
CENTER FOR DRUG EVALUATION AND RESEARCH

AJroval Package for:

APPLICATION NUMBER:

12-827/8032&8033

Trade Name: Robinul & Robinul Forte Tablets

Generic Name: (glycopyrrolate)

Sponsor: A.H. Robins Company

Approval Date: November 7, 1983



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

1.2-827/8032 & 33

CONTENTS

Reviews / Information Included in this NDA Review.

Approval Letter X
Approvable Letter X
Labeling
Summary Review
OfficerlEmployee List
Office Director Memo
Cross Discipline Team Leader Review
Medical Review( s)
Chemistry Review(s) X
Environmental Assessment

Pharmacology Review(s)
Statistical Review(s)
Micro biology Review( s)
Clinical PharmacologylBiopharmaceutics Review(s)
Risk Assessment and Risk Mitigation Review(s)
Proprietary Name Review(s)
Administrative/Correspondence Document(s) X



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

NDA 12-827/8032&33

APPROVAL LETTER



_ 7 10(1:;;

l4DA li.;9Z7is..n3~

IS..633

A..H. Rt)btn$C~f(~Y
.M;t.entiont Wil1faiìl i.Wñft~
1211 Shi:rwood Av€ln~~
~ie~ffoßd, V1rgi~i~ 2ii~o .

..

~ .-.". .....-

n~ar ~1r ~ ~lh itfH

Pllt!u" rS!T~ tc your $uppl~f.t~l n$W drtlrj ~ppHcati6r.$ of nêcelìib~r 2, 1982
submitt~d und~r sectiQ~ 50i(b) of the Yßder~l FGo~. Ðru~, ~nd tO$~ttc Act for
RGblnul and Rolo1l'ul Forte H¡ly€orr.~fr"lat~) Tab l~t$.-
M~ alsa ~eknQwl~d~ r~c~ipt of yo.ur Q~d1ttø~al c~d~ieation$ dgt~d August 1)
198~..

.
Th~$uppl~efltal apf.Heat1~ll$ provid~fÎ,l' r~~is for~ulatiQns for th~ 1 mg rmd
2 n¥J t.ablets anti tnø QSP dHiiiQlution t~$t.

We hav~ cOOl~ttttt the NWlfto1 th~$e $uPP1~latal ~~pHeati~ns ant! Uwy are
apprQV~d.. Our lett~r of fìae~.ß~l" 17, 1~75 d~tantd th(f t;~Mitlol"s rel~rtir.g te
tt~~ (ipprcvtll (¡f tb(7$~artpldh:zati(.n$.

$ int~r~ly yeur$l

$tß~h:1':~
~f)i;t iìlreettil'
~ivi$i~n of eardi~R~na1 Drug Proüuets
Office t1f~tig Re$4!arc;l! ~t'4 ~~\fi-ßw

Nat1ßnal C$ntll fôr D~tlg~ and Eì~tngic$

cc: RIC-DO c,;¿ ? 15..033
~iginai NÐA 12 -~.

N-ll0
HFN-ll0/CSO
HFN-616
HFN- 1 I O/RWo 1 ters/l 0/28/83

sh/I 1/2/83/2431 c

RID ¡nit: SEhrreich/10/31/83
APPROVAL

~~
/1/11('?

01



14. \

NDA 12-SZ7/5..032
~$..033

NOV 7 1983

.. A.H. Robins Company
.'\ttention: t~i1 Ham S. l'lh it€

un 1 Sherwood Avenue
Richmond, \Jilginia 23220

..
~ .. ~ ~ "" .'.-'

Dear Nr. Hh ite:

Please rafer to your $upple~l'tal new drug applications of OQcerfler Zl 1982
sybmitted ufu:ler section SOS(b) of the Fêderalf'ooti, Orufh and Cosmetic b'tct for
Rubili~ ~nd Rob1nul Forte (glycopyrrolate) Tablets.

We a 1$0 acknuwledle receipt of your additiona J communications dated August 1,
1983.

The sUPl11emental applications provide for I'ë\"l formulations fot" the 1 mg and
2 mg. tablets and the USP dissolution test.

We hav~ cGmpleted the review of th~se supplemntal applications and th$Y ~re
appt"cved. Out letter of D~.cember li\ 1975 rletan~d the conditions rahtil'g to
thci apprcNâ 101' the~e applicatiofls. .

Sitice:rely yours.

Stewart \J. Ehrreich, Ph.D.
OefJuty Director

Division of t'ardio..~enal Drug Pr-eduets
Offiçe of Drug R~earch and R~view
Nationa 1 Centør for Oru~s and Blologics

cc: RIC-DO ,/
Câricial NDA /2.-F711'....32."H110

HFN-llO/CSO
HFN-616
HFN- I 1 O/RWo I tersl 10/28/83

shill 12/83/2431 c

RID ¡ n ¡ t: SEhrre ¡ chi I 0/31 183

APPROVAL

ßt/A11/'1/67

.
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MAY , 3 1983

NDA 12~827/S-032/S-033

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

Dear tAr~ White:

Please refer to your supplemental new drug applications of December 2, 1982
submitted under sect1fm 505(b) of the Federal Food, Drug, and Cosmetic Act" for
Robinul and Robinul Forte (glycopyrrolate) Tablets.

We also acknowledge rOeceipt of your additional cOlliiunications dated December
16, 1982.

The supplemental applications provide for new formulations for the 1 roo 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
necessat"y:

BefOre the In;-y.J.v,2 bioavailabl1ity requirement can be waived, ,you must submit 0
a dissolution study using the USP XX, 3rd supplement procedure, comparing 'X b(4)
tablets of the old and new formulations. Submit the individual results along
with the statistical analysis.

further action on these supplemental applications will d\'iait our receipt and
review of your response to this request.

Sinçerely yours,

cc: BLT-DO

c:, i 9 ìna 1 NDA
HFN- 110
HFN-l io/CSO
HFN-ll O/RJWol ters

sh/5/3/83 ;5/4/83/5806B

~t3

J-t(0
tart J. Ehrreich, Ph.D.

De, uty Director
Division of Cardio-Renal Orug Products
Office of New Drug Evaluation
National Center for Drugs and Biologics

REV IEvJ vJAITING

,0 0
9t:t;~

rId: JFLangston/4/27/83

Co,"" ~~:"
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NDA 12-827/S032&33

CHEMISTRY REVIEW(S)



; .( CHEMIST'S REVIEW t. 9RGANIZATION 2. NDA NUMBER
(If necessary, continue any item on 8" x 10%" paper. HFN-IIO 12-827Key continuation to item by number.'

3. NAME AND ADDRESS OF APPLICANT (City and state) 4, DATE. NDA APPROVED

A.H. Rob ins Company
-

1211 Sherwood Avenue NO\! 7 HjE~3
5. IF PRIOR TO OCT 10. 1962.- DATE APPROVED FOR

Richmond. Vll"tlini.a 23220 EFFICACY

6. NAME OF DRUG 7. NONPROPRIETARY NAME

Rob inul Gltcopyrro late 8. SUPPLEMENT
NUMBER

rATE
Roblnu I Forte $-032 12-2-82

3-033 12-2-82
9. PURPOSE OF SUPPLEMENT 10. AMENDMENT DATE(s)

New formu lations for the I mg and 2 mg tablets and the 8-1-83
new USP d issal ution specifications and procedure. ~

'The amendment inc I Llded comparåtlve dissolution data. ..

It. ,OTHER DATE (Report, etc.).
..

~ .. .. .....,~

12. PHARMACOLOGICAL CATEGORY 13. AF NUMBER

AnticholinergIc 6-'75
16. RELATED IND/NDA/MF~)

4. DOSAGE FORM 15. HOW DISPENSED

Tablet x= RX OOTCr-.
17. POTENCY(ies) 18. DRUG REGUIRES

I mg and 2 mg ONDA OiANDA
.

19. CHEMICAL NAME 20. RECORDS AND REPORTS

USP XX
CURRENT REVIEWED

ÇJ YES ONO QYES ONO
21. CHEMICAL FORMULA

fL..
22. REMARKS Data campa r ¡ l\ø~ tablets of the old and formu I at l ons "'1'1)new was

submitted. For Rob inul the Ó issol ution data demonstrates that approximate Iy
.

b(4) ''X more glycopyrrolate is release from the tablet formulated with the
new components and between ;5.. and~ % Is released from Roblnul Forte. bf41
The data clearly demonstrates that the new formulation will release. ",

9 i yco'prro i ate faster.

23. CON. LUSIONS
Appr¡e supplement.

24. REVIEWER
DATI; COMPLETED

10-28..83
NAME

R.J. Wolters

DISTRIBUTION

FORM FDH 2266 (11173)
HFN-IIO

.,



cc:8LT-DO
Orig. NDA
HFN-IIO
HFN-I 10/C

HFN-IIO/R
sh/5/3/83
REV lEW WA

\\~

CHEMIST'S REVIEW

1,.
ORGANIZATION 2. NDA NUMBER

(If necessiiry, cDntinue any item on 8" x 10'/," paper. HPN-IIO 12..827.. Ke.l' continuation to. item by number.)

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

A.H. Rob Ins Company 6-375 ,

1211 Shel'ood Avenue MAY , 3 1983
s. SUPPLEMENT (s)

RIchmond. V l ra i n fa 23220 NUMBER(S) 'DATE(S)

-5.. NAME OF DRUG 7. NONPROPRIETARY NAME

Roblnul
Rob i nul Forte G I ycopyrro late $-032 12-2-82.

. S-033 12-2-82
8. su PPLEMENT(S) PROVIDES. FOR:

New formu I at Ions for the i mg and 2 mg tablets and the
new USP dlsso 1 utton specIfication and procedure. 9. AMENDMENTUltO-.THER

:(ReportB~.etc.) OATES
The amendments Incl uded the Uniformity of dosage unit
for we ight variation spec I f ication at the in-process December 16, 1982
stage as per the US? 3rd supp i ement.

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 2. RELA'-ED INÖ/NDAÎÓMF(S)

~Anticholinerg Ic
ÇJ RX __. 0 OTC

._-

13. DOSAGE FORM (S) 14.POTENCY (les)

i mg and 2 mg

1s. CHEMICAL NAME AND STRUCTURE 16. RECORDS AND REPORTS

US? XX
CURRENT

(~ ~YES ONO
REVIEWED

ÇJ YES ONO
17. COMMENTS The rn in chanqes were the add Itlon of more - ,

bi 4JIL I JIl.

,Ð l
¡r - - 7 and add Ition of f U\LlJ

. . , . -- - . - .

, The total weigh did not change.
toSatbility-The protocol provtEles for testi ng of test brotches at / ;,

~
- weeks; RT, weeks, - and / ears' / ic, -1 ,-- and /' weeks~ and ~ weeks; , (HDPE and b II ster) b I.

~ and ~ weeks. Production batches 1-. - - and' _. years,.-
d I ssol utlon .. weeks, and /' years. ~we~e submitted ,~~_HT we

)in -- glass bottles - iears and HDPE and
weeks, weeks! -- % RH;

-

'c and RT for ./ ýea rs. The three b(~'- -
year expiratlon date is acceptab Ie baaed on the above data and the data on
the 01 d form(4ftlon which demonstrated the stab ¡ Ilty of g I ycop,rro I ate for up
to ./ vears.b

...._.... "'

18. CONCLUSIONS AND RECOMMENDATIONS

Request a dlssol utlon åtu dy compa ring the old and new formu lations.

'C 0

\~ Wo I ters

58068
.I.lf" l.. . ii:i 1 A 1')7 1p.7.

19.
-. REVIEWER

NAME. SI7i4 ~ DA TE COMPLETED
R.J. Wolte..s / ' '4.Y/VO s-1.Ý/t"? 4-27..83

¡ IV.,..

DISTRIBUTION .,~RIGINAL JACKET' / D REVIEWER D DIVISION FILE

'o~ti

\\~

)

(4)

b(4)
4)

FORM FDH 2266 (7175) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.

I1fN-IIO/CSO
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APR 221983

("

Glycopyrr'olate, tåb.
2mg " .
NDA.12827/5':033
Reyiewer:
Meî-Ying,Huàng, Ph.D

A.H. Robins

Richmond, Virginia
Submission Date:
December 2, 1982,
Wang f/5363e

.'..':-,'":,":-

BACKGilOÚND .

REVIEW OF A REQUEST FOR WAIVER., OF
IN VIVO BIOAVAILABILITY. ( 1 WAIVER)

";.:':-:'::;:t:/i'...;:

Tti~~;;tlrITS~brnitted the. current supplement to NDA 12827 for, Robinul Forte
tC!~,~~eFSdP:r.9yi9:ingforaref()fmulation dê'signedt.oep,nance. the. dissolution

plj~reic~~r.r~t~c:sof thepr.qd(.ct.. This reformuie:tionis necessitated by
tt1ereceflit'd.nai:üsionofad~$~piution' specificatippinthe official. USP .

. ',~q9Pgl'C!Pl1,;fdr.Giycopyrrolete't'alJiets. Since..'the~~;fornuiated product '.has
'iri¡:lr';pV.ee:d9issolut:ionc9.a)7aRter~stic$that exceedtl'e specifications ,.

e~t'aêlllShedbyUSP,the/::t::irfIrequests awáiverofill-vivo bioavailabili ty
Sti;~~(~/ . , '.'.''''''', ,.. '., ,. .,..' . ,." .

..F"Clrff¿latioh:
. ,.'-.; -,-: .-.' ",--

,a. .', Oiçjfnrrnulati'on (séeNDA" 12-å~7/S..02$,VÔ.i.J.5~1):
:':'.'.

~iy~gpy#~~plate . '2 mg

b(4)

) j
';-', ...... "

Gl vcoovrrolate 2 mg

1 I

b(4)



:'(

-2-

DISSOLUTION:

b(4)

The dissolution tests were conducted according to the USP xx dissolution
prqcedure using the Basket Method.. Tests were performed using simulated
I .. ~ . -- ~ 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 dissolLJtiondata using water as a medium. The firm should
submit dissolution data of both old and new formulations using 0.5 1
water äs . medium.

. CONCLUSION:

The Divisi.on of Biophatmaceutics has received a request for a waiver for
a. bioavailal:ülityrequirement (Submission Date: December 2. 1982).
According to "Approved Prescription. Drug Proclucts with Therapeutic
EquivalenceE:yaluationsr"..GlYGopyrrolatewaS, chategor ized .. under code AA
i.e. .. ro.ducts not..... resentinbioe uivalence roplems, in . conventional 

do.saQefoi:rn$..Productscódedé.s .IAA ..are ..sta.ndard. . formulations 0 f ..;those

active ingredi~ntsthat arènot:iegarded as,iPtesentingeither . actual. or
potentialtjioequivalenceprobl~ms. . Inapôi.tipn,the drug. products of the
· activeingredienteremanufactu.redindo~egefdrms .. not. presenting
bioequivalence problems,. s.uchasplaintablets. . cap~uies , solutions',
elbdrs ,syr.up,andtinctures). . TheUivisiOnofBiopharmaceljtics is not
aware of any in yivobio-stuqy pe'rformedbygeneriCcompany.
AccordinglY,i. a ...waiver... .shouldbegramted.,however ,bec~use... of.lack of
'prgper ..;dis~oluti9ndiata. ,..the/Divisipn.;.ofBioph.armaceuticscannot waive in
...vi.yobioavatlabilitynow........Thefirmis. to.submi.t.dissolution results .-
. using'lateras medium. . Thèrabové recommendetion .should be forwarded to
t~efirm. ..

~"r~' J-\ÁlÃ~J-
Mei-YingHuang, Ph.O
Pharmacokinetics Branch

\,

RD INITIALEDBYVISWANAT~i ;.' /"' /"J, ...1
FT INITIALED BY PURICH~d~ ~...
HUANG/kak/3/28/83:FT : 4/18/83: cs

cc: NDA12827/S~033()rig., HFN-IIO, HFN-525 (HUANG), Chron File, Drug
File, Review File.

bi
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WDA 12-827

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

SEP f 3 198.3

..
Dear: Mr. Wh ite ~

We acknowledge receipt of your resuhmitted supplementa.l application for th~
fo llowing:

Name of Jirug: Robinul Tablets

NÐA Number: 12-327

S~pplement Number: S 032, S 033

Date of Resubmitted Supplement: August 1. 1~~3

Date of Receipt: August 4. 1983

All communications concerning this NDA shQuld be addressed liS foTiQws:

Nat iona 1 Center fc.r Drugs and B 10 lQgics

Oi v is ion of Card io-Rena 1 Drug Products li l1fN..nO
Attention: DÙCUMENT CONTROL ROOM #163-30
5500 Fishers Lane
Roc~vi ite. Maryland 20857

Sincerely yours,

cc:
(riginal NDA
HFN-110
HFN-llOICSOA~
HFN-l10IJ68l~e~/9-6-83
dmuI19-12-8311181c
RID init. ,lUipe~tn J.~

RESUBMITTED SUPPLEMENT ACKNOWLEDGEMENT

~.'~tt;tern
Supervisory Consumer Safety Officer
Divhion of Carciio..Rênal Drug Products
Office of Drug Research and Review
National Center for Drugs and Biologics

dtbv~ 4~l1\~ 01



.,,
Willam S. White
Drug Registration Specialist 0, R'J r.p.i f\ î. .~ ¡ l) ll\:./.'~.;

A'H'RoBINS

A. H. Robins Company
1211 Sherwood Avenue
Richmond, Virginia 23220
Telephone (804) 257~2502 , ~ .....'tn;f"':rtt~l

tm!, 
, '7?L ;\¡"iJ"!.dll~ ~

Division of Cardio-Renal Drug ~Products /JI"~
HFN 110, Room 16B-30
National Center for Drugs

and Bi 01 ogi cs
Food and Drug Admi ni strati on
5600 Fi shers Lane
Rockvi 11 e, MD 20857

August 1, 1983

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

Gentl emen:

This is an amendment to supplement S-033 to our New Drug Application
for Robinul Forte (glycopyrrolate) Tablets. This s~plement provides for
a reformulation designed to enhance the dissolutiapvcharacteristicsof the product. ,;".'~
Reference is al so made to your letter of May 13, 1983, requesti ng
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 ~ 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
~ vivo bioavailability requirement.

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

Si ncerely,wLl~
Will i am S. White

slw



/ Page( s) Withheld

V' Trade Secret I Confidential (b4)

Draft Labeling (b4)

Draft Labeling (b5)

Deliberative Process (b5)

Withheld Track Number: Administrative- /J~¿ji1
~032.
5033



Wiliam S. White 0 RIG i N A ..L
Drug Registration Specialist I J I

A. H. Robins Company
1211 Sherwood Avenue
Richmond, Virginia 23220
Telephone (804) 2S7~2502

A'H'RoBINS .:r-lr'~:.~;:: :~
.. ¡ " "D~~D~;;i~t

Division of Cardio-Rena1 Drug
Products

HFN 110, Room 16B-30
National Center for Drugs

and Bi 01 ogi cs
Food and Drug Administration
5600 Fi shers Lane

Rockville, MD 20857

'(ll"

August 1, 1983

Re: NDA 12-827,S-032
Robinu1 Tablets

Gentlemen:

This is an amendment to supp1ementS-032 to our New Drug Application
for Robinu1 (glycopyrro1ate) Tablets. This supplement provides for
a reformulation designed to enhance the dissolution characteristics
of the product.

Reference is a1 so made to your letter of May 13, 1983, requesti ng
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 ~ tablets of the old
and new formulations. Individual results along with the statistical
results are included. This information should permit a waiver of any
~ vivo bioavai1abi1ity requirement.

This information is concurrently being submitted to supplement S-033
for Robinu1 Forte Tablets.

Si ncere1y,~LL~
William S. White

slw
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Willam S. White
Drug Registration Specialist r¡

~ ;, it 'i
'\.... !. ".

:1

i\
L
h""'

~~~ A. H. Robins Company
1211 Sherwood Avenue
Richmond, Virginia 23220 ri 6?~
Telephone (804) 257r,2?.p~-filn-Er ~\O S--' . .¡

l4DA. ,i¡..,. -' . '-~".. ;¡

c' ,"'ul i.u~.R . CF -itl'iDA ~u¡"'r . _ ....v . .. ~

A'H'RoBINS Division of Cardio-Renal Drug
Products

HFD 110, Room 16B-30
Nationa 1 Center for Drugs and

Bi 01 ogi cs
Food and Drug Admi ni strati on
5600 Fi shers Lane

Rockvi 11 e, MD 20857

December 2, 1982

Re: NDA 12-827

(Robi nul Forte Tablets)

Gentlemen:

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 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 reformul ated product has improved di ssol uti on characteri s-
tics that exceed the specifications established by USP, we hereby
request a waiver of any in-vivo bioavailability testing that may be
deemed necessary.

Enclosed, in triplicate, are the following:

NDA

Part Descri pti on

6

7

Full List of Articles Used as Components

Full Statement of Composition

Method of Preparati on of Master

,,,.,~.P?''-'¡''-''''''':b:~,:''

I ''''."cordY ./ ....
d

9'9ßi ~
~

8( d)

8( g)

8( h)

Raw Material Specifications

Manufacturi ng Instruct ions

For

~
~
. \

ot.Cø
4f k

.. U



Div. of Cardia-Renal Qru§ Products
Page 2 '
December l) 1982

NDA

Part

8(n)

8(p)

10

rlm

Enclosures

Descript ion

Fi ni shed Product Specifiçati ons

(QrA. Spec. No.4 dated November, 1981) revised to
incorporate the dissolution sp~cificatiÐns required
in the USP monograph for Glycopyrro 1 ate Tabl ets.
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

'-- --.--~--

l

Note: L

(

Sincerely,ø~~~..
William S. White
Drug Registration Specialist

b(4)

(

1.1lJ(4)



~~A f"'.0ffiZRlt~-o~
Willam s. WhiteU . ..~ ~ ... . .-....~
Drug Registration.sB)fi~tl~\. ¡fO¡; .,~E. s.;

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

r-\ i':.. ....' 1"1 (._.,l: li , i I
~ b ~ .:,~ ~ :1 ~.-.~\'.' ti .., '''.

'\ i/\ l
:-'."';k-.

A'H'RoBINS Divisißn of Cardio-Renal Drug
Products

HFD 110, Room 168-30
National Center for Drugs and

Biologics
Food and Drug Administration
5600 Fi shers Lane
Rockvi 11~, MD 20857

December 2, 1982

Re: NDA 12-827
(Robi nul Tablets)

Gentlemen:

This manufacturing supplement to our approved New Drug Application for
Robi nul Tablets provi des for a reformul at i on 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 specifications established by USP, we hereby
request a waiver of any in-vivo bioavailability testing that may be
deemed necessary.

Enclosed, in triplicat~, are the following:

NDA

Part

6

7

Description

Full List of Articles Used as Components

Full Statement of Composition

8(d)

8( g)

8( h)

Raw Material Specificati ons ....;:..1
. ..-"!'' .~.¡. ..



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

NDA

Part Description

Finished Product Specifications8(n)

(Q.A. Spec. No.4 dated November, 1981) revised to
incorporate the dissolution specifications required
in the USP monograph for Glycopyrro 1 ate Tabl ets .
The other speci ficati ons and test procedures remai n the
same, as per the USP monograph. Note: The di s i nte-
gration specification was deleted upon adoption of the
dissolution specificattort.

8(p) Stability Data, Dissolution Data, and Proposal of
Expiration Dating Period

10 . Preclinical Investigations

\
(

b(4)

(
Si ncere ly,

z!L~-/~
William S. White
Drug Registration Specialist

rlm

Enclosures


