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the invention further |ncludes a pharmaceutica
formul ati on, as herein before described, in

conbi nation wth packaging materi al suitable for said
treatment. In such a patient 25 pack the intended use
of the fornulation for the treatnment according to the "
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cactedstics by treatnent rou : a e wei ht and hei ght

Asenapine 5 ny (N=59) Risperidone 3 m4 (N=5
3 (N=62 62 Total (N=180) 180 Age(years)kTﬁi%g%W%mGg

Medi an 39 41 4t5 41 Maximum 70 61 68 70
5

It is an aspect of the invention ta provide for the use of asenapine in a method for the
manufacture of a medicine, which medicine comprises asenapine and is made to be
stitable for the treatment of a patient with overweight, or a patient that was hai/ing '
weight gain effect due to another antipsychotic agent or a:-patient that needs to be
protected against weight increase due to the presence of risk'factcr's for a disease for
which overweight is also a risk factor or due to the presence of other weight
increasing factors. :
In another aspect, the invention provides for a pharmaceutical formulation comprising
asenapine suitable for the treatment of a-patient with overweight, ar a patient that
was having weight gain effect due to another antipsychotic agent or a patient that
needs to be protected against Weight increase due to he presence of risk factors for
a disease for which overweight is also a risk factor or due fo the presence of other
weight increasing factors.
Pharmaceutical formulations are commoniy prescribed to the patlent in “patient
packs” containing a number dosing units or other means for administration of
metered dose units for use during a distinct treatment period in a single package,
usually a blister pack. Patient packs have an advantage over traditional prescriptions,
- where a pharmacist divides a patieﬁt’s supply of a pharmaceutical from:a bulk
supply, in that it can be provided that the patient has access to a package insert
‘containéd in the patient pack. The inclusion of a package insert has been shown to
improve patient compliance with the physician’s instructions. Thus the invention
further-includes a pharmaceutical formulation, as herein before described, in
combination with packaging material suitable for said freatment. in such a patient
pack the intended use of the formulation for the treatment according to the invention
" can be inferred by instructions, facilities, provisions, adaptations and/or other means
‘o help using the formulation most suitably for the treatment.’Such .me'asqres make a
patient pack specifically rsuitable,for,arid adapted for use for treatment according fo

the present invention.

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 o help a patient
using the dose units most suitably.



Mnimum 21 22 22 21 Weight (kg) N 57 58 58 173
Medi an 8440 82.25 84.15 83.60 Maxi num 155.0 161.9

woO 202Q16%3161. 9 M ni mum PCT/EP2004/051069
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Example

Assessment of the efficacy and safefy of asenapine (5 mg twice a day} in subjects

With acute exacerbation of their schizophrenic illness, compared to risperidone (3mg

twice daily and placeba in a randomized double blind, fixed-dose 6—week trial. The
treatment period of 42 days consisied of a 21 -day inpatient phase ¢ and a21-day
outpatient phase. . ;

The study was done as a multicenter trial. Patients in the study. were rec:{u:ted in 27

centers and randomly assigned to one of the three irial groups.

Screening of candidate subjects for recruitment into the trial was done immediately
after the informed consent was signed. The investigator or subinvestigator
determined whether the subject met the DSM-V criteria for schizophrenia. On day 0,
the day before the first dose of trial medication was given, the health status of each
subject was re-assessed fo ensure eligibility for randomization 0_1_‘ the subject in the:
trial. A total of 182 subjects were included inta the trial, of these 180 received

treatment: 59 asenapine, 59 risperidone, 62 placsbo. . -

To be considered for inclusion in the frial, male or non-pregnant female subjects of

18 years of age or older and experiencing an acute exacerhation of their .- '
schizophrenic iliness diagnosed according to DSM IV criteria with ‘schizophrenia of
the paranoid type [295.30], disorganised type [295. 10], catatonic type [295.20], or
undifferentiated type [295.90] were selected: Subjects were to have a PANSS score

 of at least 60 at baseline.
25 . '

Asenapine and placebo were prepared as indistinguishable sublingﬁa{ tablets
according to WO8523600, example 1,/with adapt'ation of the amount of asenapine in
order o dbtain proper amounis into the dosage units. :

After a washout period of 3-7 days, subjects in the trial were random:zed to the three
treatment groups (asenapine, risperidone, placebo). Subjects randomized to the
asenapine group received trial medication according to the following schedule: 1mg
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 & mg twice daily on days 5 through 42. Subjects randomized fo
the risperidone group recelved trial medication according to the foflowing schedule: 1
mg twice daily on day 1, 2 mg twice daily on day. 2,and 3 mg ﬁwice 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

L



58.6 57.2 54.9 54.9 Height (cm N 57 57 59 173
Medi an 173 170 173 172 Maxi num 188 193 189 193
wo 20¥iAlgim 152 150 PCT/EPZ004/051069

conducted weekly, except for vital sign assessments during the inpatient phase
which were conducted daily.

 Among other tests the efficacy on disease sympioms is evaluated with the positive
5 _and negative syndrome scale {(PANSS). Body weight was measured at screening
and on day 42, or the subjects final day of treatment. '

Demographic and other subject characterisation were per,fo_ni}ed and descriptive
statistics were obtained for age, weight, and height by treatment group and pooled
10 across treatment groups ' :



150 150 BM * 28.20 28.46 28.12 28. 26 * BM was
calculated with the nedi an val ues of weight and
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~weight by treatment group (All-Subjects-Treated Group)

significantly nore effective than placebo in reducing
the synptons of schizophreniia. Cinically significant
wei ght gain (i.e., an incregse from baseline of .7%
was reported in 4% (N=2) of the asenapi ne subjects,
10 17% (N=8) of the risperidone-treated subjects, and
2% (N=1) of the placebo-treated subjects. Table:

DI crRfaciiili@otBiradhBntGhdupl £, Wigight, @nd héigent change

(AN Subj Sot 5. Tr cal AXPPEPDES TS LRISBITG™S 1PReRper | e
3 ng Plag¢ebo Nn p@mNagPo N n° % B ner(dlx59) af(Me62 -~ | (N=180)
{ Agefvears) |N_ 59 59 162 180
Median {39 - a1 1415 41
Maximum |70 61 68 70
Minimum {21 - 22 22 121
Weight (kg) | N 57 |58 58 173
Median | 84.40 82.25 | 8415 183.60
Maximum | 185.0 161.9 150.0 161.9
| Minimum_ | 58.6 |57.2 1549|549
Height (cm) | N 57 57 59 173
Median | 173 | 170 173 172
Maximmum | 188 193 188 193
Minimum | 152 150 1 150 150
BMI* ' 28.20 28.46 28.12 28.26

* BMI was calculated with the median values of weight and height.
Resulis

Asenapine and risperidone were both significantly more effective than 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 subject_s,
17% {N=B) of the risperidone-treated subjects, and 2% {N=1) of the placebo-ireated
subjects. '

Table: Number of subjects with clinically significant change from baseline in body

5 | Asenapine 5mg | Risperidone 3 mg Placebo

N In [% IN |n % N JIn |%

Increase of 2 7% 46 2 43 147 8 17.0 |54 1119

Decrease of = 7% 48 i 040 47 1 2.1 54 4 74

N is total number of subjects with data andnis 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 dlinically significant decrease from baseline in

.



46 2 4.3 47 8 17.0 54 1 1.9 Decrease of 7% 46 0 0.0
47 1 2.1 54 4 74 15 N is total nunber of subjects

wo 204thogdat a and n i s nunber of subjects in caPEFFPP00E 651069
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the 147 subjects in the All-Subjects-Treated G oup
who had wei ght data recordedgat baseline and at the
end of the trial, 11 had a clinically significant
i ncrease fron1base|ine i n body meight and Shad a

Cﬂogg W W@h pré t%i f‘%rtesHEg&é%gtﬁ %a(ﬁg @ﬁ?‘ﬁ%r{t ORidhPgair! from

cbasﬁir@a\rasyug@egtm mecan@ncime gmupghﬁ' Wai IYEr S REeRapiRgroup

tr(u..ql%; Séngg@véslﬂﬁz thé ﬁiﬁ@édofi;g&ﬁ) @rgb pr:&jk%us]%ts ek;safﬁhcédb reater
e 7% SRSl Belele ése@%a? Pt Bebpiaatiecs.
and 1 placebo subject. - ]

At end point the risperidone group showed 1.9% increase in body Wéight from
baseline, compared with a 0.5% increase of the asenapine group and a 0.3%

increase for the placebo group.

. Overall canclusion

The low incidence of clinically significant weight gain and minimal other side effects

. demonsirated that asenapine has a favorabie benefii-risk profile.



than 10% wei ght gain from baseline: 1 asenapine
subject, 2 risperidone subjects, 5 and 1 placebo
subject. At end point the risperidone group showed
1.9% increase in body weight-from baseline, conpared
with a 0.5% i ncrease of the asenapine group and a
0.3% increase for the placebo group. 10 Overall
concl usi on The | ow inciderdde of clinically
~ significant weight gain and m nimal other side
Claims ef f ect s denmonstrated that asenapine has a favorable
benefit-risk profile. 10 Cains 1. Use of the
anti psychotic agent asemapine in the manufacture of a
1. Use qﬁﬁ@m !%iw;ﬂﬁg;:f agent dtzxa;enapimp ﬂ‘ﬁ?ﬁanﬂfaciﬁfefbf EZ ﬁ-{dabifﬁﬁﬁér@%tdr the&eatmeni of
schizopPahik & ~the lent is .selected fromthe )
b aving SLOUD of obg@%rggatt"fFé%%é{'%%‘t#‘@ﬁ?@ BEIPIRGPT QoRsmPafintsy patients
aving ag%m‘:“g;?ﬁeq&;@w ';thWé hevittawdighy oaie tgphtt Egnﬂhmfa?ﬁp%ydh@ﬁc agent or
patients @Rk iorR BEhPSY & s Qrﬁ‘d-%e Lents suffering
: from di abet es:éycar }’osgscﬂ ggerscﬁpgiésgie@ S B A enence
fromnicetine. 2. The use of asenapi ne according to
2. The usd diaBnkpink 8¢Bidhglh 8laPRY IyE Ly tient. 3.
The use of asenagtpi ne accordtpﬁ%p%gang gﬁ%b%% gern'i n the
_ patient has a BM of a 25. 4. The use of asenapine
3. The useoT asshiapige bero@ingl tOLidimMERBLA ;ﬁerbgﬁmﬁés%m%§ zslayl ng
wei ght gain due to another antipsychotic agent. 5.
The use of asenapine according to claim1 wherein the
4. The ugsaf B@m_ﬁpinsacsuﬁhg Itd e1ggrrf T@T\a@ln a?%&%m wi haﬁﬂ& wHRR B due 1o
thar & : cording to claim1 wherein the patient iIs
Anomet s?ﬁgﬁhﬁgge??om a cardi ovascul ar di sease. 7. The use
_ of asenapi ne according to claim1l wherein the patient
5. The usk 8 S4f, | ; bstinence fromnicotine. . The
use of épggeeér%gopr{“ﬁg ma%g@ rﬂjc}“l’rhr(]a SR ?ﬁfpﬂ%s e f?mmﬁ%q%rsn
the overweight is defined to be a BM of a 27.8 for

B. The usEBIes@RGhiR Rdordind & ol M8 hersi af napi ne
dis according to c?%i e 1-8 \%L"ér?ﬁgle E&@H@g%e it ?@n? Qalr%m»fagcuiar
TESE he adnministered to the patient by the sublingual

route. ,
7. The use of asenapine according to claim 1 wherain the patisnt s suffering from abstinence fram

-nicotine.

8. The use of asenapine according to claims 1 or 2 whersin the overwsight is defined to be a BMI of =

27.8 for men and = 27.3 for women.

8. The use of asenapine according to claims 1-8 wherein the medicament is to be administersd fo the
patient by the sublingual route.



