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50-week open label study (P05898), most of the serious adverse events were
psychiatric in nature, the most commonly reported being suicidal ideation (8 patients),
aggression, bipolar disorder, and depression (3 patients each); and agitation (2
patients).

The most common adverse events that led to dropout in trial PO6107 were somnolence,
abdominal pain, and nausea. As of the cutoff for the Four-Month Safety Update Report,
adverse events that led to dropout in the open-label study P0O5898 (total N=321) were
mostly psychiatric in nature: aggression and suicidal ideation (3 patients each) and
anxiety, ADHD, bipolar disorder, depression, depressive symptom, irritability, and
suicidal behavior (2 patients each).

Other significant safety findings were:

* hyperglycemia, new onset diabetes mellitus, and metabolic syndrome.

« dyslipidemia (increased cholesterol and triglycerides relative to placebo).
* increased body weight.

* hypersensitivity reactions.

* hyperprolactinemia.

» somnolence.

* extrapyramidal symptoms (akathisia and Parkinsonism).

» oral hypoesthesia.

The most common adverse events felt to be probably drug-related were oral
paresthesia, nausea, fatigue, weight increased, increased appetite, somnolence,
dizziness, and dysgeusia. Only fatigue and dysgeusia are considered possibly dose-
related.

Remarkable laboratory test abnormalities associated with asenapine treatment were an
increased mean change in platelet count and liver enzymes (SGPT, SGOT, and GGT)
and a greater proportion of asenapine- versus placebo-treated patients with decreases
in white blood cell and neutrophil counts and increased SGPT levels.

Vital sign changes associated with asenapine treatment were increased mean changes
in standing diastolic blood pressure (about 2 mmHg) and increased supine pulse (2-4
bpm).

Most of these safety findings are already known to be associated with asenapine
treatment and are labeled. There are no new findings that suggest a hazard which
would preclude approval of this supplement or require a major labeling change.
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Non-psychiatric adverse events that resulted in dropout in more than one patient in
study P05898 were somnolence/sedation/hypersomnia (12 patients) and fatigue (4

patients). Non-psychiatric events that led to discontinuation in only one patient each
were as follows: akathisia, dizziness, dysgeusia, dyskinesia, dystonia, narcolepsy, drug
ineffective, accidental overdose, intentional overdose, glossodynia, weight increased,

back pain, and pregnancy.

Table 7: Adverse Events Leading to Dropout (Trial P06107)

System Organ Class (SOC)/ Placebo 2.5 mg 5.0 mg 10.0 mg
Preferred Term N=101 N=104 N=99 N=99
n (%) n (%) n (%) n (%)

Subjects reporting any adverse event 4 (4.0) 7 (6.7 5(G.D 5 (.1
Psychiatric disorders 4 (4.0) 329 3 (3.0 0 (0.0)
Anxiety 1 (1.0) 2 (1.9) 1 (1.0) 0 (0.0)
Bipolar 1 disorder 2 (2.0 0 (0.0) 0 (0.0) 0 (0.0)
Mania 0 (0.0) 0 (0.0) 2 (2.0) 0 (0.0)
Depressive symptom 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
Insommnia 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0)
Suicidal behaviour 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
Suicidal ideation 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
Nervous system disorders 0 (0.0) 5 (4.8 2 (2.0) 2 (2.0)
Somnolence 0 (0.0) 4 (3.8) 0 (0.0) 1 (1.0)
Akathisia 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
Dizziness 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.0)
Dysgeusia 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.0)
Dystonia 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0)
Oromandibular dystonia 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0)
Paraesthesia 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
Sedation 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0)
Gastrointestinal disorders 0 (0.0) 0 (0.0) 0 (0.0) 3 (3.0)
Nausea 0 (0.0) 0 (0.0) 0 (0.0) 2 (2.0)
Abdomuinal discomfort 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.0)
Abdomuinal pain 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.0)
Infections and infestations 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
Influenza 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)

MedDRA coding version 16.0

Data Source: [16.4]

Every subject 1s counted a single time for each applicable row and column.

Presented in descending frequency based upon the counts for all treatments combined.
This includes treatment and non-treatment emergent adverse events.

Discontinued treatment: Study drug discontinued corresponding to AE eCRF.
All-Patients-as-Treated = All randomized subjects who received at least one dose of trial medication.

7.3.4 Significant Adverse Events

There are several significant adverse effects of asenapine and other atypical
antipsychotics. Observed effects in the placebo-controlled pediatric bipolar trial are

discussed below.

Metabolic Changes
Hyperglycemia and Diabetes Mellitus

Reference ID: 3703398
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Mean changes from baseline to endpoint in fasting glucose levels in trial P06107 were
higher in the asenapine groups:

Placebo
Asenapine 2.5mg
Asenapine 5mg
Asenapine 10mg

-2.2 mg/dl (N=56)

+1.4 mg/dl (N=51)
-0.5 mg/dl (N=57)
+0.3 mg/dl (N=52)

The proportions of patients who had a fasting glucose level 2126 mg/d| at any point
during trial PO6107 were low across treatment groups:

Placebo
Asenapine 2.5mg
Asenapine 5mg
Asenapine 10mg

0% (0/59)
0% (0/52)
2% (1/60)
0% (053)

No patient in any treatment group had an HbA1c level 27.0% at any time point.

The fraction of patients with significant shifts from baseline in fasting glucose at any
time during treatment are displayed in the following table. A greater proportion of
patients in each asenapine group had a shift in fasting glucose from the normal range to
borderline high compared to placebo.

Table 8. Proportion of Patients with Shifts in Fasting Glucose
(Trial PO6107

Shift Placebo 2.5mg 5mg 10mg
Normal to Low 0% 0% 0% 0%

(>45 & <100) to <45 mg/dl (0/56) (0/51) (0/57) (0/52)
Normal to Borderline High 4% 6% 5% 8%

(>45 & <100) to (2100 & <126 mg/dl) (2/56) (3/51) (3/57) (4/52)
Normal to High 0% 0% 2% 0%

(>45 & <100) to 2126 mg/dl) (0/56) (0/51) (1/57) (0/52)

Adverse events in the hyperglycemia/new onset diabetes mellitus broad SMQ category
were reported in a higher proportion of asenapine patients compared to placebo:

Placebo
Asenapine 2.5mg
Asenapine 5mg

Asenapine 10mg 9% (9/99)

3% (3/101)
14% (15/104)
13% (13/99)

New onset metabolic syndrome (MBS) criteria were met by 0% (0/101) of placebo
patients and 4% (4/104), 5% (5/99), and 2% (2/99) of patients in the asenapine 2.5mg,
5mg, and 10mg groups, respectively. Criteria defined by the International Diabetes
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Federation require obesity (waist circumference 290" percentile for children <16 years
old or, for those 16 years and older, 294cm or 284cm for European males and females,
respectively), =22 specific lab abnormalities, and/or abnormal blood pressure
measurements at the same visit.

Patients with uncontrolled or unstable diabetes or a clinically significant abnormal blood
glucose level were excluded from trial P06107.

Dyslipidemia

Mean changes from baseline to endpoint in lipid parameters in trial PO6107 are
displayed in the table below. Asenapine patients at all doses tended to have increases
in serum lipid levels compared to placebo patients.

Table 9: Mean Change from Baseline to Endpoint in Lipid Measures (mg/dl)
(Trial P06107)
Placebo 2.5mg 5mg 10mg

N A N A N A N A
Cholesterol 81 -3.6 89 +3.0 89 +6.2 86 +8.8
HDL 81 +0.2 88 +1.0 89 +1.7 86 +2.1
LDL 81 -3.5 89 -0.3 88 +1.5 85 +5.6
Fasting 57 -6.6 50 +8.7 57 +13.4 52 +14.7

Triglycerides

The fraction of patients with significant shifts from baseline in lipid measurements during
treatment are displayed in the following table. A small number of asenapine patients
had shifts in fasting triglycerides from the normal range to high values compared to no
placebo patients.

Table 10: Proportion of Patients with Significant Shifts in Lipid Parameters
(Trial P06107)

Placebo 2.5mg 5mg 10mg

Tot. Cholesterol Normal to High 1% 1% 1% 0%
(<170 to 2200 mg/dI) (1/81) (1/89) (1/89) (0/86)
HDL Normal to Low 4% 3% 2% 6%
(=40 to <40 mg/dl) (3/81) (3/88) (2/89) (5/86)

LDL Normal to High 3% 5% 2% 5%
(<130 to 2130 mg/dl) (2/81) (4/89) (2/88) (4/85)
Fasting TGs Normal to High 0% 4% 4% 2%
(<150 to 2200 mg/dl) (0/57) (2/50) (2/57) (1/52)

The proportion of patients with outlying values for cholesterol and triglyceride levels at
any time during study drug treatment are shown in the table below. A much larger
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Table 23: Percentage of Patients With Vital Sign Measurements That Met PDLC
During Treatment (Trial P06107)

Placebo 2.5mg 5.0 mg 10.0 mg
N=101 N=104 N=00 N=00

Parameter PDLC n (%) n (%) n (%) n (%)

Supine SBP (mmHg) Number of Subjects 29 29 29 96
Upper limit 4 (40 7 (7.1) 3 G0 4 (42)
Lower limit 5 (5.1) 2 (20) 1 (1.0) 3 31

Standing SBP (mmHg) Number of Subjects 100 100 o8 08
Upper limit 6 (6.0) 6 (6.0) 4 41 4 41
Lower limit 7 (7.0) 3 (3.0 331 2 20)

Supine DBP (mmHg) Number of Subjects 90 99 99 926
Upper limit 11 (1.1 10 (10.1) 10 (10.1) 10 (10.4)
Lower limit 6 (6.1) 12 (12.1) 2 20) 10 (10.4)

Standing DBP (mmHg)  Number of Subjects 100 100 08 o8
Upper limit 13 (13.0) 16 (16.0) 16 (16.3) 18 (18.4)
Lower limit 11 (11.0) 7 (7.0) T (11 3 30

Supine pulse (bpm) Number of Subjects 99 99 90 96
Upper limit 0 (0.0) 0 (0.0 0 (0.0) 1 (1.0)
Lower limit 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0

Standing pulse (bpm) Number of Subjects 100 100 o8 98
Upper limit 1 (1.0) 1 (10) 6 (6.1) 4 @1
Lower limit 1 (10) 1 (1.0) 1 (10) 0 (0.0)

PDLC = Predefined Limit of Change.

SBP = Systolic Blood Pressure; DBP = Diastolic Blood Pressure.

Number of subjects with baseline and post-baseline value of the parameter during the treatment phase.

n = number of subjects meeting the PDLC of the parameter during the treatment phase.

All-Patients-as-Treated = All randonuzed subjects who received at least one dose of trial medication.

Data Source: [16.4]

Differences between asenapine and placebo were noted for the following measures:

* low supine DBP (2.5mg and 10mg).
« high standing DBP (all asenapine dose groups).
* high standing pulse (5mg and 10mg).

These data exhibit considerable variability across dose groups and among related
variables. The larger proportions of asenapine patients with high standing diastolic
blood pressure compared to placebo is consistent with the higher mean changes in this
variable noted above. Nonetheless, these differences in the proportions meeting PDLC
criteria from placebo were not statistically significant (alpha=0.10).

Orthostatic hypotension was defined as >20 mmHg drop in systolic blood pressure or
>10 mmHg drop in diastolic blood pressure (with a change in position from supine to
standing) at any visit. The percentages of patients who met this criterion in trial P06107
are presented below (denominators represent only those patients with both supine and
standing measurements taken in the order supine to standing with <3 minutes between
positions):
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Table 24: Changes From Baseline To Endpoint in ECG Parameters (continued)

Placebo 25mg 5.0 mg 10.0 mg
N=101 N=104 N=00 N=00
Parameter n Mean (SD) Media | n Mean (SD) Media | n Mean (SD) Media | n Mean (SD) Media
n n n n
QTc Baseline 76 4019 (17.6) 400.5 82 3080 (178 4010 84 4037 (207 4025 76  398.1 (202) 3085
Fridericia
{msec)
Endpoint | 76 4008 (16.0) 403.0 | 82 3986 (173) 39900 | 84 4018 (194) 4030 | 76 3970 (197) 3985
Change 76 -1.1 (15.2) -0.5 82 0.7 (15.2) -1.0 84 -19 (149 -2.0 76 -11 (174) -1.0

SD = Standard Deviation: Bpm = beats per minute; QT = Time from beginning of the QRS complex to the end of the T-wave:
QTc = QT interval corrected for heart rate; QTc Fridericia = QTc calculated using the Fridericia formula; QTc Bazett = QTc calculated using the Bazett formula.
Change = Change from Baseline to Endpoint.
For each ECG test. only subjects with baseline and at least one value during treatment phase are included.
All-Patients-as-Treated = All randomized subjects who received at least one dose of trial medication.

Data Source: [16.4]

Reference ID: 3703398
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The criteria for PDLC for ECG measures in trial P0O6107 are provided in the table below.

Table 25: Pre-Defined Limits of Change for ECG Parameters

Parameter Clinically important at any time”
Value Change
Heart rate (bpm) =120 bpm =15 bpm increase from Baseline
<50 bpm =15 bpm decrease from Baseline
RR interval (msec) =1200 msec =400 msec increase from baseline
<500 msec = 400 msec decrease from baseline
=>1200 msec No requirement
<500 msec No requirement
PR interval (msec) =200 msec > 30 msec increase from Baseline
QRS complex (msec) =120 msec = 20 msec increase from Baseline
QT interval (msec) No requirement No requirement
QTc Bazett® (msec) =450 msec No requirement
> 480 msec No requirement
=500 msec No requirement
No requirement =30 msec increase from Baseline
No requirement >60 msec increase from Baseline
QTc Fridericia® (msec) =450 msec No requirement
=480 msec No requirement
> 500 msec No requirement
No requirement = 30 msec increase from Baseline
No requirement = 60 msec increase from Baseline

== bpm = beats per minute; QT = Time from the beginning of the QRS complex to the end of the T wave; QTc = QT interval
corrected for heart rate; RR = RR interval

°% % Clinically important at any time: if Value and Change in the same row both hold.
PP QTc=QT/(RR)"? for Bazett’s correction
@ ¢ QTe=QT/(RR)"? for Fridericia’s correction where RR = 60/HR.

The proportion of patients who met any of these criteria during treatment in trial P06107
are shown in the following table. The only remarkable finding from these data are
increased proportions of asenapine patients, compared to placebo, with a change in
QTcB =30msec. However, the decreasing frequency of this finding with increasing dose
(inverse dose-response), which was also observed for the proportions of patients with a
change in QTcF 230msec, casts doubt on whether this is attributable to asenapine
exposure.

No patient in any treatment group had a QTcB or QTcF value of 500 msec or greater.
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Table 26: Proportion of Patients With PDLC Changes in ECG Parameters
(Trial P06107)

Placebo 25mg 5.0mg 10.0 mg
N=101 N=104 N=99 N=09
Parameter PDLC n (%) n (%) n (%) n (%)
Heart rate (bpm) Number of Subjects 76 82 84 76
Upper limit 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Lower limit 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RR interval (msec) Number of Subjects 76 82 34 76
Upper limit 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Lower limit 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RR interval (msec) Number of Subjects 83 90 20 86
Value <500 msec 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Value >1200 msec 2 249 0 (0.0) 1 (1.1) 3 33
PR interval (msec) Number of Subjects 76 82 34 76
Upper limit 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
QRS complex (msec) Number of Subjects 76 82 84 76
Upper limit 0 (0.0) 2 24 0 (0.0) 0 (0.0)
QTc Bazett (msec) Number of Subjects 83 90 90 86
Value =450 msec 4 (48 3 (33) 8 (8.9 4 47
Value =480 msec 0 (0.0) 1 (1.1 0 (0.0) 0 (0.0)
Value >=500 msec 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
QTc Bazett (msec) Number of Subjects 76 82 84 76
Increase =30 msec 3 (39 10 (12.2) 5 (6.0) 4 (53)
Increase =60 msec 0 (0.0) 1 (1.2) 0 (0.0) 1 (1.3)
QTc Fridericia (msec) Number of Subjects 83 90 90 86
Value =450 msec 0 (0.0) 1 (11 v . 0 (0.0)
Value =480 msec 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Value ==500 msec 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
QTc Fridericia (msec) Number of Subjects 76 82 84 76
Increase >=30 msec 1 (13) 3 37 0 (0.0) I (13)
Increase ==60 msec 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0)
PDLC = Predefined Limit of Change.
Bpm = beats per minute; QT = Time from beginning of the QRS complex to the end of the T-wave;
QTc = QT interval corrected for heart rate; QTc Fridericia = QTc calculated using the Fridericia formula;
QTc Bazett = QTc calculated using the Bazett formula.
Increase = Increase from Baseline.
For the PDLCs using parameter value for RR interval. QTc Bazett, and QTc Fridericia. number of subjects with
post-baseline value of the parameter during the treatment phase. For all other PDLCs, number of subjects with
baseline and post-baseline value of the parameter during the treatment phase.
n = number of subjects meeting the PDLC of the parameter during the treatment phase.
All-Patients-as-Treated = All randomized subjects who received at least one dose of trial medication.
Data Source: [16.4]

There were no dropouts in trial P06107 because of an adverse event related to an ECG
abnormality.

There were 2 events within the torsades de pointe/QT prolongation broad SMQ in this
trial. Both were reports of syncope and are discussed under section 7.4.3 above.
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7.5 Other Safety Explorations

7.5.1 Dose Dependency for Adverse Events

Among the common and probably drug-related adverse reactions in trial P06107
(somnolence, fatigue, dizziness, oral paresthesia, nausea, weight increased, increased
appetite, and dysgeusia), only fatigue and dysgeusia showed some evidence of being
dose-related:

2.5mg Smg 10mg
Fatigue 4% 8% 14%
Dysgeusia 4% 5% 9%

7.5.3 Drug-Demographic Interactions

The sponsor conducted analyses of the effect of gender and race for treatment-
emergent adverse events, by MedDRA preferred terms, in trial P06107 that were
reported by at least 5% of asenapine-treated patients in a demographic/dose subgroup
and at a rate at least twice the corresponding placebo rate. Statistical testing of the
odds ratios using the Breslow-Day test was conducted using a nominal alpha level of
0.10.

Significant differences with respect to gender were observed for sedation in the 2.5mg
and 5mg groups. Significant differences by racial subgroup were seen for increased
appetite in the 2.5mg and 5mg groups and for oral paresthesia in the 10mg group.
These findings are summarized in the following table.

For sedation in the 10mg group versus placebo, the odds ratios for the gender
subgroups followed the pattern for the lower groups (i.e., much larger OR in females)
and approached the nominal significance level (p= 0.119). But for all three dose
groups, the asenapine rates were comparable for females and males, the significant
differences being explained by a large difference in the placebo rate (much larger in
males). The reason for placebo-treated males to report sedation much more commonly
than females is not known.

The differences regarding increased appetite by racial subgroups cannot be so
consistently explained. For example, in the Black subgroup, the odds ratio in the 2.5mg
group is 1.8 but in the 5mg group, it is 0.4 (more common in placebo) and in the 10mg
group, itis 1.8 again. Likewise, the odds ratios in the White subgroup are much higher
in the two lower dose groups than in the high dose group. Such inconsistencies across
dose groups are difficult to explain and suggest that this may be a spurious finding.
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Similarly, inconsistent odds ratios across the three dose groups for oral paresthesia,
particularly within the Black and Others subgroups, make it hard to draw a firm
conclusion regarding an effect of race on the incidence of this adverse event.

Table 27: Treatment-Emergent Adverse Event Incidence (%)
By Demographic Subgroups (Trial P06107)
Sedation Subgroup Placebo 2.5mg Odds Ratio | p-Value
Female 2% 17% 13.0 0.051
Male 11% 14% 1.3
Sedation Subgroup Placebo 5mg Odds Ratio | p-Value
Female 2% 21% 16.9 0.044
Male 11% 16% 1.7
Increased Subgroup Placebo 2.5mg Odds Ratio | p-Value
Appetite White 0% 9% 15.0 0.089
Black 9% 14% 1.8
Others 0% 0% N/A
Increased Subgroup Placebo 5mg Odds Ratio | p-Value
Appetite White 0% 12% 19.6 0.008
Black 9% 4% 0.4
Others 0% 0% N/A
Oral Paresthesia Subgroup Placebo 10mg Odds Ratio | p-Value
White 0% 11% 17.6 0.006
Black 4% 0% 0.3
Others 10% 57% 12.0

7.6 Additional Safety Evaluations

7.6.2 Human Reproduction and Preghancy Data

There was one pregnancy in trial P06107. A 16 year old female (#100488) in the
asenapine 10mg group had a positive serum pregnancy test on Day 21 of the trial
(screening and baseline pregnancy tests were negative). This patient had a
miscarriage during the safety follow-up period (Day 42).

Two pregnancies occurred during the 50-week open-label extension trial (P05898) as of
October 31, 2014:

» a 15 year old female (#100484) taking asenapine 10mg BID had positive urine and
serum pregnancy tests on Day 29 of the study. The outcome of the pregnancy is
unknown.

59
Reference ID: 3703398



Clinical Review
Greg Dubitsky, M.D.
NDA 22-117 S-019
Saphris (asenapine)

* a 17 year old female (#100803) had a positive serum pregnancy test on Day 30 of the
study. The patient stopped the study drug (asenapine 10mg BID). The pregnancy was
terminated about 2 weeks later.

No other new data on the reproductive effects of asenapine are presented in this
supplement.

7.6.3 Pediatrics and Assessment of Effects on Growth

Age- and sex-adjusted growth percentile rankings were determined for patients in trial
P06107. At baseline, mean percentiles indicated that the patient sample was of roughly
average height (mean percentiles 46-53%). Changes from baseline to endpoint in
height percentile ranking among all treatment groups were small (<1%) and asenapine
patients tended to fall slightly behind the placebo group:

Placebo +0.53% (N=89)
Asenapine 2.5mg +0.03% (N=92)
Asenapine 5mg -0.08% (N=90)
Asenapine 10mg  -0.33% (N=87)

In terms of z-score changes from baseline to endpoint for height, there was not much
difference among the groups:

Placebo +0.02 SD (N=89)
Asenapine 2.5mg -0.00 SD (N=92)
Asenapine 5mg -0.01 SD (N=90)
Asenapine 10mg -0.01 SD (N=87)

In the 50-week, open-label bipolar disorder study P05898 (as of the interim safety cutoff
date July 12, 2013), the changes from the baseline for this study in percentile rankings
and z-scores for height (based on all patients treated with placebo in the preceding
short-term trial) were +0.27% (N=65) and -0.00 SD (N=65).

To evaluate the potential effects of asenapine on sexual maturation, Tanner staging in
patients of both sexes was performed. Tanner staging consisted of breast staging for
females, genital growth staging for males, and pubic hair staging for females and males.
Shifts from baseline to endpoint in Tanner stage are displayed for females and males in
the following two tables.

Among females, there were relatively small numbers of asenapine-treated patients who
experienced a negative change in Tanner stage across all dose groups compared to no
placebo patients with a negative change. On the other hand, a number of asenapine
patients had an increase of at least one stage, comparable to or greater than the
number of such placebo patients.
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