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YT Jomg

HDA 12-827/5~032
/5-03%

A, Eobins Company i
Ettention: Nilliam S, Hhite :
1211 Shovruaod Avenus
Bichwond, Virginia 23220 _i
fiear Fr. White:

Please refer to your supplemental nsw drug uggiiga%?&ﬁs of Decembeyr 7, 1882
submitted under section S08(h) of the Faderal Food, Brug, and Cosmetic Act for
Rebinul &né'ﬁ@%iﬁu% Fart& {glvcopyrrelate) Tablets,

‘

Yz alsn a&%&@v?eéaa recaipt of your sdditional copmmications deted August 1,
1588,

The $§§§}@@§ﬁﬁ&? spplicatiens provide for new formuletions for the 1 mg and
2 ma tablets and the USP dissoTution tast,

He save completed the review of these supplemental appTications and they are
approved. Our letter of Decsmber 17, 1870 detailed the conditions relsting to
the approval of these applications,

Sincerely vours,

f§;4ffl,1¢«,/ dze

. Fhreedch, Ph.D,

ﬁ@g_%y ﬁ reﬁgﬂv

Bivision of Cardio-Hena? Drug Products
O0ffice of Drug Regearch and Review
Hational Center for Deugs and Rinlegics

cc: RIC-DO O y
<§§{gi:{%’l NDA /2 -927/57033 W%
1 s
HFH-110/CS0 Y
HFN-616
HFN-110/RWolters/10/28/83
sh/11/2/83/2431c
R/D init: SEhrreich/10/31/83
APPROVAL



NOV. 7 jogn
{JA 12-827/5-03 '
/5-033

A, Robins Company -
Attention: William §. White

12171 Sherwood Avenue : .

Richmond, Yirginia 23220 3

Dear Hr. White:
Please rafer to vour sugp?@m@ata? new drug applications of December 2, 1982
&

submitted under section $08(b) of the Federal Food, Drug, and Cgem@%ic fe
&a@is&}_ané Robinul Forte {glycopyrrolate) Tablets,

for

We alsc acknowledge receipt of your additional communications dated August 1,
1683, .

The supplemental applications p?ﬂviéﬁ for new formulations for the 1 mg and
Z wy tablets and the USP dissolutien test,

Wie have completed the %eview af these supnlements]l applicstions and they ars
appreved. Qur letter of Dacember 17, 1875 detailed the conditions relating to
the approval of these applications,

Sincerely vours,

Stewart J. Thrreich, Ph.D.

Daputy Bivector

Division of Cardio-Renal Drug Products
Office of Drug Research and Review.
National Center for Brugs and Biologics

q&?}-‘('lg_]f\g\% DA / 2- £27/5032 /7/4/ s
=110 :
HF-110/50 | 1y y/(j ,

HFN-616
HFN-110/RWolters/10/28/83
sh/11/2/83/243c

R/D init: SEhrreich/10/31/83
APPROVAL
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| MAY 13 1983
NDA 12-827/5-032/5-033

A.H. Robins Company
Attention: William S, White
1211 Sherwood Avenue
Richmond, Virginia 23220

Dear Mr. White:

Please refer to your supplemental new drug applications of December 2, 1982
sybmitted under section 805(b) of the Federal Food, Drug, and Cesmetic Act for
Robinul and Robinul Forte (glycopyrrolate) Tahlets.

We also acknowledge receipt of your additional communications dated December
16, 1982.

The supplemental applications provide for new formulations for the 1 mg and 2
mg tablets and the USP dissolution test,

We have completed the review of these supplemental applications. Before we
are able to reach a final conclusion, however, the following information is
necessary:

Before the jn-yvivo bicavailability requirement can be waived, you must submit.

a dissolution study using the USP XX, 3rd supplement procedure, comparing »<  B(4)
tabiets of the old and new formulations. Submit the individual results along

with the statistical analysis.

Further action on these supplemental applications will await our receipt and
“review of your response to this request.

Sincerely yours,
ST/

tewart J. Ehrreich, Ph.D.
Deputy Birector

' Division of Cardic~Renal Drug Products
cc: BLT-DO Q KCB Office of New Drug Evaluation

“nal NDA Katicnal Center for Drugs and Blelogics

HFN-110

HFN-110/CS0O
HFN-110/RJWolters
sh/5/3/83;5/4/83/58068

- i
REVIEW WAITING <;;Z %fZi/Viégﬁzliie

r/d: JFLangston/4/27/83
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b(4)

CHEMIST’S REVIEW 1. ORGANIZATION ) 2. NDA NUMBER
(If necessary, continue any item on 8% X 10V;*® paper.

Key continuation to item by number.; X HFN— ' IO l 2-827
3. NAME AND ADDRESS OF APPLICANT (City and State) 4, DATE.NDA APPROVED
A.H. Robins Company "3}\
¢ afn) s X X
1211 Sherwood Avenue | NV T g > DATE ARERovED Fon 2
Richmond, Virginia 23220 : - EFFiCACY
6. NAME OF DRUG 7. NONPROPRIETARY NAME
Rob inul _ Glycopyrrolate S s PPLEMENT
Robinul Forte $-032 12-2-82
$-033 . 12-2-82
9. PURPOSE OF SUPPLEMENT 10. AMENDMENT DATE(s)

New formulations for the | mg and 2 mg tablets and the 8-1-83
new USP dissolution specifications and procedure.

‘The amendment included comparative dissolution data. . "
) " {11. OTHER DATE (Report, etc.)

-

4
r
S .
12, PHARMACOLOGICAL CATEGORY 13. AF NUMBER
Antichol inerglc 6-375
16. RELATED IND/NDA/MF(s)
4. DOSAGE FORM 15, HOW DISPENSED )
Tablet X Iry [JoTc
e
17. POTENCY(ies) 18. DRUG REGUIRES
| mg and 2 mg . ) D‘NDA [(JianDa
. » )
19. CHEMICAL NAME 20. RECORDS AND REPORTS
CURRENT REVIEWED
UsP XX .
[; YES [nNo [;l YES {Ino

21. CHEMICAL FORMULA

22. REMARKS

Data comparing¥& tablets of the old and new fermulations was fﬂ%§
submitted. For Robinul the dlssolution data demonstrates that approximately
w & more glycopyrrolate is release from the tablet formulated with the

new components and between XX and_> } is released from Rohinul Forte. h64

The data clearly demonstrates that the new formulation will release )
glycopyrrolate faster. ) ‘

Pa—

23., CONCLUSIONS

Appre supplement.

24, REVIEWER )

NAME ) SIGNATUYRE . DATE COMPLETED
R.J. Wolters Dl 1))y s 10-28-83

DISTRIBUTION [E/omcmm_ JACKET [ 1oUPLICATE JACKET [ |REVIEWER

FORM FDH 2266 (11/73) HEN=110 PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.



CHEMIST'S REVIEW 1. ORGANIZATION 2. NDA NUMBER

If necessary, continue item on 8" x 10'%4** paper.
( ne esl{se;yéontinuetloznt’:" iteﬂ: by numbet,) . - HFN—' l 0 | 2-827

-3, NAME AND ADDRESS OF APPLICANT (City and State) ) 4. AF NUMBER

?é?i gzbins goxpany ‘ 6-375

e8pwoo venue MAY S. SUPPLEMENT (S)

Richmond, Virginta 23220 , 3 1983 NUMBER(S) ‘DATELS)
‘6. NAME OF DRUG . 7. NONPROPRIETARY NAME

Robinul

Robinul Forte Glycopyrrolate g—g;g :3-3—23*
8. SUPPLEMENT{S) PROVIDES FOR: .

New formulations for the | mg and 2 mg tablets and the

new USP dissolution specification and procedure. 9. AMENDMENTS AND OTHER}

. . (Reports, ofc.) DATES
The amendments included the Uniformity of dosage unit

for weight variation specification at the in-process December 16, 1982
stage as per the USP 3rd supplement.

10. PHARMACOLOGICAL CATEEG.ORY 11, HOW DISPENSED 2. RELATED IND/NDA/DMF(S)]
.Antichol inergic O O] ore
13. DOSAGE FORM (3) T8.POTENCY (ies) -
| mg and 2 mg
15, CHEMICAL NAME AND STRUCTURE 16, RECORDS AND REPORTS
USP XX G somREnT
) . @ YES JnNo
REVIEWED
: . [;] YES [w~o
17. comments |he maln changes were the addition of more R
\ Ve ] T 7 and addition of L——-——————- )
\\) The fotal weigh did not change. b(4)
Satbility-The protocol provides for testing of test batches at ~~
tﬂﬁh — weeks; RT, ——— weeks, and - ,ears; /”C_ b{4)
— . and 7 weeks- and -~ weeks, , . (HDPE and blister) 4
“& — and < weeks. Production batches ' T and * —— " vyears, )

dissolution -~ weeks, ~———— and “ years. Data were submitted at RT
tn —— glass botties - jears and HDPE and — -
weeks, — —— weeks,——— % RH; “C and RT for f/years. The three b(
year expiratton date ts acceptable based on the above data and the data on

the old form Aﬁflon which demonstrated the stability of glycopyrrolafe for up
to -’years. z

cc:BLT-DO

Orig. NDA
. HFN-110
" HFN-110/CH0

HFN=110/RqWolters
sh/5/3/83458068B
. REVIEW WA-$+NG——¢#4+—JELapgc+nn/ﬁ/77/R1

18. CONCLUSIONS AND RECOMMENDATIONS

Request a dissolution dtudy comparing the old and new formulafidns.

19, i REVIEWER
NAME - TURE DATE COMPLETED
R.J. Wolteps / /971f>”3> 4-27-83
DISTRIBUTION E/omelNAL JACKET |:] REVIEWER ] pbivisioN FiLE
FORM FDH 2266 (7/75) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED. 1

HFN-110/CS0
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Glycopyrrolate tab. ‘ A H. Roblns
2mg . Richmond, ' Virginia

‘NDA 12827/5 033 o Subm1351on Date:
Rev1ewer.;u - December 2, 1982.

'Me1-Y1ng Huang, Ph.D - Wang #53638

REVIEW OF A REQUEST FOR WAIVER OF
IN VIVO BIOAVATLABILITY (1 WATVER)

-or Glycopyrrolete tablets. Slnce the

ommulation (see NDA 12-827/5-025

¥

R

:~b New formulatlon?'

lecomvrrolate T | 2 mg

) |

" . vol 15’1) :

b{4)

APR 272 1983




b(4)

DISSOLUTION:

The dissolution tests were conducted accordlng to the USP XX dissolution

_ procedure using the Basket Method. Tests were performed u31ng simulated

/ ~\\__r_,————-———-”‘_—_‘*7 Dissolution data are present in Table I.
The proposed USP method is USP method I in 0.5 1 water. The firm did not
document the dissolution data using water as a medium. The firm should
submit dissolution data of both old and new formulations using 0.5 1

~water as medium.

.CUNCLUSION~

The D1v1510n of Blopharmaceutlcs has recelved a request for a waiver for
a bloavallablllty requirement (Submission Date: .December 2, 1982).

vAccordlng to "Approved Prescription Drug Products with Therapeutlc
‘Equ1valence Evaluatlons," Glycopyrrolate was chategorlzed under code AA

i.e. ‘products mot presenting: bloeqplvalence problems, in conventional

- dosage forms. (Products coded as AA are ‘standard formulations of those
~active 1ngred1ents that are not regarded as; presentlng either actual or
rpotentlal bioequivalence problems, In addltlon, the drug products of the
-active ingredient ‘are manufactured in dosage forms not. presenting
Vbloequ1valence problems, such: as plain tablets, capsules, solutlons,

elixirs, SYIUp,. and tinctures). = The" Division of Blopharmaceutlcs is not
-aware of any in vivo: blO -study performed by generlc company:.

Accordingly, a waiver should be granted,however, because of ‘lack of.
'proper dissolution: data, ‘the Division of Biopharmaceutics cannot waive in
.-vivo bloavallablllty now. - The firm is to submit: dissolution-results
j;u51ng water as medlum. The above recommendatlon should be forwarded to
',the flrm, & ~ }

e as 'H@«AS’ o |
" Mei-Ying Huang, Ph.D '
Pharmacokinetics: Branch

1/9/2%

HUANG/kak/3/28/83 FT: 4/18/83 CS

i
\

RD INITIALED BY VISWANAT,”,‘?
FT- INITIALED BY PURICH /& 4,

cc: "NBA 12827/S 033 orlg., HFN= llD HFN-525 (HUANG) Chron File, Drug
File, Rev1ew File.
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SEP 13 joa9
A, Robins Company 1983
Attention: William S. White T
1211 Sherwood Avenus
Richmond, Yirginia 223220 :
R e
Dear: Mr., Yhite

We acknowledge receipt of vour resubmitted supplemental application for the
following:

Name af_gruge Robkinul Tablets

NDA Humber: 12-827

Supplement Number: $§ 032, § 033

Date of Resubmitted Supplement: Auvgust 1, 1083

Date of Ree@fpt: August 4, 1282

A1l communications concerning this NDA should be addressed &8s Tollows:

National Center for Drugs and Biolegics
Division of Cardio-Renal Drug Products, HEN-1TO
Rttention: DOCUMENT CONTROL ROOM £168-30
5600 Fishers Lane

Rockville, Marviand 20857

Sincerely yours,

//kme/zbyQ5
( Natalia A, Morgenstern

Supervisory Consumer Safety O0fficer
Bivision of Cardio-Renal Prug Products
Office of Drug Research and Review
National Center for Drugs and BioTogics

CcC:

Qciginal NDA

HFN-110

HFN-110/CS04

HFN-110/ deanter/9-6-83

dmu//9-12-83/1181¢c

R/D init. ABrewn J.

RESUBMITTED SUPPLEMENT ACKNOWLEDGEMENT

g{k@% 4V1u9



Y “ B K 3
William S. White O =3 F {-: 'ﬁ AN
Drug Registration Specialist S UV R WA A

A. H. Robins Company
1211 Sherwood Avenue
Richmond, Virginia 23220
Telephone (804) 257-2502

A’H'ROBINS Division of Cardio-Renal Drug %
Products ' —
HEN 110, Room 16B-30 /@f’%
National Center for Drugs
and Biologics
Food and Drug Administration

5600 Fishers Lane
Rockville, MD 20857

August 1, 1983

Re: NDA 12-827,5-033
Robinul Forte Tablets

Gentlemen:

This is an amendment to supplement S-033 to our New Drug Application

for Robinul Forte (glycopyrrolate) Tablets. This sgpp]ement provides for
a reformulation designed to enhance the d1sso]ut1op/character1st1cs

of the product. i

Reference is also made to your letter of May 13, 1983, requesting

additional information before approving our supplement. As requested,
attached are the results of a dissolution study using the procedure

in Addendum a to Supplement 3, USP XX, comparing ~X tablets of the old b(4)
and new formulations. Individual results along with the statistical

results are included. This information should permit a waiver of any

in vivo bioavailability requirement.

This information is concurrently being submitted to supplement S$-032
for Robinul Tablets.

Sincerely,

z//é’/z«%

William S. White

sTw
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William S. White R§ (‘E N AL
Drug Registration Specialist j

A. H. Robins Company
1211 Sherwood Avenue
Richmond, Virginia 23220
Telephone (804) 257-2502

=

A'H:ROBINS Division of Cardio-Renal Drug ,}ﬂ(r@’\
Products i

HFN 110, Room 16B-30

National Center for Drugs
and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

August 1, 1983

Re: NDA 12-827,5-032
Robinul Tablets

Gentlemen:

This is an amendment to supplement S-032 to our New Drug Application
for Robinul (glycopyrrolate) Tablets. This supplement provides for
a reformulation designed to enhance the dissolution characteristics
of the product.

Reference is also made to your letter of May 13, 1983, requesting

additional information before approving our supplement. As requested, -
attached are the results of a dissolution study using the procedure b(4
in Addendum a to Supplement 3, USP XX, comparing X tablets of the old ( )
and new formulations. Individual results along with the statistical

results are included. This information should permit a waiver of any

in vivo bioavailability requirement.

This information is concurrently being submitted to supplement S-033
for Robinul Forte Tablets.

Sincerely,

22 S iy

WiTliam S. White

slw
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/I'H~R0 BINS

Gentlemen:

William S. White
Drug Registration Specialist

A. H. Robins Company
1211 Sherwood Avenue
Richmond, Virginia 23220

- Telephone (804) 25735\02352,& 7&@ M}S ﬂg?’*‘
DA U VLIUR’_,_,._CM'

Division of Cardio-Renal Drug
Products

HFD 110, Room 16B-30

Nat1ona1 Center for Drugs and
Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

December 2, 1982

Re: NDA 12-827
(Rob1nu1 Forte Tab]ets)

This manufacturing supplement to our apporved New Drug Application for
Robinul Forte Tablets provides for a reformulation designed to enhance
the dissolution characteristics of the product. This reformulation is
necessitated by the recent inclusion of a dissolution spec1f1cat1on

in the official USP monograph for Glycopyrrolate Tab]ets

The reformulation permits our product to be 1in comp11ance with the new
dissolution specification, as indicated by the enclosed dissolution
data, and at the same time to retain its present appearance.

Since the reformulated product has improved dissolution characteris-
tics that exceed the spec1f1cat1ons established by USP, we hereby
request a waiver of any in-vivo bioavailability test1ng that may be

deemed necessary.

Enclosed, in triplicate, are the following:

NDA
Part

6

7
8(d)
8(9)
8(h)

Description

Full List of Articles Used as Components
Full Statement of Composition

Raw Material Specifications




Div. of Cardie-Renal Drug Products
"Page 2
December 2, 1982

NDA
Part Description
8(n) Finished Product Specifications
(Q.A. Spec. No.4 dated November, 1981) revised to
incorporate the dissoelution specificatioens required
in the USP monograph for Glycopyrrolate Tablets.
The other specifications and test procedures remain the
same, as per the USP monograph. Note: The disinte-
gration specification was deleted upon adoption of the
dissolution specification.
8(p) Stability Data, Dissolution Data, and Proposal of
Expiration Dating Period
10 ‘ PrecTlinical Investigations
{
Sincerely, -
William S. White ,
Drug Registration Specialist
rim

Enclosures



WO
William S. White A 1 gﬁm?

Drug Regnstraﬂoné&%%’e}g}p}. ROR C/ _Jg«

A. H. Robins Company —~ e
1211 Sherwood Avenue Lot ,:,;f- !;
Richmond, Virginia 23220 Lty
Telephone (804) 257-2502

A’H'ROBINS Division of Cardio-Renal Drug

~ Products

HFD 110, Room 16B-30

National Center for Drugs and
Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

December 2, 1982

Re: NDA 12-827
" (Robinul Tablets)

Gentlemen:

This manufacturing supplement to our approved New Drug Application for
Robinul Tablets provides for a reformulation designed to enhance the
dissolution characteristics of the product. This reformulation is
necessitated by the recent inclusionof a dissolution specification in
the official USP monograph for Glycopyrrolate Tablets.

The reformulation permits our product to be in compliance with the new
dissolution specification, as indicated by the enclosed dissolution
data, and at the same time to retain its present appearance.

Since the reformulated product has improved dissolution characteris-
tics that exceed the spec1f1cat1ons established by USP, we hereby
request a waiver of any in-vivo biocavailability test1ng that may be
deemed necessary.

Enclosed, in triplicate, are the following:

NDA
Part Description
6 ‘ Full List of Articles Used as Components
7 Full Statement of Composition
8(d) Raw Material Specifications _fﬂ““w
8(q) Method of Preparaticn of Master.
8(h) Manufacturing Instructions



Div. of Cardio-R
Page 2
December 2, 1982

NDA
Part

enal Drug Products

8(n)

8(p)

10

rim

Enclosures

_Description
Finished Product Specifications

(Q.A. Spec. No.4 dated November, 1981) revised to -
incorporate the dissolution specifications required

in the USP monograph for Glycopyrrolate Tablets.

The other specifications and test procedures remain the
same, as per the USP monograph. Note: The disinte-
gration specification was deleted upon adoption of the
dissolution specification.

Stability Data, Dissolution Data, and Proposal of
Expiration Dating Period

. Preclinical Investigations

b(4)

Sincerely,

William S. White
Drug Registration Specialist



