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MDA 12~827/5-024
$-025

JAN 30 1881

A.H. Robins Company )
Attention: Frances Aaroe , -
12171 Sherwood Avenue

Richmond, Yirginia 23220

Dear Mrs. Aaroe:

Piease refer to your supp?emcnfa; new drug applications of March 3, 1¢ 8G
{5-024) anc June 6, 1980 (S-025) submitted pursuant to section 505{(b) o
the Federal Food, Qrug, and Cesmetic Act for Robinul and Robinuid Forte
{(glycopyrrolate) Tablets

We also acknowledge receipt of your additional communication dated July
3, 1980 amending $-024.

The supplemental applications provide for packaging the tablets in high h(4)
gensity polyethylene containers ($~074) and —

1ene contatniers =
(— batch sizes (5-025). - b4}

We have completed tne review of these supplemental applications and thay
are approved. Gur letter of December 27, 1975, detailed the conditions
relating the approvel of this application.

Sincerely yours,

: Stewart - J. Ebrreich, Ph.D.
cc:BALT-DO Deputy Director
~Arig. NDA _ . _ Civision of Cardic-~RBensl
HFD-616 , drug Products
HFD-110 Bureau of Drugs

HFD-110/CS0

HFD- 110/Wo1ters/12/4/80/1/19/81/1/19/81/mbr/i/17/81/th/1/£7/81/3418A

R/D init by: uLangston/12/4/80
RTempie/12/4/80
AThompson/1/19/81
SEhrreich/1/19/81

APPROVE SUPPLEMENTWﬁ;//j?/ﬂ
L
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CHEMIST'S REVIEW 1. ORGANIZATION 2. NDA NUMBER
(611 necesksary, continue any item on 8°° x 10%:*’ paper. HFD-110

8. SUPPLEMENT(S) PROVIDES FOR:

S$-024 Provides for packaging the tablets in HDPE

ey continuation fo item by numbers) 12-827
3. NAME AND ADDRESS OF APPLICANT (City and State) . 4. AF NUMBER
+A.H. wsbins Company ‘ | 6-375
12}4 Sherwood Avenue - [s. SuPPLEMENT (S)
Richmond, Vif"gfﬂi’_ﬁ 2322(’)_ 'NUMBERILS) ‘DATELS)
‘6. NAME OF DRUG 7. NONPROPRIETARY NAME :
Robinul s Glycopyrrolate 5-024 3~3~80
Robinul Forte $-025 6-6-80

containers. » {(Reports,
$-025 Provides for ' —

. . | 7-3-80h(4)
“@ ~———— in the batch sizes.
Ammendment dated 7-3-80 submitted in response 1o ourn

9., AMEND A}SK;PE_OTHEF!
. S

s

10. PHARMACOLOGICAL CATEGORY|at+ter. 1. HOW DISPENSED 12. RELATED IND/NDA/DMF ()
Antichol inergic Do e | DME
: ' ' Rirx  ° [Jorc |DMF
13. DOSAGE FORM (S) 14,POTENCY (fos) — DMF t————
Tablets - | mg and 2 mg (Forte)
15. CHEMICAL NAME AND STRUCTURE 16. RECORDS AND REPORTS
' USP XX : ) CURRENT. ]
[2] YES CInNo
. REVIEWED
A% » . ) ‘X veS [Iwo
NA? coMMENTS §-024. ———— is being deleted as a source of the containers
Letters of authorization are included.
If additional suppliers are used an appropriate suppiement will be submitteq.
$-025~ The - ' b
—_— ithe batch sizes. These adjustments were slight. “

18. CONCLUSIONS AND RECOMMENDATIONS

- Approve supplements Q& '
. Q§Q,
\ N
19. : , REVIEWER
NAME ~
R.J. Wolters v WJ‘;}% //27/?1 D?EillcggpoLETED
DISTRIBUTION ‘ }i;OR!GINA-L JACKET [JREVIEWER ' [_] DIVISION FILE

FORM FDH 2266 (7/75) PREViOUS EDITloﬁAY BE USED UNTIL SUPPLY 1S EXHAUSTED.

HFD-110/CSO
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HDA. 12~827 ;

: 3196@’»'

“a& ﬂv&gqg :
ﬁ}vsrginia 2322¢

Qﬁar %s. Aﬁ?@%s

H@ ackﬁew}eége ?aceiyt of your resﬁﬁma%%aé sapﬁiumen a% application for
- the fﬁiis ingt _ L

,ama'ﬁf arug. 2“" nul and Rebinul Feria-

DA Number:  12-827

Supplement Number: 5-024
9&%&'Qf:§E$$§mft¥§Q SH3§?QmEét= July 3; 1980

fate of R@cewﬁ*z 'Jﬁly 8, 1980 |

A?? cemmuﬁ%cat*aas eans&raing thzs ROA sheu?d be addressed as “a%ia@g'

Bureau of Druys HF&~3%@
Astention: DOCUMENT Eﬁﬁ?ﬁ@L ROOM #1&8*3&

5608 Fishers Lane

.
T ~R9€kv1‘1e, Maryland 298%2
Siﬂcare¥y yﬁars,v
—
ch :BALT-DO g a A Morgenstern :
rig. NDA $g§ﬁrv23ﬁ?y Lot ﬁmer Sa¥aty OFfF i
HFB=110 : ' - Divigion of Cardip- '
HFD-110/CS0 A . Brug Products.
HFD—]]O/Geralng 1759 QWOI%D-ﬁ - Bursau of Jrugs

'HFD—1]0/Mathews/9/5/ 80/&fr/9/8/80/1950A

 RESUBMITTED SUPPLEMENT
ACKNOWLEDGEMENT .




e ——
S ™
\"”'wﬁ

NOA 12-827

AH. Robins Company | AUG 6 1980

Attentiont Frances Aaroe
1211 Sherwood Avenue :
R?ahmanés ieginia 23220
Dear Hs. ﬁ&r@gz
ﬁe-ae&na&?&é@&'&&s&i@teﬁfwyéyr supplemental application for the fs%%ﬁ@iﬂg@
Hame of Brugs Robinul & Rebinul Forte
NDA Number: 12-827 | |
Supplement Number: S$-025
Bate of Supplement: &aﬁe~ﬁ;”1§$ﬁ

- Dateof Receipts 383& ng.zésé»*

’ﬁl3gé§ﬁ@ﬁﬂ#ﬁ&§f§ﬁ$vQéﬁ&ﬁ?ﬁiﬁgfﬁﬁig ﬂﬁﬂ;séeaié be ééé?esseé»a& fé%§e§s%

-iiﬁéﬁ?&%ﬁvygﬁﬁﬁg

HNatzlis ﬁ%\g @gisﬁam

| Supervisory Consumer Safety Of
o Divisten of Caréiﬁ*%aaaf

Orug Products

Buresy of Drugs

cc: Blt-Dist

NDA Orig. 12-827

HFD-110 o

HFB-T110/CSO-- : l?;_:;, : ;
HFD-616 - o )
HFD*]}G/ABrewn/8/4/80/J3/8/4/80/1579A

 SUPPLEMENT ACKNOWLEDGEMENT -




A'H'ROB'NS ' Division of Cardio-Renal Drug

vl

W
W

Frances Aaroe, Manager

s ORIGINAL

A. H. Robins Company
025- 1211 Sherwood Avenue
—~—— "= Richmond, Virginia 23220
(804) 257-2502

o M/Azz |

Ny SUPPL g

Products
Bureau of Drugs HFD #110
Document Control Room 16B-30
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

June 6, 1980

RE: NDA 12-827 _ v
Robinul. and Robinul Forte
CFR 314.8(a)(5)(iv)

Gentlemen:

Reference is made to. our updates of manufacturing procedures for

on May 20, 1977 for our New Drug Application -
for Robinul and Robinul Forte Tablets.. These were approved on
July 13, 1977.

| | | b(4]
The '~ — — ~7
—— — — : The ¥ ——— for
Robinul Tablets —— -smaller batch size - _ bi£)
and the — for Robinul-PH Tablets prov1des for a

batch size —————— . The ~—— the
manufacturing procedures have been amended.to reflect the new batch
sizes. These new , — - o h(4)

Copies of these are submitted in triplicate for inclusion in our
NDA.

Sincerely,

Frances Aaroe
FA/ps
Enclosure
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Frances Aaroe, Manager
Domestic Regulatorysi#

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

(804) 257-2502 RESUBMBS!ON RS

Division of Cardio-Renal 625254(
Drug Products

Bureau of Drugs, HFD #110

Document Control Room 16B-30

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

July 3, 1980 OR‘G‘NAL

Re: NDA 12-827/S-024
Robinul and Robinul Forte

/I'H'RO BINS

Gentlemen:

Reference is made to your letter of April 30, 1980 regarding Supplement
024 to our New Drug Application for Robinul and Robinul Forte.

You requested letters authorizing the agency to refer to the drug
master files of all containers. Attached are letters of reference Z
from the following suppliers:

: h(4) ;
— - DMF " ——
T (owF —  bid) ‘

h{4
You requested that ~—————— specify 4——————in the manu- ( )
facture of all containers used .- _— h(4)
.——_————— Please replace the packaging material specifications
—— with the attached Code ~———————— These specifications b(4)
for the bottles indicate ——— and other approved suppliers

as the source.

If suppliers other than those listed above are to be used, an appropriate
supplement will be made.

Since the bottles of 100 are not intended to be dispensed to consumers
and will no longer have child-resistant closures, new Tabels will
contain the statement, "Bulk Container - Not for Household Dispensing.”
This is in accordance with the CPSC's publication in the Federal
Register of March 23, 1978 (copy attached) on interpretation of the
Poison Prevention Act of 1970. Twelve copies of each label will be
submitted as soon as available.

Sincerely,
P O Btaet—

Frances Aaroe

dwm
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PTER N-—CONSUMER PRODUCT.
 SAFETY COMMISSION

SUBCHAPTER E—POISON PREVENTION
PACKAGING ACT OF 1970 REGULATIONS =

)ART 1701 —STATEMENTS OF POLICY

AV LN sAT Rl

AND INTERPRETATION

Prescription Drugs Distributed to
 Pharmutias

AGENCY: Consumer Product Safety

Commission. .
ACTION: Finalrule.

SUMMARY: The Consumer Product
Safety Commission Is amending its

resulations to add an interpretation’
urder the Poison ‘Prevention Packags

ing Act to require that all prescription

drigs subject to 2 child-resistant pack-

aging 'standard that are distributed to
phaymacies shall be in child-resistant
packaging if the immedizate packages
in which the drugs are distributed by
the manufacturers are intended to be
the packages in which. the drugs are
dispensed to.the consumer..The regu-
Jation is riecessary to insure that the
pharmacist will actually dispense the
drug in the proper package. The Com-
‘mission has received inquiries that in-
«d ‘g that some manufacturers may
®,  Jeaware of ihe proper interpreta-
Bk ol the act. R

DATES: This statement of policy and

interpretation is effective March 23,

. 1578.

FOR FOURTEER INFORMATION
CONTACT: ,

Wade Anderson, Directerate of Com-~
" pYance =nd Enforcemert, Consumer

Product Safety Commission, Wash-

ington, D.C. 20207, 201-492-6780.
SUPPLEMENTARY INFORMATION:
Section 3 of the Poison Prevention
Packaging Act of 1970 (“the act™), 15
U.S.C. 1472, authorizes the estabiish-

ment of standards requiring “special -

packaging” for certain houselrold sub-
staneces in order to protect children
from serious personal injury or serious
illness resuliing Ifrom hardling, using.

or ingesting such substances. “Special.

packaging” ‘is packaging ‘that is de-
signied or constructed to be: (1) Signifi-
cantly difficult for children under 5
years of age to open or obtain 2 toxic
or harmful amount of the substance
contained therein within 2 reasonable
time, and (2) not cifficult for normal
2dults - to  use preperly (15 U.S.C.
1471EN. A “houseshold substance” is
ore which is customarily produced or
distributed for sale for consumption or
use, or custonzrily stored, by individ-
v~1s in or about the household.

the FzoRAL REGISTER of April 16,

(w% .3 (38 FR 9431, 9432), 2 regulatipn_

FEDERAL REGISTER, VOL 43,

ULES ‘AND REGULATIONS. -

(now ‘16 7CFR 1700.14(a)10)) was
issued-that. requires that all oral pre--
seription human drugs be supplied in

special packaging. In the preamble to

that notice, the criterion for determin-
Ing when a manufacturer has the obil-
gation for providing special packaging
for an item that will be dispensed pur-
suaxit to the order of 2 licensed medi-
cat practitioner was stated a5 follows:™

»» ¢ * the person who places 3 househoid
suhstange subject to these standards into a
container must determina if that containar
is in fact.a package In which the substancs
may be delivered to the consumer for use or
storage in the household. It it is, these stan-
dards apoly. The responsibility, howyever.
for repackeging (bulk) prescription drugs o
accordance with those standards rests with
the Individual dispersing such substances at
the retail level” [emphasis suppliedl.

. Manufacturers of prescription drugs
generally package them in different
types of packages, depending on
whether the manufacturer intends,
that the original package will be the .
one in” which the drug is ultimately
given to the consumer or whether it is
intended that the drug will be repatk-
aged before it is dispensed to-the con- -
sumer. If the drug is intended by the-

‘manufacturer to be repackaged (bulk

package), -the m sufacturer need. not
utilize special packaging.

The policy of the Consumer Product
Safety Comrmission and the Food and
Drug Administration, which preceded
the Commission in administering the-
Poison Prevention Packaging Act, has’
uniformly been that all prescription
drugs subject to 2 special packaging
standard that are distributed to phar-
macies shall be in- special packaging if
the immediate package jin which the

-drugs are distributed by the manufac-

turer is intended-to be tne package in.
which the drugs are dispensed to the
consumer. Whether 2 rmmanufacturas
intends that a package will be the one
in which the drugs are dispensed to
the consumer can be determined from
the type of package, whether the &
cillary instructions provided on the
package (such as for storage, handling,
or use) are intended for consumers,
and other factors. Bulk packages -of
drugs that are intended to be repack-
aged by the pharmacist for dispensing
to consurmers need not, of course, con-
sist of special packaging. Such druzgs
must, however, be placed in special
packaging by the pharmacy 2t the
time of dispensinz to the consumer
unless, pursuant to section 4(b) of the
act, the prescribing practitioner
orders, or the purchaser requests, oth-
erwise. )

The Comanission believes that this
{nterpretation of the manufaciurer’'s
responsibility Is necessary in order to
insure that the pharmacist will actual-
ly dispense the aruz in the proper
package. If manufacturers were to.
place prescription drugs in packazes

11979

that are intended for consumers but
that do not comply with the standard,
it is likely that these drugs wonld be |
distributed to consuxmers in such ron-
complying’ packaging regarcless of
whether such packaging was ordered
by the prescribing ‘practitioner or re-

- quested by the copsumer. he Com-
mission believes such 2 likelihood

exists because, unlike bulk-packaged
drugs that must be repackaged, érugs
placed in consumear packagzes by manu-
facturers in many irstances cannot be
repackaged without some inconve-
nience and ordinarily need only be la-"

‘beled by the pharmacy before they

can. be dispensed to a CONSUMEr. The
legislative history of the act shows
that it was the inteat of the act for
special packaging to be the rule and
not the exception. -

The Cormmission has received inquir-
fes that indicate that some manuiac-
turers may not be aware of the proper
interpretation of the act.as ‘expressed
jn this policy. Therefore, in order to

assist manufacturers of prescription

drugs in discharging their respensibil-

- seription érugs must consist. of “spe-

NO. 57—THURSDAY, MARCH 73, 1978

“subject to section 4(b) of the

ities under the act concerning such
drugs that are distributed to pharmna-
cies, the Consumer Product - Safety
Commission has codifiad (in §1701.1).
the following statement of its policy
concerning which packages of pre-

cizl” (child-resistant) packaging that
complies with the standards in 16 CFR
1700.15. : :

. Manufacturers should also note that
section 4(z) of the act (which allows
manufzcturers to package & single size
of 2 regulated product i noncomply-
ing packaging under certain circuim-
stances) does not apply to substances
ach:-
Thus, since the section 4(a) single-size
exemption for over-the-counter druzs

anl otber household substances does -
.ot apply. to prescription:drugs, every

anit of a2 prescription drug subject to 2
special packaging stendard which is’
distributed by the manufacturer o a
pharmacy in a3 package intended to te
dispensed to a consumer shall be in

special packaging. A pharmacy mal, o

however, upon the request of 2 patient
or 2n order of the medical practitioner

prescribing the drug, convert the packs -

azing to conventional (noncomplyingl
packaging or repackage it in- such
packaging.

This statement of policy 2nd inter-
pretation, which merely codifies a
long-standing Commission policY, is
being issued as § 1501.1 of 2 new Dart
1701, which will
pretation concerning the Poisen Pre-
vention Packaginz Act of 19%70. Since
$1701.1 is an interpretive rude 2nd a
statement of pelicy, the provisions of
the Administretive Procedure. Act (3
U.S.C. 553) relating to notice of pro-
posed rulemaking, onportunity for

also countain anry
future statements of policy and.inier- .

ou g e | prederem b
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el

e

raven

oraiaee mev @



ot i o s P b

i "Rt

11980

~omment, and delayed effective date
do not apply. and §170%.1 will become

- effective imrmediately. " .

Therefore, uader provislons of the

‘ Poison. Prevention Packaging Act of

1970 (secs. 2-4, Pub. L. 91-601, 84 Stat.
1670, 1671:°15 US.C. 1471-1473) and
the Federal Food, Drug. and Cosmetic

Act (sec. T0Na), 52 Stat. 1055, 21 -

U.S.C. 3Tl{a) and-by the authority
granted by the Consumer Product

- Safety Act (sec. 30(a), Pub. L. 92-573,

85 Stat. 1231; 15 U.S.C.-207%a)), the

Commission amends Title 16, Chapter -

II, of the Code of Federal Regulations
by adding to Subchapter B a.new Part
1701 reading as follows:’ .
Sec. . . . Lt
1701.1 Special packaging for substances
subject to a standard that are distribut.
ed to pharmacies to be dispensed pursu-
ant to an order of a Necensed medical
- practitioner. ' .

" AvTHORITY: Se

§1701.1" Special packaging for substances
subject to a standard that are distribut.
ed to pharmacies to be dispensed pur-
suant to an order of a licénsed medical
practilioner. ) ’

(2) In order to assist manufacturers

-

N 2.4, Pub. L 91-601, 84 -
Stat. 1670, 1671 (15 US.C. 1471-1473); sec.-
701Ga), 52 Stat. 1055 (21 U.S.C. 371(ad.

- . packaging. - =

of -prescription drugs in discharging

their responsibilities under tke act
concerning such drugs that are distrib-
uted to pharmacies, the Consumer

‘Product Safety Commission has codi-

fied this statement of its policy con-
cerning which prescription drug pack-
ages suppliel by manufacturers to

pharmacies must comply with the

»special” - (child-resistant) packaging

requirements contained in 16 CFR

1700.15. -

(b) Manufacturers of prescription
drugs may package such drugs for dis-
tribution to pharmacies in different
types of - packages, depending on
whether the manufacturer intends
that the package will be the one in
which the drug is ultimately given to

the consumer or wnether it is intend-

ed that the pharmacist will repackage
the drug before it is dispensed. to the
consumer..If the drug is supplied in a
bulk package from which individial
prescriptions are intended to be re-
packazzed by the pharmacist, the man-
ufacturer need not utilize spacial pack-
aging. However, the Commission inter-
prets the provision of the act as re-
quiring that all prescription drugs sub-
ject to a special packaging standard
that are distributed to pharmacies
shzll be in special packaging if the im-

RULES AND REGULATIONS

mediate package in which the drugs

.are distributed by the manufacturer is
intended to be the .package:in which
the drugs are dispensad to the con-
sumer. Examples of such packages in-
clude . mnemonic dispensing . devices;
dropper .bottles; packages.with- “tear

-off” labels; packages which. incorpo-

rate ancillary instructions for consum-
er handling, storage; Or use on perma-
nently affixed portions of their labels;
and products intended to be reconsti-
tuted in their original containers. The
‘Comupission: believes -that -this-inter-
‘pretation’ is mecessary - in'Torder to

- insure that the pharmacist will actual-
" 1y dispense the drug in the-proper

package. If the pharmacist receives a

‘request from the consumer Or an order

from the prescribing medical practi-
tioner for -conventional {noncomply-

z-ing) packaging section 4(b) of _the_act.i
permits the pharmacist to convert-the -

package to conventional packaging or
repackage the drug in conventiqn'al

¢{c) Manufacturers should alsd note-
that .section 4(a) of the.act (which
allows a product tc be marketed in
noncomplying packaging of a sinzle
size under certain circumstances) does
not apply to prescription drugs subject
to section 4(b) of the act. Thus, since’
the section 4(a) single-size exemption
for over-the-counter drugs and cther
household substances does not apply
to prescription drugs, every unit of 2

. prescription drug subject to a special

packaging standard which is distribut-
ed to a pharmacy in a package intend-
ed by.the menufacturer to te dis-
pensed té 2 consumer shall be in spe-
cial packaging. . . = )

(d) Nothing in this statement of
policy and interpretation should be in-
terpreted as relieving the pharmacist
of the responsibility of insuring that
all prescription drugs subject to a spe-
cial packaging standard are dispensed
to the consumer in special packaging
unless otherwise ordersed by the pre-
scribing practitioner or otherwise re-
quested by the consumer. ) -

Effective date: This part is effective
March 23, 1978, : ,

Dated: March 16, 1978.
Sapye E. DUNN,

Acting Secretary, Consumer
Product Safety Commission.

\[m Doc. T8-7690 Filed 3-22-783; 8:45 aml
\
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Title 17—Commodity ond Securities
. Exchanges

 CHAPTER I1—SECURITIES AND ~
. EXCHANGE COMMISSION <

™ [Release MNo. 3414570}

PART 200—ORGANIZATION; CON-
DUCT AND ETHICS; AND {NFOR-
MATION AND REQUESS. :

Delegation of Authorily to the Direc«

tor of the Division of Morker Ragu-

" lation- =

AGENCY: Securities .and Exchange

Cormumnission. . ; .
ACTION: Final rule amendment.

SUMMARY: The Commission today
apnnounced the amendment of  its

Rules of Orzanization to delegate to

the Director of the Division of Market
Regulation . limited: .authority  to
exempt SECO broker-dealers from the
Commission’s. regulations ‘governing
the participation of a SECO broker-
dealer in the public offering of its own

securities or-those of an affiliate. The: '

- gelegation of _authority .will externd
only to exemptions for public offer-
inzs of debt securities issued by an af-
filiate of a SECO broxer-dealer. -

EFFECTIVE DATE: March 16, 1978.

FOR FURTHER
CONTACT:

Charles M. Horn, Esquire, Office of -

Chief. Counsel, Division of »arket

INFORMATION-

. Regulation, Securities and Exchenge

Commission, 500. Northr Capitol

. - Street, Weashington, D.C. 20549, 202~

755-8747.

SUPPLEMENTARY INFORMATION: .
Securities Exchange Act Rule 15b10-9
(17 CFR 240.15b10-9) establishes stan--

dards for .tne pactieipation by &

of 2 national securities association (a

“gSECO broker-dealer”} in the public

offering of its own or an affiliate’s se-
curities.. Paragraph (d) of that Rula
allows the Commission .to grant -ex-
emptions from the provisions .of the

proker-dealer which is not @ member

Rule if the.proposed activities of the

SECO broker-dealer do not fall within

the intended meaning and purpose of
the Rule. The Comission has grani--

ed conditional exemptions to SECC
broker-dealers participating in the dis-

tribution of debt securities issued by

affiliates of such broxer-dealers and
believes that those exemptions offer
sufficiently clear guidance to warrane

2 delegation of its authority to the Di-
_rector of the Division of Market Regu-

lation. Moreover, by. delegating its au-
thority. the Commission also beliaves
it will facilitate the processing. under
the Securities Act of 1933, of registra-
-tion statements for debb securities of~
fered by 2 SECO broker-dealer affili-

A .
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