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AMENDMENT UNDER37 CPR, § 1.111 a
sir

{n response to the Office Action mailed on October 22, 2002, Applicants respectfully

reconsicleration ofthe application in view ofthe following amendments and remarks.

IN THE CLAIMS
 

Please cancel claims 2-3, 6, 28, and 31-42 without prejudice.

Please amendthe claims as follows:

 aee

1. (Amended) A controlled release oral dosage form for the reduction of serum glucose

levels in jwmanpatients with NIDDM,comprising an effective dose of metformin or a

pharmaceutically acceptable salt (aereof and a controlled-release carrier to control the release of

said metformin or pharmaceutically acceptable sult thereof from said dosage form, said dosage

form being suilable for providing once-a-day oral administration of the metformin or

pharmaceutically acceptable salt thereof,wherein following oral administration of a single dose,

the cosape form prevides a mean time to maximum plasma concentration (Tmax) of the

metformin from 5.5 to 7.hours after administration following dinner.
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= i, /Amiended) The controlled release oral dosage form of claim 1, which provides a mean time ta

‘maxiniem plasmaconcentration (Tynax) of metformin at from 6.0 to 7.0 hours afterthe
L-Ot administration of the dose.

A(Amended) The controlled release oral dosage form of claim i, which provides a mean time to
maximum plasma concentration (T-na,) of metforminat from 5.5 to 7.0 hoursafter the
administration of the dose.    

 if 7¢(Amended) The controlled release oral dosage form of claim 1, which exhibits the following
. Y diesolulton profiles when tested in a USP type 2 apparatus at 75 rpm in 900 miof simulated

intestinal fluid (pH 7 3 phosphate buffer) and at 37 C:

VC} -30%of the metfonnin or salt thereofis released after 2 hours;
() ? {0-45% of the metformin or salt thereof is released after 4 hours;
. 30-90%of metformin or salt thereofis released after 8 hours;

nol less than 50%of the metforminor salt thereof is released after 12 hours;

not less than 60%of the metforminorsalt thereof is released after 16 hours; and

nol less than 70% of the metformin or salt (hereofis released after 20 hours.

A>Amended) The controlled release oral dosage form of claim 1, which exhibits the
following dissolution profiles when tested in a USP type 2 apparatus al 75 rpm in 900 ml

of simulated intestinal fluid (pH! 7.5 phosphate buffer) and at 37 C:

0-25% of the metformin orsalt thereof is released afler 2 hours;

20-40% ofthe metformin or salt thereof is released after 4 hours;

45-90% of the metforminor salt thereof is released after 8 hours;

not less than 60% of the metformin orsalt thereof is released after 12 hours;

not less than 70% of the metformin or salt thereofis released after 16 hours; and

notless than 80% ofthe metformin orsalt thereof is released after 20 hours.

b/s (A nended) The controlled release oral dosage form of claim 1, which provides a width at SO%
"oF the height of a mean plasma concentration/ime curveof the metformin from about 4.5 to

about 13 hours.
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a AS (Amended) The controlledrelease oral dosage form of claim 1, which provides a widthatf

“somofthe height of a mean plasmaconcentration/time curve of the metformin from about 5.5 lo
about 10 hours.

(1)ve

cons a, (Amended) The controlled release oral dosage form of claim |, which provides a= “ 1 . 1 .
ean Niaximumplasma coricentration (Cmax) of metformin which is more than about 7 times the

_ meanplasma level of said metformn at about 24 hours afler the administration.

Tie (Amended) The controlled release oral dosage form of claim |, which provides a
o ‘ .

mean maximumplasina concentration (Ciux) of metformin which is from about 7 times to about

14 limes the plasmalevel of said metfonnin at about 24 hours after administration.

SOX (Amended) The controlledrelease oral dosage form of claim 1 which provides a mean
“maximumplasma concentration (Cm) of metformin whichis from about 8 times to about 12

limes the plasmalevel of said metformin at about 24 hours after administration.

A }a (Amended) The controlled release oral dosage form of claim 1 which provides a mean
‘maxinum plasma concentration (Cmax) of metformin from about 1500 ng/ml to about 3000

ng/ml, based on administrasion of a 2000 mg once-a-day dose of metformin.

LS s/ (Amended) The controlled release oral dosage form of claim 1, which provides a
frean maximumplasma concentration (Ciax) of metformin from about 1700 ng/ml to about 2000
ng/ml, based on administration of a. 2000 mg once-a-day dose of metfonnin.

/ch\gr (Amenced) The controlled release oral dosage form of claim 1 which provides a mean‘Avcans of at least 80%of the mean AUCp.24 provided by administration of an immediate
release relerence standard twice a day, wherein the daily dose of the reference standardis

‘hstantially equal to the once-a-dey dose of metformin administered in the controiled release

sage form.
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thy * (Amended) The con:rolled release oral dosage form of claim 1 which provides a meaa
“s UCp.2an of at least 90% of the mean AUCy.2g provided by administration of an immediate

release reference standard twice a day, wherein the daily dose of the reference standardis

substantially equal to the once-a-day dose of metformin administered in the controlled release‘),
H, _ oral dosage form.te

[ry .

Us : \Sur (Amended) The controlled release oral dosage form of claim 1 which provitles a mean
* AUCo-rqy from about 17200 ng. hr/ml to about 33900 ng.hr/ml, based on administration-of a 2000

mg onee-a-day dose of metformin,

low (Amended) The controlled release ora! dosage form of claim | which provides a mean
“AUCo20nr trom about 17200 ng.hr/ml (a about 26500 ng.hr/ml, based on administration of a 2000

mg once-a-day dose of metformin.

lip (Amended) The controlled release oral dosage form of claim 1 which provides a mean
“Al JCo.2nw from about] 9800 ng. hr/ni] 10 about 33900 ng.hr/ml, based on administration of a 2000

mg once-a-day dose of metformin. |

12x (Amended) The controlledrelease oral dosage form of claim | which provides a mean
“ AUC... of 18277 4 2961 ngvhr/ml and a mean Ca, of 1929 + 333 ng/ml, for administration of a

1700 mg once-a-day dose of metformin after an evening meal.

KP o fAmended) The controlled release oral dosage form of claim 1 which provides a mean
“AUCo.. Of 20335 + 4360 nghréAnit ind a mean Cy, of from 2053 + 447 ng/ml, for

administration of a 2000 mg once-a-duy dose of metformin after an evening meal.

BO2. [Amended) The controlled release oral dosage form of claim 1 which provides a mean
“"AUCy.24 of 26818 + 7052 ngvhr/ml and a mean Cray of 2849 + 797 ng/ml, for

administration of a 2000 mg once-a-day dose of metformin after an evening meal.
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Nae (Amended) The con-rolled release oral dosage form of claim 1 which provides a mean
a AUCo..4 Of 22590 + 3626 ngrhr/ml and a mean Crux of 2435 + 630 ng/mlon the first day of() administration and a mean AUCo.24 of24136 + 7996 ng‘hr/ml and a mean Cyox of 2288 4 736

conhe ny/ml on the 14™ day of administration, for [based on] administration of a 2000 mg once-a-day
dose of metformin after an evening meal,

a Ay?
JA. (Amended) The controlled release oral dosage form of clainy2T whichprovides a mean

| # tq from2.8 to 4.4, ee

aee

‘AS Bx(Amended) Thecontrolled release oral dosage form of claim % which provides a mean

 
    

f \ # iene to maximum plasma concentration (Tmax) of metformin from 5,5 to 7.0 hours alter
administration. ———————ee)

———— 

28pry tAmended) Thecontrolled release dosage form of claim 1, wherein the metformin or
‘pharmaceutically acceptable salt thereof is provided by at least one controlled-release tablet, said

Q0 tablet comprising:
(a) acore comprising:

(i) the metformin or a pharrnaceutically acceptable salt;

(ii) optionally a binding agent; and

(ii) optionally aa absomtion enhancer,

(b) a membrane coating surrounding the core; and

(c} at least one passagewayin the membrane.  

REMARKS

Reconsideration ofthe present application is respectfully sequcated. An early and
favorutle action on the merits is earnestly solicited,

1. Status of theClairns

Claims t, 4-, 7-30 are pending; claims 2-3, 6, and 31-42 have been cancelled without

prejudice; and claims 1 and 4-5, 7-25, 27 and 29 have been amended without prejudice. It is

respectfully submitted that no new multer has been added by virtue of this amendment.
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