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M 88-441

SidGeak Laboratories, Ing.
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»':.Keferm 18 made o yﬁu; shireviated new doug application dated July 25,
" 1983, ‘submitied pursvant o Bection 505(by of the Federal Food, D Drug, amd -
Cosmetic Aot for Bethanechol Chicride Tablets, 25 sy

Reference is alse made to your .otter of May 14, 1984 wwending this
application. '

We hove "Cﬂ?;_‘héte: the review of thiz abbrevisted new drug applisgation and
have corcluded that the drug is safe and sffective for ugse as recommended
in the mutxeﬁ lebeling, Accordingiy, the application is approved.

Any signif -;:arm change in the ucuwa,tmm {:&tsm& in this abi
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Conopge WY DE ohade, e
provizions of Section 314
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status of this drudg.

For Inmitlal Compaigns: We recuest dat you sumit, in ;ﬁzgéiq;at{*, any
propesad auwz:tlsmg oL prmmm copy which you intend o use in your
immediate sdvertising or promotional omwpaignes. Please submit  all
PEODoEeS mt&&:'zéﬁ.‘.} in draft or mook- P form, not f£ipal print.  Sugmit
both coples together with a copy of the propogsed or fimal Pr inted
labeling !39 the bivision af Emg davertising and L@hselmg {M*aéﬂ}
Also, pieasé do ot use Fosm FD-U253 for this submission.

For Subsequent Campaigns: ®We call your attention to Regulation 21 CFR
318.300 (DY {3)  whick *efg_l'fe:s that wmaterial ifor @y subsequent
afdvertizing er prowotional cempalgns, at the time of thelr initial use,
be submitted W our mvz_slm of Drag Advertising and Labellsg ,‘H‘Eﬁwafi
with a corpleted Form FI+-225 A cogy of Porm FD-2253 s enclosed fo
VOur ConvenRiency
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The enclosures summrize the conditions relsting to the spproval of this
application.

Dizrector o
- Divigion of Generic rugys
; - Office of Drug Btandavds
' Center for Druge and Blologies

Comditions of Approval of a Wew Drug Application
Records & Raporte Regulremsnts
Porm FD 2253
<C: NWE-DO
HFN-230
HFN-10

e ,;,'ﬁ‘[/ 5

TPoux/JMeyer /ViWalton

R/D INITIAI, JMever/MSeife
mm:5/24/84  (3009A)
Approved
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'BﬁIHANECHOL CHLORIDE TABLETS, USP
29 1984

DESCRIPTION:
;ﬂthanechol chloride, an ester of a choline-like compound, is 2-|(aminocarbonyl)oxy}-N,N,
trimethyl-1-propanaminium chloride. Bethanechol chloride is a white hygroscopic, crystal-
powder having an amine-like odor and is freely soluble in water.

e structural formula is: /
c% C7H17C1INO,
Molecutar Weight: 196.68 3
CE':;.".:') V
- a

CH3CH—CH:N (CHa)a
|

o) 0O—CO—NH:

C“'“'i_.,,:;

{C:) L....Bethanechol chioride, a cholinergic agent, is available as 10mg. and 25mg. tablets intended
+4@r oral use.

@Z&nmcu PHARMACOLOGY: »
thanechot chloride acts principally by producing the effects of stimulation of the parasym-

pathetic nervous system. Itincreases the tone of the detrusor urinae muscle, usually produc-
ing a contraction sufficiently strong to initiate micturition and empty the bladder. It stimulates
gastric motility, increases gastric tone, and often restores impaired rhythmic peristalsis.

Stimulation of the parasympathetic nervous system releases acetylcholine at the nerve
endings. When spontaneous stimulation is reduced and therapeutic intervention is required,
acetylcholine can be given, but is rapidly hydrolyzed by cholinesterase, and its effects are
transient. Bethanechol chioride is not destroyed by cholinesterase and its effects are more
prolonged than those of acetyicholine.

It has predominant muscarinic action and only feeble nicotinic action. Doses that stimulate
micturition and defecation and increase peristalsis do not ordinarily stimulate ganglia or
voluntary muscles. Therapeutic test doses in normal human subjects have little effect on
heart rate, blood pressure, or peripherat circulation.

INDICATIONS AND USAGE:

Bethanechol chloride is indicated for the treatment of acute postoperative and postpartum
nonobstructive (functional) urinary retention, and neurogenic atony of the urinary bladder
with retention.

CONTRINDICATIONS:

Bethanechol chloride is contraindicated in the presence of mechanical obstruction of the
gastrointestinal or urinary tracts, or in conditions where the integrity of the gastrointestinal or
bladder wall is questionable. Also, it is contraindicated in spastic gastrointestinal distur-
bances, peptic ulcer, acute inflammatory conditions of the gastrointestinal tract, or peritoni-
tis, or in marked vagotonia.

Bethanechol chloride is also contraindicated in latent or active asthma, hyperthyroidism,
coronary occlusion, bradycardia, vasomotor instability, hypotension, coronary artery dis-
ease, epilepsy, and parkinsonism.

WARNINGS:

Asthmatic attacks may be precipitated, especially in susceptible individuals. Substernal
pressure or pain may occur; however, it is uncertain whether this is due to bronchoconstric-
tion, or spasm of the esophagus. Myocardial hypoxia must be considered if a marked fall in
blood pressure occurs.

Transient syncope with cardiac arrest, transient complete heart block , dyspnea, and orthos-
tatic hypotension may be associated with large doses. Patients with hypertension may react
to the drug with a precipitous falf in blood pressure. Short periods of atrial fibrillation have
been observed in hyperthyroid individuals following the administration of cholinergic drugs.
Involuntary defecation and urinary urgency may occur after large doses.

PRECAUTION:

General: In urinary retention, if the sphincter fails to relax as bethanechol contracts the
bladder, urine may be forced up the ureter into the kidney pelvis. if there is bacteriuria, this
may cause a reflux infection.

Drug Interactions:

Spedial care and consideration are required when bethanechol is administered to patients
concomitantly being treated with other drugs with which pharmacologic interactions may

¥
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" oceur. Examples of drugs with potential for such interaction are: quinidine and procaina-
mide, which may antagonize cholinergic effects; cholinergic drugs, particularly cholines-
terase inhibitors, where additive effects may occur. When administered to patients receiving
ganglionic blocking compounds a critical fall in blood pressure may occur, usually preceded
by severe abdominal symptoms.

Pregnancy:
Pregnancy Category C. Animal reproduction studies have not been conducted with bethan-
©chol chioride. It is also not known whether bethanechol can cause fetal harm when ad-
ministered to a pregnant woman or can affect reproduction capacity. Bethanechol shouid be
given to a pregnant woman only if clearly needed.
Nursing Mothers:
It is not known whether this drug is excreted in human milk. Because many drugs are
excreted in hurnan milk, caution should be exercised when bethanechol is administered toa
nursing woman.
Pediatric Use:
Safety and effectiveness in children below the age of 12 years have not been established.
ADVERSE REACTIONS:
Adverse reactions are infrequent with bethanechol chloride. The following may occur:

Cardiovascufar: Fall in blood pressure (see WARNINGS).

Gastrointestinal: Involuntary defecation, vomiting, colicky pain, abdominal cramps,

diarthea, nausea and beiching, salivation and borborygmi.

Respiratory: Asthmatic attacks and dyspnea.

Neurologic: Headache, facial flushing.

Urogenital: Urinary urgency.

Miscellaneous: Substernal pressure or pain (see WARNINGS), malaise.
OVERDOSAGE: ’ o
Maintain artificial respiration until antidote can be given. Atropine sulfate is a specific anti-
dote and may be given in doses of 0.6mg-1.2mg intraveneously (slowly), intramuscularly, or
subcutaneously to counteract severe toxic cardiovascular or bronchoconstrictor responses
to bethanechol chloride.
DOSAGE AND ADMINISTRATION: .
Dosage must be individualized, depending on type and severity of the condition to be
treated. .
Preferably give the drug on an empty stomach to minimize the possibility of nausea and
vomiting.
The usual adult oral dose ranges from 10 to 50 mg three or four times a day. The
minimum effective dose is determined by giving 5 or 10 mg initially, and repeating the same
amount at hourly intervals untif satisfactory response occurs, or until a maximum of 50 mg
has been given. The effects of the drug sometimes appear within 30 minutes, and are
usually maximal within 90 minutes. The drug’s effects persist for about one hour.
HOW SUPPLIED:
As a pink round, scored compressed tablet impressed with SL/324 containing 10 mg of
Bethanechol chloride in bottles of 100, 500, 1000:
NDC #50111-324-01, bottie of 100 Tablets
NDC #50111-324-02 bottle of 500 Tablets
NDC #50111-324-03, bottle of 1000 Tablets
As a yellow round, scored compressed tablet impressed with SL/325 containing 25 mg of
Bethanechot chloride, in bottles of 100, 500 and 1000:
NDC #50111-325-01, bottle of 100 Tablets
NDC #50111-325-02, bottle of 500 Tablets
NDC #50111-325-03, bottle of 1000 Tablets
CAUTION:
Federal law prohibits dispensing without prescription.
Revised 4/84

Manutactured by
SIDMAK LABORATORIES, INC.
East Hanover, N.J. 07936




Labeling:_\
NDA No: yg"/"// RW
Reviewed by: |/ /

Copies of the final printed label are attacted: =
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AR n osage and complete prescribing .
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Bethanechol Chloride
Tablets, USP 25mg.

§ 314.1(f)(1) LABEL AND OTHER LABELING.

e
1IQfdual dosage and complete prescribing
information: See accompanying litera-
ture
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NDC 50111-325-01
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NDC 50111:d25-

ture.
Store at controlled room temperature
15° to 30°C (59° to 86°F).

This is a bulk package. Dispense con-
tents with child?r:csistam closure (as re-
quired) and in tight, light resistant con-
bl ntai tainer as defined in the USP/NF.

Each tablet contains: Keep tightly closed.

1 Bethanechol Chloride, U.S.P. 25M0- oo; i ang il medicaton out of the ;-
! i reach of children.
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Usual dosage and complete prescribing

information: See accompanying litera-
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Store at controtled room temperature 15°
to 30°C (59 to 86°F).

This is a bulk package. Dispense contents
with child-resistant closure (as required)
and in tight, light resistant container as
defined in the USP/NF.

Keep tightly closed.

Keep this and all medication out of the
reach of children.

NDC 50111-325-02

Bethanechol Chloride
Tablets, USP 25mg.

Each tablet contains: \\\A
Bethanechol Chloride, U.S.P. 25mg.

CAUTION: Federal (USA) faw profibits . S5
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LABORATORIES. INC. ca

500 Tablets 17 Wesl Street 8 Iﬁ

East Hanover, NJ 07936
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NDC 50111-325-03
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Store at controlled room temperature
15° to 30°C (59° to 86°F). P

* This is a bulk package. Dispense con-
tents with child-resistant closure (as
required) and in tight, light resistant

NDC 50111-325-03

Bethanechol Chloride

Tablets, USP 25mg.

Each tablet contains:
Bethanechol Chioride, U.S.P. 25mg.

CAUTION: Federal (USA) law prohibits

container as defined in the USP/NF.
Keep tightly closed.

Keep this and all medication out 6f
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SIDMAK LABORATORIES, INC.
EAST HANOVER, N. J. 07936
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REVIEW OF PROFESSIONAL LABELING
ANDA - Draft

DATE OF REVIEW: 8-24-83
ANDA #: 88-441 (25 mg)
. 88-340 (10 mg) o
N OF DRUG: Generdc: Bethanechol Cirforid
| DATE OF SIBMISSION: 7-25.83
_c0ﬁ§é§f§f?¥ S |

""'Taﬁfi’été .

 Contd ory, 100s, 500s, 1006s
Insert: Not satisfactory
| a) Must beagbd&53§?£afprovide information similar to our
Labeling Guideline.
RECOMMENDATIONS:

1. Firm may prepare FPL for container Tabels.

2. Send insert Labeling Guideline. Request that firm prepare and submit
revised insert labeling. The date of printing must appear on this

labeling. Q

Kent \J\. Johnson

cc:
dup
KTJ/c1/8-24-83

NAME OF EIRM: Sidmark Laboratories

N
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(11 swcossary, continum onp liom Gnl mberd oo 'Genemc Drugs

2. NDA NUMDLELR

88-441

3. NAME AND ADDRESS OF APPLICANTY (Cliy end $iats)

Sidmak Laboratories, Inc.
East Hanover, NJ 07936

€s AF NUMBLR

Be SUPPLEMENT (S)

MUMBERIS) |°  DaTELls)

6. WAME OF DRUG T NONPROPRIET ARY HAME

Bethanechol Chloride

[ N SUPPLEHGN*N PROVIDES FOR:
original'

| APPEARS THIS WAY

ON ORIGINAL .

L3

8. AMENDMENTS AND OTHES
(Reports, stc) DATES

10, PHARMACOLOGICAL CATEGORY 11, HOW DISPENSED

urinary retention &R nx

O orc

Fz. RELATED IND/NDA/OMF(S)

13. DOSAGE FORM (8} A4 POTENCY (les)

Tablet 25 mg

15. CHEMICAL NAME AND STRUCTURE

16. RECORDS AND uzpon'rif
CURRENT i

Cvres .OYwo ;

REVIEWED i

Cres Cw~o :

17, COMMENTS

Approvable letter sent 5-22-84.

App]icént not on the alert list dated May 14, 1984.

100s; 500s & 1000 tablets.

FPL for container labels and insert labeling sétis. per’ﬁfPoux 5-22-84.

24 month expiration date approved for product packaged in HDPE containers of

18, CONCLUSIONS AND RECOKMENDATIONS

approved .

19. . - . REVIEWLR

W AML V.wa]ton MGNATURE l’/p]/ﬂ%

DATE COMPLETLD °

5-22-84

DISTRIOUTION  ° 7] oniciNAL JACKET [TJREVICWER

{7) pivisioN TiLE

YRS
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2, NDA NUMULR
88-440 & 88-441

3., NAMC AND ADDRESS OF APPLICANT (City and State)

Sidmak Labs
Eagt Hanover, NJ

Q. AF NUMBER

$e SUPPLEMENT (S5)

HNUMSER(S) DATES)

7. NONPROPRIETARY NAME

C. NAME OF DRUG
. Bbethanechol Chloride
T8, SUPPLEMENT(S! PROVIDES FOR: -

original

APPEARS THIS WAY
ON ORIGINAL

S AMENDMENTS AND OTHER
(Reposts, otc) DATES

1

190. PHARMACOLOGICAL CATEGORY 11, HOW DISPENSED

'O

O ove

rz. RELATED IRD/NDA/DMFI(S

88-440 10 mg

13. DOSAGE FORM (5) V4.POTENCY (ise)

1]

tablet o 10 and 25 mg

88-441 ' 25 mg

15. CHEMICAL NAME AND STRUCTURE

16. RECORDS AND REPORTS
CURRENT

O res COwo
TREviewEs
) ves Owno

17. COMMENTS

Inspection:

Applicant, R
per. L.Hartley 1/3/84.

s =g ra gatis.

Labeling:

Insert satis. per K.Johnson 4-11-84 request FPL.

) - - ON ORIGINAL

APPEARS THIS WAY

18, CONCLUSIONS AND RECOMME NDATIONS

approvable letters sent

19, REVIEWLR

V.Walton-

DATE COMPLETLD

4-12-84

DISTRIBUTION ] oniGINAL JACKET {TJrevicwcr

{ ) oivisiON FiLE

_FORM FDN 3266 7/78)

PREVIOUS EDITION MAY OC USLD UNHTIL SUPPLY 15 EXNAUSTED. 1




88-441

§314.1(f) (1) (1)

THE COMPOSITION OF THE DRUG, STATING

THE NAME AND AMOUNT OF EACH INGREDIENT CONTAINED IN A
STATED QUANTITY OF THE DRUG IN THE FORM IN WHICH IT IS

TO BE DISTRIBUTED.

INGREDIENT -

Bethanéchol Chloride

Total

Weight

i SIS e RSO B i e

APPEARS THIS WAY
ON ORIGINAL

MGS. PER TABLET

* 25.50

SL~FORM I

SIDMAK LABORATORIES, INC.
EAST HANOVER, N. J. 07936
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Generic Drugs

2. NDA NUMBER

88441

i -

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

Sidmak Laboratéries
East Hanodver, NJ

e Qe AF NUMBER .

Se SUPPLEMENT (S)
NUMBER(S) DATE(S)

G. NAME OF DRUG

_ Bethanechol Chloride

7. NONPROPRIETARY NAME

B SUPPL;EMEKT(S? PROVIDES FOR:

original

9« AMENDMENTS AND OTHEI
(Reports, otc) DATES

19, PHARMACOLOGICAL CATEGORY

=Xynx

1. HOW DISPENSED

- [ ove .

f2. RELATED 1ND/NDA/DMF (S)]

88-440 10 mg

13, DOSAGE FORM (s}

tablet C .

14.POTENCY (ies)
- s

25 mg

15. CHEMICAL NAME AND STRUCTURE

16. RECORDS AND REPORTS
.CU RRENT )

[ ves
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Cno
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\ware?

17, COMMENTS

Application date: 7-25-83
Rx statement - satis.

Signed 356H -~ ok
Table of contente - ot
Qover letter- ¢

#24 continued -

CGMP certifica

A

#27 continued -
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18. CONCLUSIONS AND RECOMMENDATIONS o -~

not approved

"'

REYIEWCR

NAMLE

SICHATURT ;ﬁ/ .
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. DRUG TRADE MARK (1f any)

T

C DEPARTMENT OF HEALTH & HUMAN SERVICES

Memorandum

TO :Manufacturing Review Branch (HFN-322) DATE: 7-28-83
Division of Drug Quality Compliance

FROM :Division of _ Generic Drugs
Requester’s Name D Rosen - PHONE: 34080

"SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEHENT NUMBER 88 440° 88—441

DRUG NONPROPRIETARY NAME: du_ rlde Usp Tabs

DOSAGE FORM AND STRENGTH(S) _‘ 1-;- 25mg.

DRUG CLASSIFICATION: . PROFILE CLASS CODE:
(Priority) | AorB 1C Other

APPLICANT'S NAME: Sidmak Laboratorles
ADDRESS: 17 West St., East Hamver NJ 07936

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

1, Applicant : .

2. |

3

4 4

5. |
.

omnents:” ( ) See Attacned. - , ;

( ) Aotual on-site inspection requested.

Reason:

R RN RN NSRRI R RN R RN AR RD RN DR R R RGN E RN R AS
FOR HFN-322 USE ONLY:

Request Rec‘'d: Inspection Requested:
(if applicable)

Firm(s) are in Compliance With GMPs:
Basis for Decision:
Reviewing CSO: Concurrance:

co: HFN-
HEN- .
HFN-322
FORM FDA 3274 11/63)
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Softrzre 14
Frdrcate 1.
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Lcruter ¥seufacturer and ocel: IMentify sainfeome computer on which softuare s eperational, Use mzeufacturer,
Eael, org $-Ter1Atiung ara Cideg proviced in ¢ Circuler A-11,

£o7zuter Persey Pecuirarertss Maximem wezory recuired £ execute softuare other than that reguired for operating
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THET.
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Enter code best descriding softwire statuss
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Teplirned
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® In this drary, €lementy 30e nitered in Freirs for Sdentificaticn pirjoses,
Ida e fina forx; cleasats vill te Brrkercl sejuentdally,

{FR Doc.73-18071 Filed 8-27-73;8:45 ant]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration -

sions pursuant to the evaluation of re-
ports rececived from the National Acad-
emy of Sciences-National "Research
Council, Drug Eifficacy Study Group, on

[DIEST 0336 Docket No. FDC-D-307; NDA ~ the following drugs:

Drugs for Human Use; Drug Efficacy Study Djvision of Merck and Co., Inc., West,

In a notice (DFSI 6536) published in

the
(38

6-636}
BETHANECHOL CHLORIDE

NDA 6-536; Urecholine Chloride Tab-
lets and Injection contalning bethane-
chol chloride; Merck Sharp & Dohme,

Implementation; Followup Nqtice Point, PA 19488,

All 1denticul, related, or similar prod-
FruERAL REGISTEK of May 22, 1971 ucts, not the subject of an approved new
FR 0341), the Commissioner of drug application, are covered by the new

Food and Drugs announced his conclu- drug applicadfon (s) reviewed and aro

22

subject to this notice, See 21 CFR 13(
(37 FR 23185, Oct. 31, 1972y, Any per:
who wishes to determine whether a s
¢iflc product 15 covered by this not
should write to the Focd and Drug ¢
ministration, Bureny of Drugs, Oflice
Compliance (BD-200). 5660 Fish
Lane, Rockville, MD 20852,

The notice stated that bethanecl
injection was deemed ellective for o
tain indications and the tablets probai

sibly effective and lacking substant:
evidence of Tectiveness. The possit
eflective ind.. .tions have been reclas:
.fied " as lacking substantial evidence
eflectiveness in that no new eviden
of effectiveness has been received pu

- suant to the notice,

Based upony reevaluation of availab
information, the Indications previgus
" considered as probably effective are no
regarded as effective, Also, the require
ment that bioavailabitity data be sul
mitted has been deferrcd and abbreyi
ated rather than new dru
applications and supplements may b
submitted.

Accordingly, the previous announce
ment is amended to read as follows:

A. Effectiveness classification —T1:
Food and Drug Administration has con:

- sidered the Academy's rcports, as wes

as other available evidence, and con
cludes that:

1. Bethanechol chloride injection ane
tablets are effective for ireatment o
acute postoperative and postpartum non.
obstructive (functional) urinary reten-
tion and for Leurcgenic aiony of the
urinary bladder with retention.

2. These drugs lack substantial exvi-
dence of eflectiveness for al their othe.
labeled indications.

B. Conrditicns Jor appirorel ang M-
keting—The Food and Drug Adminis-
tration is prepared to approve abbrevi.
ated new drugz applications and
abbreviated supplements to- previousl:,
approved new drus applications und. ;
conditions descriped hercin,

1. Form of drug.—These preparation-
are in sterile agueous solution ur tabler
form suitable for subcutaneous or oraj
administration, respectively.

2. Labeling condilions.—3a. The label-
bear the statement, “Caution: Fedey.:
law prohibits dispensing without pre-
scription.”

b. The drugs are Libeled to comp!-
with all requirements of the Act and r¢;:-
ulations, and the Jabeling bears adequt.
Information for sate and cllective use o
the drug(s), The “Indications” are w
follows: -~

INvicaTIiONS

For the treatmeat of scute postoperatii¢
and postpartum Bonobsiructve (functiunal)
urinary retention and for neurogenie’ atony
of the urinary bladder with retention,

3. - Marketing status —MLarketing o1
such drugs may be continued under the
conditions described in the potice ei-
tited Conditions Jor Marketing  New
Drugs Evaluated in Drug Licacy Study,
published in the FEDERAL RFEcisren Jiil
14, 1970 (35 FR 11273), as follows:

FEDERAL REGISTER, VoL, 38, NO, 166—TUESDAY, AUGUST 28, 1973
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o aggey O ~ .
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. ¥or holders of “deemed approved”
ne druf applications (f.e. an applica-
tiay which became effective on the basis
of =afety prior to October 10, 1962), the
submission of a supplement for revised

'lahcllnsz aud an abbreviated supplement

Larr 'tina infone~tinn as dereribed In
paragapis b dy and (i) of the
notice of Ju‘s 14, 1970.

b. For gny perren who does not hold
an nppro’.fcd or cffective new drug appli-
cation. the submission of an abbreviated
new drut application as described in
paramravh (a)(3) (1) of thai notice.

¢. For any distribyigr o +he drug, the
use of Iabeiinn in agRerd ith® this an-
nounecment for any such drug shipped
within the juri-diction of the Act as de-
scribed In poragraph (b) of that notice.

C. Nolicc of opportunity for a hear-

" ing.—Nolice Is given to the holder(s) of

the new drur application(s) and to any

~other interested person that the Com-

missioner propozes to issue an order
under section 503(e) of the Federal Food,
Drug, and Cosmetic Act (21 US.C. 355
(e)) withdrawing approval of the listed
new drug application(s) and all amend-
ments and supplenmients thereto provid-
Ing for indicalions lacking substantial
cvidence of cficctiveness referred to in
paragraph A.2. of this notice on the
grounds that new information before
him twith respect to the drug(s), evalu-
ated together with theevidence available
to him at the time of approval of the
application(s), shows there is a lack of
substantial evidence that the drug(s)
will have all the efects purported or
represcented to have under the conditions

- of use prescribed, recommencded, or sug-

goested in the labeling. An order with-
drawing approval will not issue with
respect to any application(s) supple-
menled. in accord with this nolice. to
deleie the claim(s) lacking substantial
evidence of efiectiveness.

Any manufacturer or distributor of
such an identical, related, or similar
product is an interested person who may
in response to his notice submit data and
information, request that the new drug

* application(s) not be withdrawn, request

a8 hearing, and participate as a party in
any hearing.

In accordance with the provisions of
seclion 505 of the Act (21 U.S.C. 355)
and the regulations promulgated there-
under (21 CFR Part 130), the Commis-
sjoner hereby gives the applicant(s) and
any other interested person an opportu-
nity for a hearing to show why approval
of the new drug application(s) providing
for the claimn(s) involved should not be
withdrawn.

On or before September 27, 1973 the
applicant(s) and any other interested
person may file with the Hearing Clerk,
Food and Drug Administration, Roomn
686, 5600 Fishers Lane, Rockville, Mary-
land 20852, a written*appearance elect-
ing whether or not to avail himselfl of
the opportunity for a heuring. Faliwre
of an applicant or any other interested
person to flle a written appearance of
election within the specified time wil
constilute an clection by lidm not to

avail himscl{ of the opportunity for a

* NOTICES

hearing. No extension of time may be
granted.

If no person elects to avail himself of
the opportunity for a hearing. the Com-
missfoner without further notice will
enter a final order withdrawing hpproval
of the annlirnfien(s) which have not
been suppicmentcd to deleie the indica-
tion(s) lucking substantial -evidence of
eflectiveness.

If an applicant or any other interested

‘person elects to avall himself of the op-

portunity for a hearine. he must file,
on.or befere September 27, 1973, a writ-
ten appearance requesting the hearing,
glving the reasons why avproval of the
new drug apolication(s) should not be
withdrawn, to~cther with a wcll-orga-
nized and full-factual analysis of the
clinical and other investizational data he
is prepared to prove in support of his
opposition. A request for a hearing may
not rest upon mere allegations or denials,
but must set forth specific facts showing
that a genuine and substantial issue of
fact - requires & hearing (21 CFR
130.14(b)).

If review of the data submitted by an

applicant or any other interested person
warrants the conclusion that there
exists substantial evidence demoensirat-
ing the etlectiveness of the product(s)
for the labeling claim(s) involved, the
Commissioner will rescind this notice of
opportunity for hearing.

If review of the data in the applica-
tion(s) and daia submitted Ly the ap-
plicant(s) or any other interested person
in a request for a hearing. together with
the reasoning and factual analysis in a
request for a hearing, warrants the con-
clusion that no genuine and substantial
issue of fact precludes the withdrawal of
approval of the application(s), the Com-
miscioner will enter an order making
findings and conclusions en such data
and withdrawing approval of applica-
tion(s) nolt supplemented to delete the
claim(s) involved.

If, upon the request of the new drug
applicant(s) or any other inlcrested
person, & hearing is justified, the issues
will be defined, a hearing examiner will
be named, and he shall issue, as soon as
practicable after September 27, 1973, a
written notice of the time and place at
which the hearing will commence. All
persons Interested in identical, rclated,
or similar products covered by the new
drue application(s) will be afforded an
onportunity to appear at the hearing,
file brlefs, present “evidence, ‘cross-
examine witnesses, submit suggested
findings of fact, and otherwise partici-
pate as o party. The hearing contem-
plated by this notice will he open to the
public except that uny portion of the
hearing that concerns a method or proc-
ess the Commissioner finds entitled to
protection as a trade secret will not be
open to the public, unless the respondent
specifies otherwise in his appearance.

Communications forwarded in re-
sponse to this notice should be fdentified
with the reference number DESI 6536,
directed to the attentlon of the appro-
priate office listed bcluw, and addressed

FEDERAL REGISTER, VOL 38, NO. 166—TUESDAY, AUGUST

to the Food and Drug Administrati:

. 5600 Fishers Lane, Rockville, hiD 20852

Supplements (identify with NDA numbe
Offico of Scientific Evaluation (BD-1C
Bureau of Drugs,

Original abbreviated new drug applicath

(1dentify as such)
Generic Drug Siadi ('D-57), Lurcau
Dru"s
Requcst.s for the Academiy’'s roport:
Drug Elicacy Study laformation Cont
(BD-66), Bureau of Drugs.
Request for Hearing' (identify with doc
number)
Hearing Clerk, (CC-20), Room 6-88, Pa
lawn Bulldine. ,
All ciher communications
announcement:
Dz Eflicacy Study Implermentation T
Ject Mannzer (BD-101), Burcau of Dri

Received requesls for a hearing i
be seen In the oifice of the Ilearinz Cle

‘garding t

- (address given above) dirint rexu

business hours. ’\Ionday )
Friday.

This notice Is issued muqﬂnt to p
visions of the Federal Food. Drug, a
Cosmetic Act (Sec. 502, 505, 52 St
1050-53, as amended; 21 U.S.C. 352, 3¢
and the Admirdstrative P:uccdure 4
(3 U.S.C. 554, and under th2 author
delegated to the Cominisssicier of Fe

and Drugs (21 CFR 2.120).
DatedAugustZl 1973.

Sam D. I'INE,
Associate Commiszioner
Jor Cosiplianee
[FR Doc.73-18152 Filed B-27-73;8:45 an

throu

{DESI 5773 Docket No. FDC-D-642; NDA |
5-T13)

HOLLAND-RANTOS CO., INC.

Nylmerate Jelly; Notice of Gonortunity
Hearing on Propoasal To V.ithdraw
provai of New Drug Application

In a notice (DESI 5773) published
the Frperat RFrcister of July 27, 1f
(37 FR 15030) the Commissioner of Ft
and Drugs announced his conchusic
pursuant to the evaluntion of a rep:
received from the National Academy
Sciences-National Research Coun
Dirug Efficacy Study Group, on the dr
deseribed below stating that the dr
was regarded as possibly effective and
lacking substantial evidence of effecti
ness for the various labcled indlcatio:
The possibly cifective indications he
been reclassified as lacking substant
evidence of eflective in that no ds
have been submitted pursuant to t
notice.

Nylmerate Jelly containinTt no
oxynol 9 (previously listed as pol
oxyethylenenonylphenol), phenylme
curic acetate, and boric acid; market
by Holland-Rantos Co., Inc., Enterpr
Avwenue, Trenton, N.J. 08638 (NI
5-T3).

Therefore, notice is given to t
holder(s) of the new drug applcation:
and:$0 any other intcrested person th
the Commissioner propases to issue
order under scction 503¢¢) ef the Fo
eral Food. Dz, and Coometie Act
US.C. 355ier) withdrawing approval

28, 1973



NOTICE OF APPROYAL
NEW DRUG APPLICATION OR SUPPLEMENT

NDA NUMBER

88-441

DATE APPROVAL LETTER ISSUED

FROM:
Press Relations Staff (HF1-40)

MAY 291081

Bureau of Drugs

[} Bureau of Veterinary Medicine

ATTENTION

approval has been entered above.
’ WE OE AP'PLICATIO’N

Forward original of this form for publication only after approval ietter has been issued and the date of

SUPPLEMENT ABBREVIATED
”D"ORYlG_INA_!.. NOA X D TO NDA _ ORIGINAL NDA

D SUPPLEMENT
TO ANDA

CATEGORY

Bethanechol Chloride

DOSAGE FORM :

= o - ORIGINS _ XXHUMAN
[~ TRABE NAME (or other designatod name) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG.

[ vetemnan

Bethanechol Chloride, 25 mg.

NAME OF APPLICANT (Include City and State)

HOW DISPENSED
Tablet XJ rx et
ACTIVE INGREDIENTI(S) (ae declared on label. Liet by eatablished or nonproprietary name(s) and include (0), 4 nt ia
declared on label.)

APPEARS THIS WAY
ON ORIGINAL

Sidmak Laboratories, Inc.
Fast Hanover, NJ 07936

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

urinary retention.

Treatment of acute postoperative and postpartum nonobstructive (functional)

COMPLETE FOR VETERINARY ONLY -

ANIMAL SPECIES FOR WHICH APPROVED

CHANGE APPROVED TO PROVIDE FOR

COMPLETE FOR SUPPLEMENT ONLY

FORM PREPARED BY
N AME DATE
V.Walton W/mf 5-22-84
FORM APPROVED BY
NAME DATE
FORM FD 1642 (2/75)

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED,



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

88-441

CORRESPONDENCE



idmak

LABORATORIES, INC.

Marvin Seife, M.D.
Director
Division of Generic Drugs

0K

Office of Drug Standards - NDA ORig AMENDMEN:

H
H

National Center for Drugs and Biologics
Room 16-70 (HFN-530)

FOOD AND DRUG ADMINISTRATION

5600 Fishers Lane

Rockville, MD 20852

RE: Abbreviated New Drug Application
Product: Bethanechol Chloride Tablets, 25 mg.

NDA#: 88-441
Dear Dr. Seife:

We refer to your communication dated 4/16/84 regarding the above
referenced unapproved abbreviated new drug application (copy attached).

As per your request, we are herewith submitting 12 copies of
the final printed label and final printed insert in order that
you may complete the review of this application.

We respectfully submit this information and look forward to your
prompt approval in order that we may begin marketing this drug.

Sincerely yours,

Satish P. tel, Ph.D.
President

SIDMAK LABORATORIES, INC.
SPP:1k

L@E@EW@@
(MAY 16 1994
GENERIC DRUGS

/)

a®a®e®
o®e®e®e
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NDA 88-441

Stdmak Laboratories, Inc.
Attention: Satish P. Patel, Ph.D.
17 Hest Street, P.0. Box 371

East Hanover, HJ 0793

Gentlemen:

Please refer to your sbhreviated new drug application dated July 25,
1983, submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for Bethanechol Chloride Tahlets, 25 ma.

Reference is also made to your submission of April 3, 1984,

We have completed the review of this application as submitted with draft
labeling. However, before the application may be approved, it will be
necessary for you to submit final printed labeling. The labeling should
be identical in content to the draft copy, except the ' ~———————

statement should be deleted, If additional information relating to the
safety or effectiveness of this drug becomes availahle hefore we receive
the final printed labeling, revision of that labeling may he required,

Please submit 12 copies of the final printed labels and other labeling.

In addition, we would appreciate vour submitting, in duplicate, the
advertising copy which you intend to use in your immediate or praposed
promotioral or advertising campaign. Please submit this information to
the Division of Drug Advertising and Labeling HFN-240.

The drug may not be legally marketed untiilyuu have been notified in
writing that the application is approved. o

Director' '
Division of Generic Drugs
Office of Drug Standards

‘ f Togics
cc: NWK-DO Center for Drugs and Biologics

HFN-530 J/ =

HFN-616 \ ;AMBK v, 7{ (/
KJohnson/JMe;;:;- f%on (([ g
R/D INITIAL JMeyer

mm:4/13/84 (2019A)
Approvable
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. e
ldmali 17 WEST STREET V\eox 371 e EAST HANOVER, NJ 07936 e Tl HONE (201) 386-55

LABORATORIES, INC. (‘(/
/Mj( o April 3, 1984

3” KW\
Mgrvin Seife, M.D.
Division of Generic Drugs NDA ORIG AMENDMENT

Office of Drug Standards

National Center for Drugs and Biologics
Room 16-70 (HFN-530)

FOOD AND DRUG ADMINISTRATION

5600 Fishers Lane

Rockville, MD 20852

RESUBNiISSIoN

RE: Abbreviated New Drug Application
Product: Bethanechol Chloride Tablets, 25 mg.
NDA # : 88-441

Dear Dr. Seife:

Reference is made to your letter dated March 2, 1984 concerning
the above referenced pending application (see attached copy).

We have enclosed in this amendment a draft copy of the revised
package insert. This draft is in accord with the most current
(March 1983) labeling guidelines.

As regards the stability indicating assay methodology you requested,
I submit the following: We have checked with the FDA (Dr. Eric B.
Shenin), with the USP (Ms. Barbara Hubert -, New Monographs), with
holders of other approved abbreviated applications for this product,
and our supplier of the active new-drug substance. None of the
above sources has an approved, validated procedure for detecting
and/or quantitating any degradation by-products for Bethechol
Chloride. Also, chemically, this drug substance is very stable
under normal storage conditions.

At the present time, we are working to solve this problem, both with

. e==me= . and - procedures. We have not been totally successful
to date. However, we would request that you allow us to market this
product while we continue to try to develop a satisfactory method
which is stability indicating.

We look forward to your favorable response for conditional approval.

Satish P. Patel, Ph.D.
President

SIDMAK LABORATORIES, INC.
SPP:1k
encs.

<X
000K

THE PHARMACEUTICAL GENIUS




cc: NWK-DO

o—n

NDA 98-441

Sidmak Laboratories, Inc.
Attention: Satish P, Patel, Ph.D.
17 Hest Street, P.O. Bow 371

East Hanover, NJ 07936

Gantlemen:

Please refer to your abbreviated new drug application dated July 25, 1983,
submitted pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic
Act for the preparation Bethanechol Chloride Tabhlets, 25 mg.

Reference is also made to your éubmissian dated January 30, 1984 and to our
letter dated December 29, 1983.

The application is deficient and therefore not approvadle under Section 505(h)
of the Act as fallows:

1. It fails to finciude adequate information in the labeling. We
recommend that you revise the package insert 1in actord with the
~1abeling guidelines previously sent.

2. It fails to include a stability indicating assay method, e
racormend that vou develop and submit z — procedure or submit data
indicating that the USP XX assay methed is stability indicating.

The file is now closad., If you wish fo regpen it, the submission should Le in
the form of an amendment to this appiication, adequately organized, which
reprasents the infeormation mnecessary to remove all daficiencies we have
oitt Vined,

If vou do not agree with our conciusions, you may make a writien request to
file the application pver protest, as authorized by 21 CFR 314,110{d). If you
do so, the application shall be re-evaluated and within 20 days of the date of
receipt of such request {or additional period as we may agree uponj, the
application shall bé approved or you shall be given a written notice of
opportunity for a Hearinq on ths question of whether the appiication is
approvable,

e

HFN-530
KJohnson/JMeyer/VWalton
R/D INITIAL JMeyer/KJohnson/MSme irector i
mm:2/29/84 (0781A) Division of Generic Bruas

Not Appro ab]e Office of Drug Standards ' -
A;(y VM&F(' \%ﬁ’ Naticnal Center for Drugs and Biologics

W
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: id ﬁlﬁ iﬁ 17 WEST STREET e P.O.BOX 371 ® EAST HANOVER, NJ 07936 e TELEPHONE: (201) 386-55

LABORATORIES, INC.

January 30, 19_84:

Marvin Seife, M.D. RESUBM!& o

Director

Division of Generic Drug Monographs

Office of the Associate Director for Drug Monographs _ e AT
Office of Drugs NDA OR%G AM@‘DME’ i
National Center for' Drugs and Biologics I

5600 Fishers Lane FPL

Rockville, MD 20852
‘(‘lwkam\ﬁ/\ Q&i\ﬁ aR S«{c

RE: Abbreviated New Drug Application
Product: Bethanechol Chloride Tablets, USP 25mg Wﬁtl . mw{g«h

NDA#: 88441 ' Myt v & ‘..»\m&mé@\

Dear Dr. Seife: 11-28%3 . & )
. \ ;w\u

We refer to our above referenced Abbreviated New Drug Application,
NDA 88-441, and we refer to your letter dated December 29, 1983
(copy enclosed).

In order to remove all deficiencies as cited in your letter and
in order to complete our application, we are herewith submitting
the following information to serve as an Amendment:

Exhibit 1: Twelve copies of the final printed label for
each package size;

Exhibit 2: Twelve copies of the final printed insert, which
incorporates the changes you suggested in your
letter of 12/29/83;

Exhibit 3: An amended page 72. This correctly cites the
stability indicating assay being used, and makes
reference to the pages of the application (pages 66-67)
which outline these procedures;

Exhibit 4: Enclosed in this exhibit are copies of all tests

- . . - - - - - - - - -

Semmememmeses . cONtalners to meet the requirements of
the Code of Federal Regulations.

We respectfully submit this information and trust it will meet w1th
your approval. 7

= 1
. nh g
Sincerely YO@S 2 P

Satis Patel Ph D.: Y AT
Pres 1dent s ?‘jg&g?{i D BIC
SIDMAK LABORATORIES NC . 2 =>"ehCs.
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fDA 88-441

Sidmak Laboratories, Inc.
Attention.‘ Satish P; Pa

e Re?me 'ts a¥s0 made to your S ,‘Esﬁm af ﬁéteﬁer 3, f*'fgsa.

" The appIicat1on is def1cipnt and therefors not approvab?e under Section
595(b) of the Act as follows:

1. It fails to include correct labeling. In this regard:
Container: Satisfactory, 100s, 500s, 1000s.
Insert: ﬂat Satisfactory.

aj ﬁust he updated to provide information similar to our
‘ Labeling Guideline.

You may prepare and submit FPL for container labels. You may
also prepare and submit revised indert labeling. The date of
printing must appear on this labelirg.

2. It fails to include the stability indicatiﬂg assay procedure
- ;refarreﬁ to on page 72 af your. applicatian. i

> B 8. '3It fails to inéicate w&ic& e 1% used by each supp?ier of the
HOPE containers. Also assurances must be made that sech ——
meets the requirements of the Food Add?tive Regulations.

The file is now closed, If you wish to reepen it, the submission should
be in the form of an amendment to. this app!icatlen, adequately organfzed,
which represents the information nesessary to remove all deficiencies we
have cutlined.



":*iéé‘%FW?j“fﬁWKFDQ

NDA 88-441 B - - ' Page 2 -

If you do not agree with our-conclusions, you may make a written request

to file the application over protest, as authorized by 21 EFR

314.110{d). If you do so, the application shall be re-evaluated and

~ within 90 days of the date of receipt of such request (or addftional

- period as we may agree upon), the applicatfon shall be approved or you = -

shall be given a written notice of epportunity for a hearing on the .

question of whether the application 1s approvable, ‘
) TR -. TR

_ fo i'fc:f,é:',af ,Qfﬂs,"Si;;andm;qé_

HFN-530
‘KJdohnson/JdMeyer/VWalton
R/D INITIAL JMeyer/MSeifée
mm:12/27/83. (3942c)

Not Approvable

[ S [ }

(jVM&,la/ | M

KT
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ldmak 17 WEST STREET e P.O.BOX 371 e EAST HANOVER, NJ 07936 TELERHONE: (201) 386-5568

LABORATORIES, INC.

October 13, 1983

Marvin Seife, M.D. EQRRES
Director

Division 6f Generic Drug- Monographs :
Office of the Associate D1rector for Drug Monographs
Offlce of Drugs

3aAmendment to AbbreV1ated Unapproved Appllcatlon
S . - Three Month.Stability Studies: . ..
ST R - Product:  Bethanechol chloride TabletsJ USP“ZS

Dear Dr. Seife-

We refer to our Abbrev1ated New Drug Appllcatlon "NDA 88- 441
dated July 25, 1983, for the pharmaceutical dosage form
Bethanechol Chloride Tablets, USP 25mqg.

Ey Pursuant to applicable regulations, we herewith submit and
enclose the following supplemental 1nformatlon, as outlined
below, in triplicate:

- 1. Three Month Stability Studies, Stability Condition:'R,Tf/
for the above referenced product, in package size of
1000 Tablets per bottle;

2. Thgee Month Stability Studies, Stability Conditions:
v37°C=75% R.H., for the above referenced product in
package size of 1000 Tablets per bottle;

3. Three Month Stability Studles, Stability €Condition: R.T."
for the above referenced product, in package size of
100 Tablets per bottle;

4, Thgee Month Stébility Studies, Stability Conditions:
v'37°C-75% R.H., for the above referenced product in
package size of 100 tablets per bottle.

We respectfully submit this information and trust it will meet
with your approval, and remain,

| mee " DECEIVER
Sincerely yours lyhk SR i}
“%Zi/dﬁ! 0CT 18 1383

”*) Satish P. ﬁatelf\Pth.L President
SIDMAK LABORATORIES, INC

' GENERIC DRUGS sPP:1k
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