similar in format to the table below:
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T bl 3 C b. d W . h Da e . om me eigt t ata
6 weeks 6 months 12 months 24 months 36 months

Weight change n % n % n % n % n %
(kg)
Wt change SO 500 10

O,Wt 500 10

changeS 5 

5,Wt 500 10

changeS 10 

10,Wt 500 10

changeS 15 

15,Wt 500 10

changeS20
20,Wt 500 10

changeS25
25,Wt 500 10

changeS 30 

30,Wt 500 10

changeS35
35,Wt 500 10

changeS 40 

Wt change?40 500 10

Total for time 500 100 100 100 10 100
point 0 0

. Using this format, we request analyses for all subject groups in Table 1.

. Since changes in weight are sometimes difficult to interpret in pediatric
populations, we request additional tables displaying change in BMI. The format
is similar to Table 3, except that it substitutes "BMI Change" for "Weight
Change." The BMI change categories should be as follows: BMI change SO,
O,BMI changeS 1, 1,BMI changeS2, 2,BMI changeS3, 3,BMI changeS4,

4,BMI changeS 5, 5,BMI changeS6, 6,BMI changeS9, 9,BMI changeS 12,
l2,BMI changeS 15, and BMI change? 15.

. Please ensure that analyses have not included individual subjects more than once.

II. Lipids

II. A. Lipids: Mean Change Analyses

. Assess simple mean changes in the following lipid parameters: total cholesterol
(combined fasting and non-fasting), fasting triglycerides, non-fasting
triglycerides, HDL cholesterol (combined fasting and non-lasting), and fasting
LDL cholesterol. We request that treatment effect be assessed based on an
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analysis of variance (ANOVA) model with terms for protocol and treatment. It is
not necessary to perform this analysis on the combined controlled and
uncontrolled subject groups. Otherwise, we request analyses for the placebo-
controlled and comparator-controlled subject groups in Table 1.

. We request analyses of all subject groups listed in Table 1. Because exposure
time is essential to interpreting lipid results, we request for each subject group
separate analyses of: 1.) All subjects and 2.) Subjects with at least 12 weeks of
exposure 3.) Subjects with at least 24 weeks of exposure.

. We request that median exposure at time of lipid measurement also be listed with
each table related to lipids. This is in addition to information on clinical trials
included in calculations, drug exposure time, and dose requested earlier in this
document.

. Report the mean baseline lipid value, post-treatment lipid value, and magnitude of
change.

II. B. Lipids: Categorical Analyses

II. B. 1. Lipid Categorical Analyses: Adult Subjects

· We request analyses of all subject groups listed in Table 1. Because exposure
time is essential to interpreting lipid results, we request for each subject group in
Table 1 separate analyses of: 1.) All subjects and 2.) Subjects with at least 12
weeks of exposure 3.) Subjects with at least 24 weeks of exposure.

. We request that median exposure at time of lipid measurement also be listed with
each table related to lipids. This is in addition to information previously
requested on studies included, dose, and treatment exposure time.

· In tables of categorical lipid analyses, report the mean or median baseline, post-
baseline, and change in lipid values for each analysis.

. We request the following analyses of treatment-emergent significant changes in
lipids listed in Tables 4 and 5.

Table 4. Treatment-Emergent Significant Changes in Lipids: Based on NCEP-based
Classifications for Adults*

Baseline Postbaseline
Total Cholesterol (Fasting and Non-Fasting) 

* 

Normal tò High ~200 mg/dL ~240 mg/dL
Borderline to High ~200 and ~240 mg/dL ~240 mg/dL
Normal/Borderline to High ~240 mg/dL ~240 mg/dL
Normal to BorderlinelHigh ~200 mg/dL ~200 mg/dL

LDL Cholesterol (Fasting)
Normal to High ~100 mg/dL ~160 mg/dL
Borderline to High ~ 100 and ~160 mg/dL ~160 mg/dL
Normal/Borderline to High ~160 mg/dL ~160 mg/dL
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Normal to Borderline/High -:100 mg/dL ~100 mg/dL

HDL Cholesterol (Fasting and Non-fasting)*
Normal to Low ~40 mg/dL -:40 mg/dL

Triglvcerides (Fasting)

Normal to High -:1 SO mg/dL ~200 mg/dL
Normal to Very High -:1 SO mg/dL ~SOO mg/dL

Borderline to High ~IS0 and -:200 mg/dL ~200 mg/dL
Borderline to Very High ~IS0 and -:200 mg/dL ~SOO mg/dL

Normal/Borderline to High -:200 mg/dL ~200 mg/dL
Normal/Borderline to Very High -:200 mg/dL ~SOO mg/dL

Normal to Borderline/High/ery High -:1 SO mg/dL ~IS0 mg/dL

* The National Cholesterol Education Program (NCEP) Adult Treatment Program
Classifications of lipids refer to fasting lipid measurements. However, given that total
cholesterol and HDL cholesterol measurements are not significantly changed by fasting
status and that the majority of clinical trial lipid data is non-fasting, we elect to include
fasting and non-fasting values for total cholesterol and HDL cholesterol in combined
analyses.

T bl S T t E t S. ïÏ Ch . L..d Add.f IA ia e rea ment- mergen igm icant am es In Ipi s: IlOna naiyses
Baseline Post-base line

Treatment- emergent very high triglycerides (fasting) Fasting Fasting
triglycerides triglycerides
-:SOO mg/dL ~SOO mg/dL

Treatment-emergent very high triglycerides (non- Non-fasting and Non-fasting
fasting and random) random and random

triglycerides triglycerides
-:SOO mg/dL ~SOO mg/dL

Treatment-emergent triglycerides :; 1 000 mg/dL (All Triglycerides Triglycerides
cases-fasting, non-fasting, and random) -:1000 mg/dL ~1000

mg/dL
Change in fasting or non-fasting total cholesterol ~40 Any value Increased
mg/dL at any time post-baseline! fasting or

non-fasting
total
cholesterol
~40 mg/dL

Change in fasting LDL cholesterol ~ 30 mg/dL at any Any value Increased
time post-baseline2 fasting LDL

cholesterol ~
30 mg/dL
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Change in fasting or non-fasting HDL cholesterol ~20 Any value Decreased
mg/dL at any time post-baseline3 fasting or

non-fasting
HDL
cholesterol
~20 mg/dL

Change in fasting triglycerides ~50 mg/dL at any time Any value Increased
post-baseline 4 fasting

triglycerides
~50 mg/dL

i We also request subgroup analyses based on the following categories ofbaseline fasting
or nonfasting total cholesterol for adults: Normal (~200 mg/dL), Borderline (~200 and
~240 mg/dL), and High (~240 mg/dL). For pediatric subjects use the total cholesterol
categories listed in Table 6.
2 We also request subgroup analyses based on the following categories of baseline fasting
LDL cholesterol for adults: Normal (~100 mg/dL), Borderline (~100 and ~160 mg/dL),
and High (~160 mg/dL). For pediatric subjects use the fasting LDL cholesterol
categories listed in Table 6.
3 We also request subgroup analyses based on the following categories of baseline fasting
or non-fasting HDL cholesterol: Normal (~40 mg/dL) and Low (~40 mg/dL).
4 We also request subgroup analyses based on the following categories of baseline fasting

triglycerides: Normal (~150 mg/dL), Borderline (~150 and ~200 mg/dL), High (~200
and ~500 mg/dL), and Very High (~500 mg/dL).

II. B. 2. Lipid Categorical Analyses: Pediatric Subjects

Because the National Cholesterol Education Program (NCEP) defines borderline and
high cut-off values for LDL cholesterol and total cholesterol differently in pediatric
subjects, we request using these criteria in pediatric subject analyses. The LDL
cholesterol criteria apply to fasting lipid measurements, and the total cholesterol criteria
apply to fasting and non-fasting lipid measurements.

Since NCEP has designated specific pediatric cut-off values for neither HDL cholesterol
nor triglycerides, we request using identical categories for clinically significant changes
in HDL cholesterol and triglycerides in adult and pediatric subjects (see Tables 4 and 5
above).

Regarding the pediatric and adolescent subject groups only, we request the following
categorical lipid analyses (Tables 7) based on the NCEP criteria (Table 6).



NDA 22-117
Page 16

T bl 6 C. . fì Ab 1M bI" VI . P dO . S b.a e riteria or norma eta 0 ic a ues in e iatric u IJects

Criterion Abnormal Value in Pediatric Subjects

Normal Fasting LDL Cholesterol Level -:110 mg/dL
Borderline Fasting LDL Cholesterol Level 110-129 mg/dL
High Fasting LDL Cholesterol Level ;: 130 mg/dL

Normal Total Cholesterol Level -:170 mg/dL
Borderline Total Cholesterol Level 170-199 mg/dL
High Total Cholesterol Level ;:200 mg/dL

Table 7. Pediatric Categorical Analyses: Treatment-Emergent Significant Changes in
L. .dipi s

Baseline Post-baseline
Normal to borderline total cholesterol level (fasting -:170 mg/dL 170-199
and non-fasting values) mg/dL
Normal to high total cholesterol level (fasting and non- -:170 mg/dL ;:200 mg/dL
fasting values)
Borderline to high total cholesterol levels 170-199 mg/dL ;:200 mg/dL
Normal to borderline fasting LDL cholesterol level -:110 mg/dL 110-129

mg/dL
Normal to high fasting LDL cholesterol level -:110 mg/dL ;: 130 mg/dL
Borderline to high fasting LDL cholesterol level 110-129 mg/dL ;: 130 mg/dL

III. Glucose

III. A. Glucose: Mean Change Analyses

III. A. 1. Glucose: Overall Mean Change Analyses

We request analysis of mean and median changes in serum glucose levels from baseline
to endpoint (separate analyses for fasting and non-fasting data). We also request mean
and median changes in serum glucose levels from baseline to highest measurement
(separate analyses for fasting and non-fasting data).

We also request observed case analyses of mean change for the following specified
exposure durations: 2 weeks, 4 weeks, 8 weeks, 12 weeks, 24 weeks, and 48 weeks. For
these analyses, mean change in serum glucose from baseline to highest post-baseline
measurement should be reported for all subjects who completed the study time up to the
time point specified for that analysis. Comparison between treatment groups should be
conducted and p-values reported. We request information on all subject groups in Table 1
for this analysis.

lILA. 2. Glucose: Mean Change Analyses by Baseline Values
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We request that each of the mean change analyses (baseline to endpoint and baseline to
highest measurement for fasting and non-fasting data) described in section II.A.! also be
performed with stratification according to baseline serum glucose measurement for each
of the six categories in Table 8, as follows:

Table 8. Categorization of Serum Glucose Levels (Based on American Diabetes
Association Criteria)

Fasting Serum Glucose
Normal --100 mg/dL
Impaired Fasting Glucose 100-125 mg/dL
Diabetes (High) ~126 mg/dL

Non-fasting Serum Glucose
Normal --140 mg/dL
Borderline 140-199 mg/dL
High ~200 mg/dL

III. B. Glucose: Categorical Analyses

We request analyses of proportions of subjects with treatment-emergent changes of
interest at any time post-baseline as described in Table 9 below. We request that you
compare the proportions of subjects with clinically significant changes using Fisher's
exact test.

T bl 9 S Gl C. . fì cr. 11 S. Ïi t Cha e erum ucose: riteria or imca iY igm ican anges
Baseline Post- Treatment

Fasting Serum Glucose
Normal to High --100 mg/dL ~126 mg/dL
Impaired Fasting Glucose to High 100-125 mg/dL ~126 mg/dL
Normal/Impaired Fasting Glucose to High --126 mg/dL ~126 mg/dL
Change in fasting serum glucose ~ 10 mg/dL at Any value Fasting glucose
any time post-baseline* increased ~ 10

mg/dL

Non-Fasting Serum Glucose
Normal to High --140 mg/dL ~200 mg/dL
Borderline to High 140-199 mg/dL ~200 mg/dL
Normal to Borderline/High --140 mg/dL ~140 mg/dL
Normal/Borderline to High --200 mg/dL ~200 mg/dL
Change in non-fasting serum glucose ~20 mg/dL Any value Non - fasting
at any time post-baseline* glucose

increased ~20
mg/dL
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* For these two analyses, we request additional subgroup analyses divided according to
baseline glucose levels. Please use the categorizations of fasting serum glucose and non-
fasting serum glucose listed in Table 8 to define the subgroups.

In addition to the analyses listed in Table 9, we request similar analyses using the
following additional serum glucose cut-off values:
· For fasting serum glucose, we request analyses of the proportion of subjects with
post-treatment levels of 140 mg/dL, 200 mg/dL, and 300 mg/dL.
. For non-fasting glucose, we request analyses of the proportion of subjects with
post-treatment level of 300 mg/dL.

We request analyses of the proportion of subjects with post-baseline hemoglobin Al c ~
6.1 %, 8%, 10%, and 12% among patients with baseline hemoglobin Al c values below
6.1%.

We also request analyses of the proportion of subjects with treatment-emergent glycosuria
(defined as any glucose in the urine) for each subject database listed in Table 1.
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