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30 and sertindole) and (c) the multiréceptor antagonists (clozapine, olanzapine and
seroquel) (See Gerlach and Peacack, International Clinical Psychopharmacology 10
Suppl 3: 39-48, 1995.; Tamminga and Lahti, International Clinical
Psychopharmacology 11 Suppl 2: 73-76, 1996). These atypical antipsychotics,
however, cause substantial weight gain that is both greater than conventional

35 antipsychotics and of clinically meaningful magnitude. This leads in individual cases
to poor compliance and other adverse health effects. The largest weight gains are
associated with clozapine and olanzapine, and the smallest with quetiapine and
ziprasidone. Risperidone is associated with modest weight changes that are not dose
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to another antipsychotic agent. In this aspect of the invention the patient is not

30 necessarily a patient with overweight. In another aspect, the need to avoid weight
gain due to drug treatment is related to the special risk effect of overweight in that
particular patient, for example due to the presence of other risk factors, for example
for diabetes or cardiovascular disease. Such risk factors may stem from genetic
disposition or behavioural habits, such as smoking. or sudden abstinence from

35 smoking. It is therefore another aspect of the invention to treat a patient for
schizophrenia with asenapine, whereby the patient needs to be protected against
weight increase due to the presence of risk factors for a disease for which overweight
is also a risk factor. Again such a patient in need of avoidance of weight increasing
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30 Higher values are considered overweight. Overweight as risk factor for other health
problems is proportionally operative as such, that is, the higher the overweight, the
higher the chance for emergence of other diseases, such as diabetes and
cardiovascular disease. The World Health Organisation and the NIH have defined
that the term obesity as a physical condition is characterised by a BMI of = 30 kg/m?,

35 Note, for the purpose of clarity of terms that the term overweight includes the term
obese, the latter being a more serious form of overweight. Since the effect of
overweight is relative to the degree of overweight, different cut-off points than the
mentioned 25 kg/m? are used to define unhealthy overweight. One can find in expert
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indication of the daily dose of the treatment. Asenapine can effectively be used in the

30 category of overweight patients in a daily dose range of 0.5 — 50 mg per person,
whereby the exact amount is selected depending on route of administration, desired
intensity of effect, and individual patient needs and tolerance. In particular the body
weight can influence the daily dose, because portions of the drug may be stored in
fat tissue, where it is temporarily not available for the receptors involved in the

35 antischizophrenic effect. The preferred range for daily dose is 5-20 mg. Preferred is
to administer the daily dose with a sublingual or buccal formulation in one or more
dosage units (see WO 9523600) containing an amount of asenapine selected from
the range of from 1- 15 mg, with preference for 5 or 10 mg.
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30
Thus, the invention provides a patient pack for the treatment of a schizophrenia
patient with overweight or at risk for overweight with asenapine. comprising means
for administration of metered dose units in combination with packaging material
suitable for said dose units, which patient pack comprises means to help a patient
35 using the dose units most suitably.
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After a washout period of 3-7 days, subjects in the trial were randomized to the three

30 treatment groups (asenapine, risperidone, placebo). Subjects randomized to the
asenapine group received trial medication according to the following schedule: 1 mg
twice daily on day 1, 2 mg twice daily on day 2, 3 mg twice daily on day 3, 4 mg twice
daily on day 4, and 5 mg twice daily on days 5 through 42. Subjects randomized to
the risperidone group received trial medication according to the following schedule: 1

35 mg twice daily on day 1, 2 mg twice daily on day 2, and 3 mg twice daily on days 3
through 42. Subjects randomized to the placebo group received placebo twice daily
throughout the treatment period. Assessments during the treatment period were
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blind, fixed-dose 6-week trial. The treatnent period
of 42 days consisted of a 21-day inpatient phase and a
21-day outpatient phase. The study was done as a
mul ticenter trial. Patients in the study were
recruited in 27 centers and randomy assigned to one
of the three trial groups. 10 Screening of candi date
subjects for recruitnment into the trial was done
i mediately after the inforned consent was signed.
The investigator or subinvestigator determ ned
whet her the subject nmet the DSM 1V criteria for
schi zophrenia. On day 0, the day before the first
dose of trial nedication was given, the health status
of each 15 subject was re-assessed to ensure
eligibility for random zati on of the subject in the
trial. A total of 182 subjects were included into the
trial, of these 180 received treatnent: 59 asenapi ne,
59 risperidone, 62 placebo.
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Screen or
the subj ects final day of treat ment. Denogr aphi ¢ and

gt syebj ect characteri sati on were performed and
descriptive statistics were obtained for age, weight,
and height by treatnent group and pooled 10 across

t r daskenapite andoispsrideDe 2@0=1bdth 6 BilcaPOY o2 Sffettigbthes placebo in

reducing the symptoms of schizophrenia. Clinically significant weight gain (i.e., an
increase from baseline of =7%) was reported in 4% (N=2) of the asenapine subjects,
17% (N=8) of the risperidone-treated subjects, and 2% (N=1) of the placebo-treated
subjects.

10

Table: Number of subjects with clinically significant change from baseline in body
weight by treatment group (All-Subjects-Treated Group)

Asenapine 5 mg Risperidone 3 mg Placebo

N n % N n % N n | %
Increase of 2 7% 46 2 43 |47 8 170 [54 1 1.9
Decrease of 27% | 46 0 0.0 47 1 2.1 54 4 7.4

15 N is total number of subjects with data and n is number of subjects in category

Of the 147 subjects in the All-Subjects-Treated Group who had weight data recorded
at baseline and at the end of the trial, 11 had a clinically significant increase from
baseline in body weight and 5 had a clinically significant decrease from baseline in
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adnweighs irereading dactorpat i ent wi t h overwei ght wherein t hat
the anti psychotic agent is 5 asenapine. 2. Method for
the treatment with asenapi ne of schizophrenia in a
19at4- dhe methed agearding ip/¢laig Lwhesain thpeverwrightisdelined tedre a BMI of
antd ggychotic agent. 10 3. Method for the treatnent
W t h asenapi ne of schi zophrenia in a patient that
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2$resence of other weight increasing factors. 15 4.

he net hod according to claim1l wherein the overwei ght
i s al@he methotl @actediag B\nyadne of claims 1 — 5 wherein asenapine is

administered to the patient by the sublingual route.

7. Use of an antipsychotic agent in the manufacture of a medicament for the
25 treatment of schizophrenia in a patient with overweight wherein the antipsychotic
agent is asenapine.

8. Use of asenapine in the manufacture of a medicament for the treatment of
schizophrenia administered to a patient wherein the patient was having weight gain
30 due to another antipsychotic agent.

9. Use of asenapine in the manufacture of a medicament for the treatment of
schizophrenia administered to a patient wherein the patient needs to be protected
against weight increase due to the presence of risk factors for a disease for which

35 overweight is also a risk factor or due to the presence of other weight increasing
factors.

10. The use of claim 7 wherein the overweight is defined to be a BMI of = 25.



z 25. 5. The nmethod according to claim4 wherein the
overweight is defined to be a BM of z 27.8 for nen
wanw4z1@373 for wonen. 20 6. The met hod accor dPOYEP2004/051069
any one of claims 1 - 5 wherein asenapine is
adm ni stered to the patient by4the sublingual route.
7. Use of an antipsychotic agent in the nmanufacture of
a medi canent for the 25 treatnent of schizophrenia in
a patient wth overwei ght wherein the antipsychotic
agent is asenapine. 8. Use of asenapine in the
marif 3be usacoisiain Svdwicinine overtveight isdefinaside he atBN\yfof = 27.8 for
schhepaiyy 287 2 iccienitinst ered to a patient wherein the
patient was having weight gain 30 due to another
anti psychotic agent. 9. Use of asenapine in the
san2f dog usecofofairas Tid diwbarsimthe fredichtent is @aienaininistbred to the
scrHa;iQrﬁ %@bﬁﬁdﬂgﬂioﬁfe?r ed to a patient wherein the
pat'i ent heeds to be protected against weight increase
due to the presence of risk factors for a disease for
whi ch 35 overweight is also a risk factor or due to
the presence of other weight increasing factors. 10.
The use of claim7 wherein the overweight is defined
0o be a BM of z 25. WD 2004/ 110437 PCT/ EP2004/ 051069
11 11. The use of claim9 wherein the overweight is
defined to be a BM of z 27.8 for men and 2:27.3 for
wonen. 5 12. The use of clains 7-11 wherein the
medi canent is to be adm nistered to the patient by
t he sublingual route. 14



