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(57) ABSTRACT 

A preparation for oral administration comprising: a pregela 
tinized starch comprising N-[4-(4-(1,2-benzisothiazol-3-yl) 
1-piperazinyl]-(2R,3R)-2,3-tetramethylene-butyl]-(1'R,2'S, 
3'R,4'S)-2,3-bicyclo[2.2.1]-heptanedicarboxyimide 
hydrochloride (lurasidone) represented by the formula (1) as 
an active ingredient; a water-soluble excipient; and a water 
soluble polymeric binder, the preparation exhibiting an 
invariant levelofelution behavior even when the content of its 
active ingredient is varied. 

27 Claims, 3 Drawing Sheets 
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Figure 1 
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Figure 2 
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Figure 3 
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US 8,729,085 B2 
1 

PHARMACEUTICAL COMPOSITION 

TECHNICAL FIELD 

The present invention relates to an oral preparation with a 
good disintegration which comprises as an active ingredient 
N-[4-(4-(1,2-benzisothiazol-3-yl)-1-piperazinyl]-(2R,3R)-2, 
3-tetramethylene-butyl]-(1'R,2S,3R,4'S)-2,3-bicyclo[2.2.1] 
heptanedicarboxyimide hydrochloride (lurasidone). More 
particularly, the present invention relates to a preparation for 
oral administration, particularly a tablet, comprising lurasi 
done as an active ingredient, which has an equivalent disso 
lution profile of the active ingredient even though contents of 
the active ingredient therein are varied. 

BACKGROUND ART 

Patent Document 1 discloses that a compound such as 
lurasidone can be orally administered and an oral preparation 
can be prepared by blending an active ingredient with a con 
ventional carrier, excipient, binder, stabilizer and the like, but 
there is no disclosure of an oral preparation which shows a 
rapid dissolution and has an equivalent dissolution profile of 
the active ingredient even though contents of the active ingre 
dient therein are varied in the wide range, particularly an oral 
preparation with increased contents of the active ingredient 
which has a similar dissolution profile to that of multiple 
tablets with a lower content of the active ingredient per tablet. 

For the purpose of securing the bioeduivalence when phar 
maceutical preparations with different contents of the active 
ingredient were administered so as to be the same dose to each 
other, a guideline has been issued, i.e., “Guideline for 
Bioeduivalence Studies of Oral Solid Dosage Forms with 
Different Content” (Notification No. 64 of the Evaluation and 
Licensing Division, Pharmaceutical and Food Safety Bureau, 
promulgated on Feb. 14, 2000) by which it has been required 
that pharmaceutical preparations with different contents 
should have an equivalent dissolution profile in each test 
solution such as buffers of pH 1.2, 3.0 to 5.0 and 6.8 (which 
correspond to the pH values of stomach, intestine and oral 
cavity, respectively), water, and saline. 

Patent Document 2 discloses an oral preparation compris 
ing lurasidone as an active ingredient, which shows a rapid 
dissolution and has an equivalent dissolution profile even 
though contents of the active ingredient therein are varied, 
particularly an oral preparation with increased contents of the 
active ingredient which has an equivalent dissolution profile 
to that of multiple tablets with a lower content of the active 
ingredient per tablet and can release a slightly water-soluble 
active ingredient therefrom at a desired concentration. 

Patent Document 2 further discloses an oral preparation, 
particularly a tablet, which shows a rapid dissolution of the 
active ingredient even though contents of the active ingredi 
ent therein are varied in the range of several mg to several tens 
of mg (e.g. in the range of 5 mg to 20 mg or in the range of 5 
mg to 40mg), and further has an equivalent dissolution profile 
in the same componential ratio. An oral preparation has been 
frequently required to be a preparation with higher contents 
of the active ingredient in order to get higher clinical effects, 
or a preparation which has an equivalent dissolution profile to 
that of multiple tablets and can release the active ingredient 
therefrom at a desired concentration in wider ranges of con 
tents in order to adjust clinical effects depending on condi 
tions of patients. The art disclosed in Patent Document 2 may 
provide an oral preparation which has an equivalent dissolu 
tion profile in the range of 5 mg to 40 mg of lurasidone per 
tablet, as shown in FIG.1. However, as shown in FIG.2, when 
the content of the active ingredient per tablet was increased to 
double, i.e., 80 mg tablet, it could not have an equivalent 
dissolution profile. Hence, it remains in a state of administer 
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2 
ing multiple tablets at one time or using a tablet having a big 
size which is difficult to administer. Therefore, for such a 
slightly water-soluble active ingredient as lurasidone, it has 
been difficult to provide an oral preparation having an equiva 
lent dissolution profile even in high contentorin widerranges 
of contents of the active ingredient. 

In Patent Document 2, a water-soluble polymer binder 
includes starch, but there is no description about a pregelati 
nized starch therein. The pregelatinized starch is known to 
remarkably improve a disintegration and a dissolution of a 
pharmaceutical composition as described, for example, in 
Patent Document 3, but it is often used, typically, in 10% or 
less of contents as also described in Non-patent Document 1. 
Patent Document 1: JP2800.953 
Patent Document 2: WO2002/024166 
Patent Document 3: JP2000-26292 
Non-patent Document 1: Handbook of Pharmaceutical 

Excipients, 2nd edition, 491, 1994, The Pharmaceutical 
Press 

DISCLOSURE OF INVENTION 

Problems To Be Resolved By the Invention 

The present invention is directed to provide an oral prepa 
ration comprising lurasidone as an active ingredient which 
shows a rapid dissolution and has an equivalent dissolution 
profile even though contents of the active ingredient therein 
are varied in the wide range, particularly an oral preparation 
with increased contents of the active ingredient which has a 
similar dissolution profile to that of multiple tablets with a 
lower content of the active ingredient per tablet and can 
release the active ingredient therefrom at a desired concen 
tration. 
The present invention is directed to provide a preparation 

for oral administration which comprises as an active ingredi 
ent N-[4-(4-(1,2-benzisothiazol-3-yl)-1-piperazinyl]-(2R, 
3R)-2,3-tetramethylene-butyl]-(1R,2S,3R,4'S)-2,3-bicyclo 
[2.2.1]heptanedicarboxyimide hydrochloride (hereinafter 
referred to as lurasidone), which has an equivalent dissolution 
profile of the active ingredient even though contents of the 
active ingredient therein are varied. 

Means of Solving the Problems 

The present inventors have intensively studied in order to 
solve the above problems and found to solve said problems by 
means of the following methods. 
The present invention includes the following embodi 

ments: 
(1) An oral preparation which comprises N-[4-(4-(1,2-ben 

zisothiazol-3-yl)-1-piperazinyl]-(2R,3R)-2,3-tetramethyl 
ene-butyl]-(1'R,2'S,3R,4'S)-2,3-bicyclo[2.2.1]heptanedi 
carboxyimide hydrochloride (lurasidone) of the formula 
(1): 

(1) 

i 

a pregelatinized starch, a water-soluble excipient and a water 
soluble polymer binder. 

  

Par Pharm., Inc. 
Exhibit 1014 

Page 005

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


