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installment notes or contracts, the
extension of direct loans to dealers for
the financing of inventory (floor
planning); and acting as agent fgr the
sale of life, accident and health
insurance directly related to its
extensions of credit. These activities
would be conducted from an office in
Carlisle, Pennsylvania, serving the
surrounding area. Comments on this
application must be received not later
than October 26, 1983.

C. Federal Reserve Bank of Richmond
(Lloyd W. Bostian, Jr., Vice President)
701 East Byrd Street, Richmond. Virginia
23261:

1. Southern Bancorporation, Inc..
Greenville, South Carolina {financing
and insurance activities; South
Carolina): To engage through its
subsidiary, World Acceptance
Corporation, in the activities of making
extensions of credit as a licensed
consumer finance lender; acting as agent
for credit life and accident insurance
written in connection with such
extensions of credit, such activities
being permissible under section 601 (A}
of the Garn-St Germain Depository
Institutions Act of 1982 (“Garn Act”);
acting as agent for credit property
insurance written solely in connection
with such extensions of credit. such
activities being permissible under
section 601 (A) and (D) of the Garn Act.
These activities would be conducted
from an office in Moncks Corner, South
Carolina, serving the approximate city
limite of Moncks Corner and certain
other parts of Berkeley County within a
ten mile radius of Moncks Corner.
Comments on this application must be
received not later than October 27, 1983.

D. Federal Reserve Bank of St. Louis
{Delmar P. Weisz, Vice President) 411
Locust Street, St. Louis, Missouri 63166:

1. West Tennessee Bancshares, Inc.,
Bartlett, Tennessee (mortgage lending;
Tennessee): To engage. through a
wholly-owned subsidiary, Bartlett
Mortgage. Inc., in originating and
processing FHA, VA and conventional
mortgage loans. These activities will be
conducted from an office in Bartlett,
Tennessee, serving Fayette, Shelby and
Tipton Counties, Tennessee. Ccmments
on this application must be received not
later than October 24, 1983.

E. Federal Reserve Bank of Kansas
City (Thomas M. Hoenig, Vice President)
925 Grand Avenue. Kansas City.
Missouri 64198:

1. Mountain States Financial
Curporation, Inc., Albuquergue, New
Mexico (mortgage banking activities;
New Mexico, Colorado, Texas and
{llinois): To provide mortgage servicing
duties for First Federal Savings and
Loan Association of Wilmette, a

nonaffiliated company, required by a
contract between Federal National
Mortgage Association and Evergreen

Service, a previously affiliated company

which was merged into First Federal
Savings and Loan Association of
Wilmette during 1982. These activities
will take place in New Mexico,

Colorado. Texas and Illinois. Comments
on this application must be received not

later than October 28, 1983.

Board of Governors of the Federal Reserve

System, September 29. 1983.
James McAfee,

Associate Secretary of the Board.
|FR Doc. 83-27003 Filed 104483 8:45 am|
BILLING CODE 6210-01-M

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

Advisory Committee Meeting;
Cancellation

AGENCY: Food and Drug Administration.

ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) is cancelling the
meeting of the Fertility and Maternal
Health Drugs Advisory Committee
scheduled for October 13 and 14, 1983.
The meeting was announced by notice
in the Federal Register of September 18,
1983 {48 FR 41649).

FOR FURTHER INFORMATION CONTACT:
A. T. Gregoire, National Center for
Drugs and Biologics (HFN-130), Food
and Drug Administration, 5600 Fishers
Lane, Rockville, MD 20857, 301—443-
1869.

Dated: September 28, 1983.
William F. Randolph,
Acting Associate Commissioner for
Regulatory Affairs.
|FR Doc. 83-27090 Filed 10—4-83: 8:45 am}
BILLING CODE 4100-01-M

T —?

{Docket No. 80N-0382; DES! Nos. 64, 1204, )

5064, 5597, 6303, 7337, 8630, 10996, 13416,
11792 and 16109]

Human Drugs; Prescription and Over-

the-Counter Drug Products Containing
Phenacetin; Withdrawal of Approval of

New Drug Application

AGENCY: Food and Drug Administration.

ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) is withdrawing
approval of new drug applications or
parts of new drug applications that
provide far drug products containing
phenacetin, except for those drug

products that are the subject of a
hearing request. The basis of the
withdrawal is phenacetin's high
potential for misuse and its unfavorable
benefit-to-risk ratio when incorporated
in analgesic combinations which are
then subject to excessive chronic use.

EFFECTIVE DATE: November 4, 1983.

ADDRESS: Requests for an opinion of the
applicability of this notice to a specific
product should be identified with
Docket No. 80N-0382 and directed o0 the
Division of Drug Labeling Compliance
{HFD-310), National Center for Drugs
and Biologics, Food and Drug
Administration, 5600 Fishers Lane.
Rockville, MD. 20857.

FOR FURTHER INFORMATION CONTACT:
Herbert Gerstenzang, National Center
for Drugs and Biologics (HFN-8). Food
and Drug Administration, 5600 Fisners
Lane, Rockville, MD 20857, 301443~
3630.

SUPPLEMENTARY INFORMATION: I 2
notice published in the Federal Register
of August 10, 1982 (47 FR 34836). the
Director of the National Center for
Drugs and Biologics concluded that drug
products containing phenacetin are not
shown to be safe. proposed to withdraw
approval of their new drug applications
or parts of new drug applications
(NDA's or ANDA's) that provide for
products containing phenacetin, and
offered an opportunity for a hearing on
the proposal. The notice stated that
most of the phencetin-containing zrug
products could be reformulated to
acceptable products either by deleting
phenacetin from their formulations or by
replacing phenacetin with another
analgesic. The notice also set for:s
guidelines for acceptable
reformulations. In addition, the Director
stated his intention to publish the
withdrawal of approval order for “hose
phenacetin-containing drug proc .cts not
the subject of a hearing request bv
October 12, 1982. This order was 1o take
effect on August 10, 1983 and all
affected drug products were to b2
reformulated by August 10, 1983 ‘o
continue on the market. After
publication of this proposal, the zzency
determined that greater flexibilisy was
needed in issuing the withdrawa: order
to allow for resolution of proble—s with
the reformulation of phenacetin-
containing products. Therefore, :~e
withdrawal order was not publis=ed on
October 12, 1982 and the requireent
that affected products be reform..ated
by August 10, 1983 was not finai:zed.
Instead, the withdrawal order is now
being published with an effective date of
November 4, 1983.
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In response to the notice of
opportunity for a hearing, hearing
requests were received for the drug
products listed below. These requests
are now under review and will be the
subject of a future Federal Register
rotice. This notice does not apply to
these products and their marketing may
continue pending a ruling on the hearing
requests.

1. Soma Compound Tablets (NDA 12-
365) containing caffeine 32 milligrams
{mg). carisoprodol 200 mg, and
phenacetin 160 mg; Wallance
Laboratories, Half Acre Rd.. Cranbury,
NJj 08512

2. Soma Compound with Codeine
Tablets (NDA 12-366) containing
caffeine 32 mg, carisoprodol 200 mg,
codeine phosphate 16 mg, and
phenacetin 160 mg; Wallace
Laboratories.

3. A.P.C. with Codeine Tablets (no
NDA) containing aspirin 227 mg,
phenacetin 162 mg, Caffeine 32 mg, and
codeine phosphate in several strengths:
Burroughs Wellcome Co., 3030
Cornwallis Rd., Research Triangle Park.
NC 27709.

Hearing requests were not received
for any other phenacetin-containing
drug product listed in the August 10,
1982 notice or for any other product. The
failure to file a notice of appearance and
request for a hearing constitutes an
election by such persons not to avail
themselves of the opportunity for a
hearing. Therefore, this notice
withdraws approval of the new drug
applications or parts of new drug below.

L. Prescription Drug Products Containing
Phenacetin

A. Prescription Drug Products For
Which Supplemental New Drug
Applications To Delete Phenacetin
From Their Formulations Were
Submitted. The manufacturers of the
following drug products have
supplemented their new drug
applications to delete phenacetin from
the products. The reformulated products
are now being marketed or will be
marketed. This notice only withdraws
approval of those parts of the following
applicaiions that provide for
formulations containing phenacetin.
Those parts of the applications that
provide for formulations without
phenacetin are not affected by this
notice.

1. Those parts of NDA 17-534 that
pertain to Fiorinal Tablets and Capsules

containing aspirin 200 mg, butalbital 50

mg, caffeine 40 mg, and phenacetin 130
mg: Sandoz Pharmaceuticals. P.O. Box
11. Route 10, East Hanover. NJ 07926.
2. Those'parts of ANDA 86-231 that
pertain to A.P.C. with Butalbital

Capsules containing aspirin 200 mg,
butalbital 50 mg, caffeine 40 mg, and
phenacetin 130 mg; Chelsea
Laboratories, Inc., 428 Doughty Bivd.,
Inwood, NY 11696

3. Those parts of ANDA 86-237 that
pertain to A.P.C. with Butalbital Tablets
containing aspirin 200 mg, butalbital 50
mg, caffeine 40 mg, and phenacetin 130
mg: Chelsea Laboratories, Inc.

4. Those parts of ANDA 86-710 that
pertain to A.P.C. with Butalbital Tablets
containing aspirin 200 mg, butatbital 50
mg, caffeine 40 mg, and phenacetin 130
mg; Purepac Pharmaceutical Co., 200
Elmora Ave., Elizabeth, NJ 07207.

5. Those parts of ANDA 87-048 that
pertain to Butalbital with APC Tablets
containing aspirin 200 mg, butalbital 50
mg, caffeine 40 mg, and phenacetin 130
mg: Generic Pharmaceutical Corp., 433
Commercial Ave., Palisades Park, N]
07650.

8. Those parts of ANDA 87-279 that
pertain to Butalbital with APC Tablets
containing aspirin 200 mg, butalbital 50
mg, caffeine 40 mg, and phenacetin 130
mg; Lemmon Co., P.O. Box 30,
Sellersviile, PA 18960.

7. Those parts of NDA 10-996 that
pertain to Darvon Compound 65
Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 85 mg; Eli
Lilly & Co., Box 618, Indianapolis, IN
46206.

8. Those parts of ANDA 80-044 that
pertain to Propoxyphene Compound 65
Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Lemmen Co.

9. Those parts of ANDA 83-968 that
pertain to Propoxyphene HCl with
A.P.C. Capsules containing aspirin 227
mg, caffeine 32.4 phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Mylan Pharmaceuticals, Inc., P.O. Box
4293, Morgantown, WV 26305.

10. Those parts of ANDA 84-553 that
pertain to SK-685 Compound Capsules
containing aspirin 227 mg, caffeine 32.4
mg, phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Smith Kline & French Laboratories, 1500
Spring Garden St., Philadelphia. PA
19101.

11. Those parts of ANDA 85-732 that
pertain to Propoxyphene Compound 65
Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Chelsea Laboratories.

12. Those parts of NDA 10-996 that
pertain to Darvon Compound Capsules
containing aspirin 227 mg, caffeine 32.4
mg, phenacetin 162 mg, and
propoxyphene hydrochloride 32 mg; Eli
Lilly & Co.

13. Those parts of NDA 7-337 that
pertain to Percodan Tablets containing
aspirin 224 mg, caffeine 32 mg,
oxycodone hydrochloride 4.5 mg,
oxycodone terephthalate 0.38 mg, and
phenacetin 160 mg; Dupont
Pharmaceuticals, 1000 Stewart Ave.,
Garden City, NY 11530.

14. Those parts of NDA 7-337 that
pertain to Percodan-Demi Tablets
containing aspirin 224 mg, caffeine 32
mg, oxycodone hydrochloride 2.25 mg,
oxycodone terephthalate 0.19 mg, and
phenacetin 160 mg; Dupont
Pharmaceuticals.

15. Those parts of NDA 10-894 that
pertain to Zactirin Compound-100
Tablets containing aspirin 227 mg,
caffeine 52.4 mg, ethoheptazine citrate
100 mg, and phenacetin 162 mg; Wyeth
Laboratories, Inc., P.O. Box 8299,

~ Philadelphia, PA 19101.

16. Those parts of ANDA 87-374 that
pertain to Carisoprodol Compound
Tablets containing caffeine 32 mg,
carisoprodol 200 mg, and phenacetin 160
mg; Danbury Pharmacal. Inc., 131 West
St., Danbury, CT 06810. This product
was not listed in the notice of August 10.
1982. The product was approved on
January 7, 1983, with the understanding
that it would be subject to the final
withdrawal notice for phenacetin-
containing drug products. Therefore, this
product is also subject to this notice.

17. Those parts of NDA 13416 that
pertain to Norgesic Tablets containing
aspirin 225 mg, caifeine 30 mg,
orphenadrine citrate 25 mg, and
rhenacetin 160 mg; Riker Laboratories.
Inc., 19901 Nordhoff St., Northridge, CA
91342.

18. Those parts of NDA 13-416 that
pertain to Norgesic Forte Tablets
containing aspirin 450 mg, caffeine 60
mg, orphenadrine citrate 50mg, and
Phenacetin 320 mg; Riker Laboratories.
Inc.

19. Those parts of NDA 16-109 that
pertain to Sinubid Sustained Release
Tablets containing acetaminophen 300
mg, phenacetin 300 mg,
phenylpropanolamine hydrochloride 10C
mg, and phenyltoloxamine citrate 66 mg
Warner-Lambert Co., 201 Tabor Rd.,
Morris Plains, NJ 07950.

B. Prescription Drug Products for
Which Supplemental New Drug
Applications To Delete Phenacetin
From Their Formulations Were Not
Submitted. Because the foliowing
applications have not been
supplemented to delete phenacetin from
their product formulations. approval of
the entire applications is being
withdrawn. A majority of the products
are no longer marketed.
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‘1. ANDA 85-441; APC with Butalbital
Tablets containing aspirin 200 mg,
butalbital 50 mg, caffeine 40 mg, and
phenacetin 130 mg; Zenith Laboratories,
Inc., 140 Le Grand Ave., Northvale, NJ
07647.

2. ANDA 86-162; Butalbital with APC
Tablets containing aspirin 200 mg,
butalbital 50 mg, caffeine 40 mg, and
phenacetin 130 mg; West-Ward, Inc., 465
Industrial Way West, Eatontown, NJ
07724.

3. ANDA 86-398; Butal Compound
Tablets containing aspirin 200 mg,
butalbital 50 mg, caffeine 40 mg, and
phenacetin 130 mg; Cord Laboratories,
Inc., 2555 West Midway Blvd.,
Broomfield, Co 80020.

4. ANDA 86—432; Butal Compound
Capsules containing aspirin 200 mg,
butalbital 50 mg, caffeine 40 mg, and
phenacetin 130 mg; Cord Laboratories,
Inc.

5. ANDA 86-988; Lanorinal Tablets
containing aspirin 200 mg, butalbital 50
mg, caffeine 40 mg, and phenacetin 130
mg; Lannett Co., Inc., 900 State Rd.,
Philadelphia, PA 19136. .

6. ANDA 86-996; Lanorinal Capsules
containing aspirin 200 mg, butalbital 50

mg, caffeine 40 mg, and phenacetin 130 ~

mg: Lannett Co., Inc.

7. ANDA 80-882; ICN 85 Compound
Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 85 mg, ICN
Pharmaceuticals, Inc., 5040 Lester Rd.,
Cincinnati, OH 45213.

8. ANDA 83-077; Propoxyphene
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 85 mg, Zenith
Laboratories, Inc.

9. ANDA 83-072; Propoxyphene
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg. and propoxyphene
hydrochloride 85 mg; Mylan
Pharmaceuticals, Inc.

10. ANDA 83-086; Dolene Compound-
65 Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Lederle Laboratories, Pearl River, NY
10965.

11. ANDA 83-101; Propoxyphene
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 182 mg, and propoxyphene
hydrochloride 65 mg; Cord Laboratories,
Inc.

12. ANDA 83-106; SK-Propoxyphene
APC Capsules containing aspirin 227
mg, caffeine 32.4 mg, phenacetin 162 mg,
and propoxyphene hydrochloride 65 mg;
Smith Kline & French Laboratories.

13. ANDA 83-230; Propoxyphene
Compound 65 Capsules containing

aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 65 mg; Park Davis,
Division of Warner-Lambert Co., 201
Tabor Rd., Morris Plains, NJ 07950.

14. ANDA 83-530; Propoxyphene
Compound 85 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 85 mg; Purepac
Pharmaceutical Co.

15. ANDA 83-681; Propoxyphene HCl
with A.P.C. Capsules containing aspirin
227 mg, caffeine 32.4 mg, phenacetin 162
mg, and propoxyphene hydrochloride 65
mg; Richlyn Laboratories, 3725 Castor
Ave., Philadelphia, PA 19124.

16. ANDA 83-701; Propoxyphene
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 85 mg; Towne Paulsen &
Co.. Inc., 140 East Duarte Rd., Monrovxa.
CA 91016.

17. ANDA 83-737; Repro Compound 65
Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Reid-Provident Laboratories, Inc., 840
10th St., Atlanta, GA 30318.

18. ANDA 84-190; Propoxyphene -
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 65 mg; Anabolic, Inc.,
17802 Gillette Ave., Irvine, CA 92664.

19. ANDA 84-207; Propoxyphene HCI
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 65 mg; Phillips Roxane
Laboratories, Inc., 330 Oak St.,
Columbus, OH 43216.

20. ANDA 84-249; Propoxyphene HCI
with A.P.C. Capsules containing aspirin
227 mg, caffeine 32.4 mg, phenacetin 162
mg, and propoxyphene hydrochloride 85
mg; Abbott Laboratories, Inc., 14th &
Sheridan Rd., North Chicago, IL 60064.

21. ANDA 86-488; Propoxyphene
Compound 65 Capsules containing
aspirin 227 mg, caffeine 32.4 mg,
phenacetin 162 mg, and propoxyphene
hydrochloride 65 mg; Lemmon Co.

22. ANDA 87-142; Dolene Compound-
65 Capsules containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene hydrochloride 65 mg;
Lederle Laboratories.

23. NDA 16-864; Darvo Comp-N 50
Tablets containing aspirin 227 mg,
caffeine 32.4 mg. phenacetin 162 mg, and
propoxyphene napsylate 50 mg; Eli Lilly
& Co.

24. NDA 16-864; Darvo Comp-N 100
Tablets containing aspirin 227 mg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene napsylate 100 mg; Eli
Lilly & Co.

25. ANDA 87-042; Carisoprodol
Compound Tablets containing caffeine
32 mg, carisoprodol 200 mg, and
phenacetin 160 mg; Bolar
Pharmaceutical Co., Inc., 130 Lincoln St..
Copiague, NY 11726.

II. Over-the-Counter (OTC) Drug
Products Containing Phenacetin

" Approval of the new drug applications
or parts of new drug applications for the
following OTC phenacetin-containing
drug products is being withdrawn. A
majority of these products are no longer
marketed. Some have been reformulated
to delete phenacetin and are now
marketed based on conformance with

. an applicable OTC drug monograph.

1. These parts of NDA 8-412 that
pertain to Decapryn S with APC
containing aspirin 230 mg, caffeine 30
mg, phenacetin 150 mg, and doxylamine
succinate 8 mg or 12 mg; Merrell-Dow
Pharmaceuticals, Inc., P.O. Box 15260,
Cincinnati, OH 45215.

2. Those parts of NDA 6-412 that
pertain to Decapryn with APC

-containing aspirin 230 mg, caffeine 30

mg. phenacetin 150 mg, and doxylamine
6 mg or 12 mg: Merrell-Dow
Pharmaceuticals, Inc.

3. Those parts of NDA 6-921 that
pertain to Coricidin Tablets containing
aspirin 3.5 grains (gr), caffeine 0.5 gr.
chlorpheniramine maleate 2 mg, and
phenacetin 2.5 gr; Schering Corp.,
Galloping Hill Rd., Kenilworth, NJ 07033

4. Those parts of NDA 6-303 and 7-
026 that pertain to Thephorine Tablets
containing aspirin 160 mg, caffeine 15
mg, phenacetin 160 mg, and
phenindamine tartrate 10 mg; Hoffman-
La Roche, Inc., Roche Park, Nutley, NJ
07110.

5. Those parts of NDA 7-018 that
pertain to Thenfadil Compound Tablets
containing aspirin 180 mg, caffeine 15
mg, phenacetin 120 mg, and
thenyldiamine maleate 6 mg; Winthrop
Laboratories, 90 Park Ave., New York.
NY 10016.

6. NDA 7-352; Hista-Pac Tablets
containing aspirin 3.5 gr, caffeine 0.5 gr.
phenacetin 2.5 gr. and pyrilamine
maleate 25 mg; Hance Bros. & White Co..
442 North 12th St., Philadelphia, PA
19123.

7. NDA 7-821; Inhiston-APC Tablets
containing aspirin 3.5gr, caffeine 0.5 gr.
phenacetin 2.5 gr, and pheniramine
maleate 10 mg; Plough, Inc.. P.O. Box
377, Memphis, TN 38151.

8. NDA 8-828; Bristamine-APC
containing aspirin 210 mg, caffeine 30
mg, phenacetin 150 mg, and
phenyloloxamine 25 mg; Bristol
Laboratories, P.O. Box 657, Syracuse,
NY 13201.
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9. NDA 11-292; Cardui Tablets
containing pamabrom 25 mg, phenacetin
125 mg, and salicylamide 200 mg;
Chattanooga Medicine Co., 1715 West
38th St., Chattanooga, TN 3709.

10. NDA 11-849; Pamprin Tablets
containing pamabrom 25 mg, phenacetin
125 mg, pyrilamine maleate 12.5 mg, and
salicylamide 250 mg; Chattem
Chemicals, 1715 West 38th St.,
Chatanooga, TN 37409.

11. NDA 11-922; Carbetapentane
citrate with SPC Capsules containing
caffeine 0.5 gr, carbetaphetane citrate
12.5 mg, phenacetin 1.25 gr, and
salicyamide 3.5 gr; USV Laboratories, 1
Scarsdale Rd., Tuckahoe, NY 10707.

Any prescription or over-the-counter
drug product that contains phenacetin
and is not the subject of a pending
hearing request is covered by this
rotice. Any person who wishes to
determine whether a specific product is
covered by this notice should write to
the Division of Drug Labeling
Compliance at the address given above.

The Director of the National Center
for Drugs and Biologics, under the
Federal Food, Drug, and Cosmetic Act
{sec. 505, 52 Stat. 1052-1053 as amended
{21 U.S.C. 355)) and under the authority
delegated to him (21 CFR 5.82 and 47 FR
25913 published in the Federal Register
cf Tune 22, 1982), finds that new
evidence of clinical experience, not
contained in the applications or not
available to the Director until after the
applications were approved, evaluated _
together with the evidence available
whiten the applications were approved,
shows that such drugs are not shown to
be safe for use under the conditions of
use upon the basis of which the
applications were approved. (This
finding does not apply to those products
that are the subject of a pending hearing
request.)

Therefore, pursuant to the foregoing
finding, approval of the new drug
applications listed above (except NDA's
12-365 and 12-366) or the parts of new
drug anplicalions listed above, and all
amendments and supplements thereto is
withdra2.wa effective November 4, 1983.
Any dr:3 product containing phenacetin
initially introduced or initiaily delivered
for introductien into iinterstate
commerce after November 4, 1933,
except for a drug still the subject of a
hearing request, will be considered
misoranded under section 502 of the act
{21 U.A.C. 352) ard a new drug within
the meaning of section 201 (p) (21 U.S.C.
321 (p) for which an approved new drug
application under section 505 of the act
(21 U.S.C. 355) and Part 314 of the
regulations is required for marketing. In
the absence of an approved new drug
application, any such drug product

L

initially introduced or initiaily delivered
for introduction into interstate
commerce after November 4. 1983, will
be subject to regulatory action. A recall
of phenacetin-containing drug products
is not warranted. The products that are
the subjects of hearing requests may
continue to be marketed pending a
ruling on the requests.

Dated: September 22, 1983.
Harry M. Meyer, Jr.,
Director National Center for Drugs and
Biologics.
[FR Doc. 83-26880 Filed 10-4-83; 8:45 am|
BILLING CODE 4160-01-M

.

Social Security Administration

Title Il and Title XVI Research Grants;
Announcement of the Availability of
Grant Funds

The Commissioner of Social Security
announces that applications wil} be
accepted for research grants auihorized
under sections 1110 and 702 of the
Social Security Act (the Act). This
announcement concerns the Social
Security Administration's research
priority for Fiscal Year {FY) 1984.

Program Purpose

This research is intended to add to
existing knowledge and to improve
methods and techniques for the
management, administration, and
eifectiveness of Social Security
Administration programs.

Program Goals and Objectives

In general, the Social Security
Administration (SSA) will support the
following types of projects:

1. Those which examine the mental.
impairment criteria in the disability
pregram, and

2. Those which examine the
implicaticns of raising the retirement
age under title II of the Act.

Projects

This announcement is for the
following priority research areas:

Priority Research Area—SSA—84-001

This project is intended to encourage
research in the subject area of mental
impairments and their relationship with
functional capacity required to meet the
mental demands of work. A need exists
to understand better the association
between mental impairments and an
individual's ability to perform basic
work-related activities.

The project(s) should involve an
evaluation of the mental impairment
concept and how one establishes the
severity of a mental impairment. An

individual who is physically normal is
expected to be able to perform such
activities as walking, standing, lifting,
carrying, pushing, pulling, reaching, and
handling, without any restriction
because of an impairment. An individual
with a physical impairment may have
limitations in one or more of these
areas. There is a need to know what a
normal individual can do mentally. The
SSA Regulations now require
considerations of such factors as ability
to understand, to carry out and
remember instructions, and to respond
appropriately to supervision, coworkers.
and work pressures in a work setting.
Are there other factors which need to be
considered as elements of intellectual
functioning? What information is
necessary to evaluate these factors and
to assess the limitation of ability to
perform these factors? The present
process of evaluation of physical
impairments under the disability
programs under titles II and XVI of the
Act provides for a relationship between
the judgment of residual functional
capacity and specific exertional levels
{e.g.. sedentary, light, medium work)
which are ccensidered to correlate with
work. There is a need to determine what
factors describing mental impairments
can be used to describe the residual

“functional capacity and how this can be

correlated with the mental demands of
work. Are the factors which need to be
evaluated and the limitations resulting
from mental impairment different for
different types of mental impairment?

Important concepts to be studied are
mental impairment, severity of those
impairments, and the functional
capacity of the individuals relative to
that impairment. In order to properly
investigate these concepis and their
interrelationships, a suitabie population
must be available for study. A grant
applicant must show evidence cf an
agreement with one or more agencies
which assess and/or treat perscns with
mental impairments {unless the grant
applicant is such an agency) stating that
the agency{ies) will encourage persons
to participate in the study. Each
“referral” will be voluntary and and will
not disadvantage the individual in any
regard.

A grading structure should be
developed which will assess severity of
impairment and functional capacity. It
will be necessary to consider what basic
werk-related activities are appropriate
and need to be evaluated; ultimately, a
prediction model should be considered
which will associate mental
impairments and work-related activities.
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(2}, (3). or {4) apove. Climical studies
demonstraung sucsiantiai evidence of
etfectiveness w:ii not be rzauired. but a
clinical study demenstrating that the
combination product dces not cause
hepatic injury will be required. Such a
study may not be required if it is
demonstrated by clinicai evidence
suppiied {rom :he literature that ta
combination i nen-toxic. {n vitro
dissolution rate studies are required as
part of the appiicadon. ln vivo
demonstration af bioavaiability shail be
required of preducis which fail to
achieve acdequate dissoiution.

This notica is issued under the Federal
Food. Drug, and Cosmeuc Act {secs. 502,
S0S. 32 Stat. 103C-1033. 15 umended {21
U.S.C. 352, 3533}) and uncer the authonty
deiegated to the Director of the National
<Center for Drugs and Biclogics {se=s 21
CFR 3.70 and 47 FR 28913 published in
the Federal Register of june 22, 1982).

Datad: July 1, 1832
Harry M. Mever, |r..

Direc:or, Nat:onc.! Center “or Drugs and
Biologics.

{FR Doc. d42-21723 Filag S=9—d 45 ami

BILLING CCDE 4163-31-u

e

ockat Ma. 30%<3252; DES! Nos. 34, 5340,
7337, 3658, 10988, and 11792}

Prescription and Cver-the-Counter
Drug Procucts Containing Phenacsting
Opportunit; ‘cr Hearing on Proposal
To Withdraw Approval of New Drug
Applications

AGENCY: Food and Drug Administration
(FDA).
ACTION: Notice.

" SUMMARY: This 1otics sroposes to

withdraw approval of new drug
applications fer Hoth prescripticn and
over-the-counter {OTC} drugs containing
phenacetin due :0 its high potentiai for
abuse and its unfavorabie benefit-to-risk
ratio when incorporated in analgesic
mixtures wiics dre then subjected to
excessive chronic use. All drug products
containing phenacetin are subject to this
notice. Manufsciurers must reformulate
their products io deiete phenacetin or
replace it with anotner analgesic on or
before August 10, 1983. Thereafter the
marketing of any drug nroduct
containing phenacetin that is not the
subject of a pending hearing request will
be regarded as uniawful.

DATES: Heuring requests due on or
before September 9, 1982

ADDRESSES: Communications in
resgonse to this notice should be
identified with Docket No. 80N=1382,
directed to the attention of the _
appropriate oifice named below, and

addressed tc the Food and Drug

Administration. 300 Fisaers Lane,

Rociviile. MD 22457,

Supptements to fuil new drug
apctications {idennufy with NDA
aumper!: Divisicn of
Neurcpnarmaccicgicai Drug Products
(HFD-120), Rm. 10B-34 (or Division of
Surzicai-Dentai Drug Procducts (HFD-
160}, . 18B—33. Nationai Center for
Drugs and 3ioiogics.

Suppiements :0 adoreviated new drug
apeiicaticns {identifv with AND.
number): Division af Gener:c Drug
Mornographs (HFD-32C). Nai‘onai
Center for Drugs and 3iolegics.

Requests ‘ar Hearing iicentifv with
Docxat Numter acgeanng i1 the
heacing of this aotica): Deckets
Management Branch [HFA-;05), Rm.
452,

Raquests for quideiines or infcrmation
on conduciung aissolution tasis and
bicavaiiability swudies: Division of
Biopnarmaceutics {HFD-320).
Nadcnal Center or Drugs and
Bioioqics.

Questicns about shenaceric sutsttutes
anc wreather a reformuiated sroduct is
idendcal similar. or relaied o a drug
procuct 2vaiuated by the Drun
Ellcacy Study ixzglementadon (DESH
review: Division of Drug Labeiing
Compiiance (HFD-;10). Nazcnal
Cexnter for Drugs and 3iolcgics. Rm.
$B-18 {301—+23-3730).

FCR SURTHER INFORMATION CONTACTS

Herbert Gerstanzang, Nationai Centar

for Drugs and Biclogics (RFT~32), Food

and Drug AdminisTation. 3500 Fishers

Lane, Rockviile, MD 20857; 301—443—

3630.

SUPPLEMENTARY INFORMATION:

Background

Phenacetin, an ingredient in
prescription and OTC drug preducts. has
been wideiv used as an analgesic for
over 30 vears. It is usually used in
combinaticn with other anaigesic
ingredients: it is virtuaily never used as
a single-ingredient drug product
Analgesic mixmures containing
phenacatin when used carcnicaily and
excessiveiy £an resuit in severe and
irreversitCie toxic effects. Phenacetin's
history of 2buse from its misuse and
proionged use led FDA in 166+ 10 require
a wammiag statement in the laoeiing of
all phenacetin-containing precarations.
See 21 CFR 201.309.

[n 1977, :2e FDA Advisorv Review
Panei cn Over-the-Countar internai
Anailgesic and Antirreumatic P-oducta
classified phenacetin as uot safe for
OTC use as an anaigesic because of the
high potertiai for abuse. the mign
potential for harm to the xudneys froor

phenacetin-containing mixtures. and the
possibiiity of hemolytic anemia and
methemogiobinem:a resulting frorm |
abuse?{n armving at its conciusions
regarding the safetv of onenacaun. the
Panel consicered documented evidence
snowng:

1. That the cantral nervcus svstem
efiects of crnenacetn agpear 10 be a
major facicr i1 the chranic apuse of
combinaticns ssntaining this drug.
Severai authicrs of the medical literatura
reviewed nci2c the tabituation
potential of chanscetin-containing
comoizudons.

2. An assecarion berwean excessiva

arenic ingesuen of znenaceaun-
coniaining ara:gesics and life-
threatening unnary Tact and xidnev
disease (renz! papiliary necrcsis.
nonoésiructve interstitiai nepnriis.,
calcification! ancer 3f ih2 «idney

ang biadger.

i
<
o
¢}
Y

Q
the relationsi:c Setween phenac
severe renal 2is2use Was mad2 ov
Parei and sulmiited for outsic
siatisiicai eva.caion. Numercus axger:s
appearad Seforz dne Pznel In adaiticn
the Panei coilaciad zew informarnca
frem a vanety of sources ‘acluding
kidney diaivsis centers and requiato
agencies of cther counrries, The Panel

<

’

“In the opinicn of
evidence reiaung on
enzi disease 1aw darives Tom 3 v

and varied iz z2sizn that e pessibility
of coincidentai association is negiimictie
acd requires 2t phenacetn e

-removed {Tor the OTC druz market

“There is a view sat forth in materal
submitted to :=e Panei that prenacatn
should not be sinzied sut as the

causative agent in analgesic

combination srocucts decause atha

la]

agens in anzigesic combinziiuni, such
as 3spirin or acelaminopns va peen
shown 10 procduca kidnev & 2 wnen

used alone in man and animeals, wnereas
phenacaln zizna 1as rareiv Deen shown
to produce xidn2y damage :n

man ~ ° *. The Panei does not aaree
with this arsument because there are
now thcusancs cf renortea cuses of
kidney disease associated with the use
of pnenacezn-coataining mixtures.
wilile there are orobably no mivre than
ten wetl-documented cases of znaigesic-
induced kidrey disease in the worid
literature that can be defiaitively
associated with abuse of all other single
agent produci3 or combination anaigeste
products rnot invoiving phenacetin. even
though these products are extensively
uged througnout the world. The Panel
has discussed the adverse efiects af
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aspirin on the kicney aisewnere in this
document. * * °

“From :he point of view of safety of
phenace:in, ‘wnether it causes kidnev
disease iiseif. augments erfects of otier
acdve ingredients or increases the use of
other nechrotoxic agents. itis th
Panei's opinion that proionged exceassive
ingesticn of any comuon anaigasic
product containing prenaceun wiil
significantly increase the orobacuity of
serious <idrey disease and cremature
death. These levels and curation of
ingestion, far nxceaeding iaoei directions
for use of such anaigesic mixtures, are
indicative of a serious gotentiai for
abuse problem that the Panel believes is
associated with CNS effec:s of
phenacetin and other comronents of
such mixtures. This is especially :mua for
powder Jormulaticns.

“Phenacetin {5 virtuaily zever used as
a singie agent in the U.S. or any otnar
country. it is aimest alwavs
commerciaily availabie and used oniy {n
combinations containing other analgesic
compcunds. Obviously. since the actual
use of phenaceun a9 a singie entity is
rare, it could not be expected that renal
disease resuiting Tom its use alone
would occur or be repcriad. It should de
noted thougn that at least cre case
allegedly involving oniy prenacetin has
been recorted * * ". Although
epideriological or experimental studies
on the effects of phenacetin alone in
producing renal cisease in man are not
availabie or Jeasibie. several aother types
of evidence indicate the major

" involvement of shenacstin in anaigesic-

induced renal djsease.

“In several major industrialized
countries, where kidney disease induced
by analgesic abuse has been a probiem.
many analgesic mixtures have been

‘{nvolved. Phenacetin has been the

common decom:nator of anaigesic
products respons:tle for the prodlem. In
the U.S., availabie data also indicate
that phenacetin-containing products are
invovled in slmost all reported cases of
analgesic-incduced \idrey Cisease * * °.
“In addition to phenacetin being
involved quaiitatively as the common
denominator. data from several
countries snow sinilar quantitative
relationshups berween the dose of
phenaceatin required to produce a given
degree of kicney injury ur incidence of
kidney disease. irrespecuve of the dose
of other agents invoived * * .
“Retrospec:ive case control studies
indicate that otal doses of 210 4 kg
phenacetin aver a period of about 10
years would resuit in approximateiy a 70
percent probability of renal papiilary
necrosis. The prohability of death due to
kidney failure in patients with
degeneration of the part of the kidney

[}

affectea Sv znenacetin :s aocui 20 to 40
percent. This inc:dence agrears to be
similar for ail muxtures o1 pnenacetn
regarcless of wiether thev contain
aspirin. anticyrine, or cafiemne.

“Several ciilerent types of stucies
consistently sugzest temporal and dese
relationsnips Jetween pnenaceun
ingestion and renal dvsiuncuon. n the
opinion of the Panel. and consuiting
reviewers, stucies {oilowing crnanges in
renal Junczon in the same individual or
greugs of individuails when onenacetin
is removed. repiaced. or readministered
provice strong evidence for a direc:
causal affzct. Foilowup studiss in
counrries after compiete removat of
phenacetin Tom nonprescriplicn use
nave showm a decrease in the incidence
of xicney damage associated wiih
anaigesic abuse as will ze discussed
later in this document * * ". This not
only surpors the assumpticn of
causaiity but aisc the ccnciusion that
removal Tom OTC &rug status weuid be
bernericial. Data coilectad Zom <idnev
Gialysis units in the U.S. and s-evious
sutopsy studies suggest (ne incdence of
anaigesic-induced kidney disease g be
significantiy xign to warrant e Fanel’s
actoz to reccrmmend resTiction of this
drug rom the OTC drug markat * * *.

“The Panel further betieves that these
data provide the same early warzing
indications seen in other couniries just
before anaigesic-incuced kicney disease
was diagnosed as a rmajor pusiic health
probiem. The 'lag time’ between several
initiai diagnoses of analgesic-induced
\ddrey disease and the realizzdon that
in fact the probiem was widespread is
what most concerns the Panel. While
there are not large numbers of cases of
analgesic-induced kidnev disease being
presently reporied in the U.S.. the Panel
believes that if the medical community
-were aware of :his prociam and icoked
for this hvpe of kidney disease. the
incidence of anaigesic-incduced kidney
disease would in {act be fcund o ce a
majcr public heaith orobiem in the U.S.”

More detailed exarmunation and
documentation of the data suprorting
these Pane! conclusions are cuntained in
the Pzanel's report and proposed
monograph for OTC Internal Analeesic,
Antipyretic and Antirheumatic Products
(Ref. 1) published iu the Fedsral Revister
of Julv 8. 1977 {42 FR 35346] un puges
3542435434,

The central nervous system effects of
phenacetin in combination produc:s
have been further reported in recent
years in experimental studies (Ref. 41)
and in historical surveys {Refs. 42, 43}
where pboth in the Untted Stites and in
Burope phenucetin-contuining
combination products have been used
for nonanalgesic indications.

Although attemrcts have been made ‘o
define the nrevalence of anaigesic
abuse, it 1as Jeen impessidDle so far ‘o
arrive at a generaiized assassment. Real
differences exist in the zrevalence
cetween countries and berween
different secticns of individual
countries. e.g.. the United States and
Auswaiia {Refs. <2 through 48). The
pubiic health srooiems are oruzanily
those secondary ‘o caronic ingesdon

mauitiorgan dysiunction. it is orimaniyv
the renai disease that is of public zea.i
importance. [t ig estimatad that in scme
areas of the Urited Stazes 20 percezt of
patients with nterstitial nechropaihy
had ingested large quantitiss of
analgesic mixtures and that this
consumplion apgearad 10 o8 Newgrimary
cause of ‘heir enai disease” {Rer. 431,
The adverse eiffects of chronic igh
doses of phenacatin-containing
anaigesic combinaton products
discussed apove and in e OTC Panel
reTort lave aisc been docurmentad in
recent medicai literature {Rels. 41
*hrough 43, 47 Jrougzn 48). While
axzermental data Jrom animai stu
(Ref. 4=} suggest that aszixin is mor
Fotant than phenaceun in procucin
renal papillary necrosis i animals,
when the drugs are laken togetier the
incidence of ~enal iesions is greater har
with aspirin alcns. Ana:gesic
nephropathy (s rarz in humans wiao
have abused aspirin alone, gresemabiy
because of the iesser toxic propensites

of aspirin in man ard less petential for

.25

f)‘

oa w

anaigesic nephropathy accurs in
patients with rheumatoid arthritis. the
incidence is not high, and in almgcst a.l
reported series has peen limitad to tkcse
patients who nave taken ccmbiraticn
anaigesics containing phenacetin and
not o those patients who have taken
large quantiues of aspirin aione {Rel
46). Xincaid-Smith (Ref. 42) states that
dosage may account for the fact that
palients with rieumaioid arhniis wio
take aspirin Jor prolonged seriods do
not have a high incidence of anaigesic
nephropathy. That is. aithoug2 they toxe
large amounts of aspiria by
conventionai staundardy, the amoun:s are
often less than thase tuken By analz2sic
abusers. Kincaid-Smith further states
that when serious anaigesic
nephropathy i3 found in patients wilh
rheumatoid arthritis they have aimost
always abused drug combinations.

it hos alsa been suggested by Narnra et
al. {Ref. 44) that removal of phenacaus
from combination anaigesics does not
lower the incidence of analsesic .
nephropathy. This is based on a study in
Australia of two cansecutive groups of
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patients wno 1ad 2xciusively abused
aither a sroduct ccntaimng aspion,
phenaceun, and caifetne or a product
containing aspirin, saiicviamide. and
caffeine. The auticrs conciuded that the
absence of phenacenun {rom this one
product over an 2:31t-vear period did
not appear 0 iniluence the requency of
fenai insuiiiciency in patients. However,
the pattern of Zrug ingestion in these
patients was not validated in any
manner oher than dv patient listory,
and the ree availabiity of phenacetin in

~other OTC preduc:s throughout the

periad of the :[uC" raises issues of
validity of these findings. This is in
contrast ‘o the exgeriencs in Canada.
Denmark. and Sweden {Rafs. 43. 146. 30}
where removal of zienacetin from ail
combination anaigzsic products has
resulted in a sign:Zicant declize in
anaigesic nepnroratly as measured dy
sensitive indicas |Rafs. 47, 49). There
appear 0 be true cifferences hetweer
anaigesic neciaropailly as it occurs in
Austraha ana zs it sccurs in other
countries. Evicence of this is Australia’s
high frequency (23 sercent) of end siage
renal disease associated with anaigesic
nephropatiy car:g:ared t0 3.1 sercent in
Europe. This differsnce was aiso noted
and discussed by e OTC Panel {Ref. 1).

Due to FDA's incr2asing concem
about the toxicity of phenacetin, the
agency requesied its Peripneral and
CNS Dmcs Advisory Comumittee to
evaluate *he data on the safery and
effectiveness of phenacetin in
prescription analgesic combination
products. At its meeating of February 13-
14, 1978, the Commitiee conciuded that a
statement on the association of
phenacetin with renal damage snouid be
required in the labeling of suca
products, but the commiitee did not
recommend that phienacetin be removed
from the prescription drug market. On
November 20, 1973. FDA wrote to NDA
holders for prescription products that
contained phenacetin. asking them to
add a boxed warning statement to the
labeling highiignting the association of
large doses of shenacetin {or iong
periods with severe kidney disease and
with cancer of the kidney, and to aad a
statement to the Warnings section
concerning kidney disease associated
with phenacetin. Many firms have
already revised their labeling to inc! lude
these warnings. Since August 7, 1964,
warning statemen:s on the hazards of
long-term use of poenacetin nave been
required in the labeting of phenacetin-
containing produc:s under 21 CFR
201.209.

Although the evidence linking abuse
of analyesics to cancer of the ludney
was not reviewed by the Peripheral and

CNS Dmns Advisery Committee in 1978,
severai reports !MTicaiing :ong-ierm use
of phenacerx..«uontam.ng products with
cancer 2f the <idnev and urinarv
biadder were reviewed bv zoth the OTC
Panei iRef. 1) and FOA /Refs. 21 through
40). FDA [ater reviewed idditonal
medicai literature. to:abiy the 1973
Bengtsson regort {Re!. ) wnich states
that over 00 cases af uro-=pithelial
cancers have been recorted in users of
onenacatin-coniaining anaigesics. in
1980. the {irst 2pidermioiogic stecy of
anaigesic nepnropatny and transitional
cell carcinoma of ine uninary tract was
reoorted rom the Un:ted Slates by
Gonwa 2t al. (Ref. 51} The findings here
were consistent wita the crevious
apidernioiogic stuaies frem Surcpe and
impiicate anaigesic aduse, parsiculariy
of pnenar=un, as peing carcincgenic.

The Director of tie Naticnai Center
for Drugzs and Biologics aas reevaiuated

rhe conciusions of :he2 Adviscrv Faview
Pane1 on Qver-the-Counter internal

\naigesic and Andrneumatic Products,
he PEnone'aL ané CNS Drugs Aavi 1sory
Committee. and the avidence avaiiabie
tc the agency as discussed aSove and
conciudes that because the high
potendal jor abuse ¢f pnenacetin-
containing products may lead o
excessive ingestion. producing a clinical
syndrome characierizad by sericus
kidney disease and sremature death, the
risks rom use of suck combination drug
oreducts outweigh any benefit acd
therefore they cannot De consicered
safe. The medical literature (Ref. 44)
aiso reports that this clinical svndrome
is characterized by zastrointesunal
symptoms with pepuc ulcerations in 35
percent of patients, anemia in 50-30
percent. hypertension in 15-70 percent,
ischemic heart disease in 35 percant,
D'gmen*at"on psycaiatric disorders. and
pccsxo.e effects on pregnancy. Although
phenacetin is not unique in its aoility to
cause nepnrocathy. its centrai aervous
system proper::es make it likely that
analgesic combination procducts
containing phenacetin will be abused.
Because of the avaiiability of other safe
and effective analgesics both for
prescrintion and OTC use, consumers
would not be deprived of usefui
analgesic produc:s.

Proposed Action

® The Food and Drug Administration is
charged with assuring that drugs are
saie and effective {or their intended use.
The statutory framework anticipates
that new information on the safetv of
marketed drugs muy require that FDA
withdraw certuin drug products from the
market or cause certain inuredients to
be deieted from drug preduc?s. or
prescribe changes in their labeling to

reveal limitaticas on use. or to wam
previousiy unanucicated hazarcs. es
21 U.S.C. 332 anc 2353, In uccordance
with the Federz: Fooa. Drua. anc
Cosmetic Act "n=2 Tirecior is now
DProposing 10 wiinGriw 200roval o7 ai.
new drug appiiczniuns for produsis
containing prenacenn. However -
agency aas uetsrminied that mest
procuc;s that coniuin paenaceun :
reformulated acaquateiv by D‘17‘=”
deleting zcnenacatn 31 OV ren!
with another anaizasic whosa
and efz’ec:ive"
thereby permitning
and effective rocucss wnho
to conduct sa'at, an

C __,,F,)Cb-, 3
studies. Theraicra, ‘ese procucis s
reformulatad mav sonunue o D&
available '0 consumears without
marketng dis Tuzuen. Mady 2recacts
that contained =i e..acetm have a.rsa.
Deen reformuisted:

manulaciurars tave 2xgr
to reformulate hair sreducts anc are
awaiting "DA guideiines. In many o
countries shenacanin 1as aireagy see:
removed Tom :n2 marker without
caus'mg proclems {or conswmars or
manufacturers.

This notice agpiiss not oniy ¢ the
particular sheraceta-containing rug
products listed Deigw. Dut aiso 0 anv
phenaceun-coniaining drug precducst oo
is the subiect of a3 mew drug a;p..-_\t:*
(NDA) aproroved either before or zIe:
the Drug Amencmmernts of 1962 and 0
any other drug products conta:ning
phmacetin, whether or not thev are =
sutject of approved NDA's. OTC dr
products containing 2henacetin
previously defarrad ‘0 the OTC revie
(37 7R 3454) are no longer deferred ar
are subject to thig notice. Therefore
OTC drug products containing
ghenacenn will not Se subject @0 the !
OTC ruie making srocedure set for
3 330.10 (21 FR 330.;0).

[. Prescripticn Drgq Products
Containing Phenacatl

A. The foilow:ng :roducts conrain
aspirin 200 mg, buta.dital 30.mg, carfe
40 mg, and pnezacsatin 130 my.

‘U

(o)
1

_~ 1. NDA 17-33+: Fiorinal Tabiets anc

Capsules: Sanco‘. Tharmaceuticais. P.
Box 11, Route 10. E. Hanover, NJ 0793t
. 2. ANDA 35—+i1; APC with Butalbi:
Tablets: Ze'um Latcratories, Inc., 140
Grand Ave.. Northvaie NJ 07647

_ 3. ANDA 86-162: Butalbital with AF
_Tablets; West-Ward. [nc.. 465 {ndustr

—~—

Way West, Eatontown. NJ o774,

4. ANDA 35-231: A.2.C. with
Butalbttai Capsules: Chelsea
Laboratories. [nc.. 428 Doughty Blvd.,
[nwoad. NY 11528,
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-~ 5. ANDA 18-257; A2.C. with
Butaibitai Tablets: Cheisea
Laboratories. !nc.

_ 8. ANDA 36-528: Butal Compound
Tablet; Cord Latoratories. nc., 2533
West Midway Blvd.. Srcomuieid. CC
80020.

. 7-ANDA 3632 3utai Comzound

Capsule: Cord Laboratories. nc.

~ 8 ANDA 36-710: A2.C. with
Butaibital Taolets: Purepac
Pharmaceuticai Co., 2C0 Eimora Ave.
Elizabeth, Nj 07207,

- 8. ANDA 38-386: Lanorinai Tablets:
Lannett Co.. Inc., 820 State Rd.
Philadeipnia. PA 18136.
~ 10. ANDA 36-5¢6; Lanorinal Capsules:
Lannett Co.. Inc.

-~ 11. ANDA 37-048: Butaibitel with APC
Tablets: Generic Fharmaceutical Corp.,
‘433 Cowmmerical Ave.. Paiisades Px., N]
07630.

_ 12. ANDA 87-279: Butalbital with APC

Tablets; Fremo Pharmaceuiical
Laboratories, Inc.. 111 Leuning St. Scuth
Hackensack, NJ G7¢u6.

B. The foilowing procuc:s contain
aspirin 227 mg, caffeme 33 mg,
phenacetin 162 =g, an sropoxyphene
hydrochlaride 55 mg.

-
is

" 1.NDA 10-358& Darvoa Compound 635

Capsules; Eli Liily & Ca., Bex 618
Indianapolis. IN +62C8.

~ 2. ANDA 80-044; Propoxyphene

Compound §5 Capsules; Feceral
Pharmacal, Inc.. P.C. Box Q, Kingshill
St., St. Creix, VI GC820.

~» 3. ANDA 80-382: ICN 65 Compound
Capsules; ICN Fharmaceuticais. Inc.,
5040 Lester Rd.. Cincinnati. CH 45213,
~ 4 ANDA 33-077; Propoxypnene
Compound 63 Capsuies: Zenith
Labaratories, [nc.
< 3. ANDA 33-072; Propoxyphene
Compound 63 Capsules: Myian
Pharmaceuticals. Inc., P.O. Box 4293;
Morgantown., WV 26303.

. 8. ANDA 33-086: Doiene Compound-
85 Capsules: Laderle Labaratories. Pearl
River, N7 15963.

» 7. ANDA 33-101: Propoxyphene
Compoviad 35 Capsules: Cord
Laboratcries.

. 8. ANDA 33-106; SK-Propoxvohene

_APC Capsuies: Smith Kline & French
Laboratories, 15300 Spring Garden St.,
Philadeiphia. P\ 19101
»# 9. ANDA 32-220: Propoxyphnene
Compound 55 Capsules: Parke Davis,
Division of Wamer-Lampert Co.. 2C1
Tabor Rd.. Morrs Plains, NJ 07950,

-~ 10. ANDA 83-330: Provoxyphene
Compound 53 Capsules; Purepac
Pharmaceutical Co.
~ 11. ANDA 83-481: Propoxyphene HCl
with A.P.C. Capsules: Richyin
Laboratories, 3725 Castor Ave., -
Philadeiphia, PA 19124,

- 12 ANDA &3-701; Progoxvphene
Compound 55 Cupsuies: Towne Pauisen
& Ca.. [nc., 140 E. Duaste Ra.. Monrovia.
CA 31016.

. 13. ANDA 33-737: Regro Compound 65
Capsules: Rerd-Provident Laboratories,
Inc.. 540 1Cin St. Atlanta. GA 0318,

_. 14. ANDA 33-368: 2rovexypnene HCl
with A.2.C. Capsules: Myian
Pharmacauticz!s. Inc.

-~ 15. ANDA 3+-160: Propox

Compound 335 Capsuias; Azascilc, ac.
17802 Giilerte Ave., Irvina. CA 52264

+ 18. ANDA 34-207; Propoxvthene HCL
Compoucd 53 Capsuies: PLuics Roxane
Laboratories. nc., 330 Oax 3t.
Columbus. CH +3218.

. 17. ANDA 24-2:9: Proncxyphene HCl
with A.D.C. Capsules: Azzowt
Lacoratories. (nc.. i4th & Sherncan Rd.
N. Chicago. L 2CCe=.

18. ANDA 34-353: $X-33 Compound
Capsuies: Smith Kine & French
Lacoraories.

_ 19. ANDA 33-732: Propoxypiene
Compouzd 33 Carsules; Czeisea
Laboratcries.

20. ANDA 35—:88: Provoxypiene
Compcund 55 Capsmes: Prema
Pharmacsurical Leboraicrizs. i
. 21. ANDA 37-142 Dcizne Compound-
85 Carsules: Ladarie Lancraienes.

vpiene

Cavsules containing asgir

caffeine 32.4 mg. phenacai

propoxyphene nyvdrochicrice 32 mg: El

Lilly & Co.

. D. NDA 16~364; Darvo Comp-N 50

Tablets containing asgirin 227 23,
caifeine 32.4 mg, phesacetin 162 mg, and
prepoxypnene napsylate 30 mg: £ii Lilly
& Co.

- E. NDA 16-364: Darvo Comp~N 100
Tablets containing aspirin 227 msg,
caffeine 32.4 mg, phenacetin 162 mg, and
propoxyphene napsyiate 1C0 mg: Eli
Lilly & Co.

_ F.NDA 7-337: Percodan Tablets
containing aspirin 224 mg, ca:leine 32
mg. oxycodone hydroczicride 4.3 mg,
oxycocdone terephithalaie .23 mg. and
phenacatin 160 mg: Endo Laboratories.
Inc., 1000 Stewart Ave., Gardea City, NJ
11530.

. G.NDA 7-337. Percodan-Demi Tablets
containing aspirin 223 my, catleine 32
mg. oxycodone hvdrocaloride 225 mg.
oxycodone ierephthaiale 0.19 mg, and
phenacetin 160 mg; Endo Laboratonies,
Inc.

. H. NDA 10-¢9% Zactirin Compound-

100 Taolets containing aspinn 227 mg,
caffewne 32.4 mg, ethoneptazine citrate
100 mg. and phenucetm 162 me, Wyeth
Laboratories. inc.. P.O. Sux 4299,
Philudeiphia. PA 19101,

~ 1. NDA 11-356: Kryl Tablets
cantaining ascorpe acid LU0 mg, aspinn
230 mg. isothipendyl hydrochioride 4+ mg,

phenacetin 160 mg, and nhenviephrine
avdrochisnde 5 mg: Avers:
Laporatenes, 585 Third Ave.. New York.
NY 10017.

-~ . NDA 12-38% Soma Caomzound
Tapiets contaiung caifeine 32 mg,
corisoprodoi 200 mg, and phenacein 10
mg, Wailice Latoratories, Haif Acre
Rd., Crunbury. Nj 08312,

- K. ANDA 37-342: Cariscprodol
Compound Tabiets contaimng caffzine
12 mg, curisoprcdoi 260 mg, 3nd
shenacetn 160 mg, Soiar
Pharmaceutical Co.. Inc.. 130 Lincoln St.,
Copiague. NY 11728,

_ L.NDA 12-363: Sema Com

containing aspifnn 223 Mg, ¢

-,

(9]

Cadeine Tablets containin
mg, carisoprocoi 200 m3. © n
shosthate 16 my, and phenscetin 180
mg; Wailace Laboratories.
M. NDA 13-118; Norgesic

mg, arpheradrine cirate 25 Mg, 33
pnenacatin 160 mg: Riker L&horawcrnies.
Inc., 19601 Norcherf St., Neriaridge, €A
91324.

_ N.NDA 13-18: Norgesic Forte

Tabiets containing aspinia 238 =g,
caifeine 60 mg, crphenadrine cicat 30
mg, and phenaceun 320 m3: Rixer
Tzboratories. [nc.

0. NDA 15-1C3: Sinubid Susiaired
Raieass Tabie:s containing
cetaminocien 300 mg. phenacetn IC
g, phenyiproganolamine aydrechicride
100 mg, and phenyitoloxamize cicate €8
mg: Warner-Lampert Co.. 201 Taber Rd.,
Morris Plains, NJ 795G

1. OTZ Drug Products Containing
Phenacetin (some of these products have
been discontinued and are not seing
marketed.)

A. That part of NDA 5112 pertaining
to Decaprya S with APC containing
aspirin 230 mg, caifeine 30 m3,
phenacetin 150 mg, and doxylamine
succinate 6 mg or 12 mg; Merreil-Dow
Pharmaceutical [nc.. P.O. Box 13260,
Cincianati, OH 45215.

B. That part of NDA 6412 pertaining
to Decpryn with APC containing
aspirin 220 mg. caffeine S0 mg.
phenacetin 130 mg. and doxyiamine
mg or 12 mg; Merrell-Dow
Pharmaceuticais Inc.

C. That part of NDA 6-321 nertaining
:0 Coricidin Tablets containing aspir
3.5 gr, caffeine 0.5 gr. chlorpreniramine
maieate 2 mg, and phenacetin 2.3 ¢gr.
Schering Corp.. Catloping Hiil Rd..
Kenilworth. NJ 07023,

D. Those parts of NDA 6-303 and 7-
028 pertaining to Thephorize Tabiets
containing aspirin 160 mg, caffeine 15
mg, phenacetin 160 mg. and
pbenindamine tartrate 10 ms Hoffmann-
LaRoche. Inc.. Roche Park. Nutley, Nj

7110.

LTI}

2]
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E. That cart of NDA 7-78 certaining
to Thenfacii Compound Tablets
containing aspiria 180 mg, caifeine 15
mg, phenacetin 120 mg, and
thenvidiamine maleste 5 ma:
Labaratories, 30 Park .
NY :0016.

F. NDA 7-332: Hisia
containing aspinn 3.3
phenacwm .5ar. a"d tlamine
maleate 25 mg: Hanca Bros. % White Co..
442 North iZth St., Philaceipnia, PA
19122.

G. ND:

“Vinthrco
ve.. New Yori,

isicn-APC Tablets
containing aspm 5 3r. carfeine 5.3 gr.
phenacatin 2.5 gr. and phenilamine
maleate 10 mg; Plcuezr lnc. P.O. 3ox
377, Mempais. TV o4131.

H. NDA 3 5.8 3ristamine-APC
containing asgirin 210 mg. catieine 30
mg, phenacetin 130 mg, and
phenyitoioxamine 25 mg; Bristol
Labcratories, P.O. Bex 837, Syracuse.
NY 13201,

L NDA 11-29Z: Cardui Tablets
containing pamao-'rn 23 mg. ohenacetin
125 =g, and salicylamide 200 mg:
Chattznooga Medicine Ca.. 1715 Waest
38th St.. \.ualtafuo"’a. TN 37409,

]J. NDA 11-34S: Pamprin Taolets
containing pamabrem 25 m3, shepacetin
125 mg, pyTiiamine maleate 12.5 mg, and
salicylamide 255 mg: Chattem
Chemicals. 1713 “West 38th St..
Chattanocoga, TN 37408,

K. NDA 11-222: Carcetapentane
Citrate with SPC Capsuies containing

-caffeine 0.5 gr. carbetaphetane citrate
12.5 mg, phenacetin 1.25 gr. and
salicyamide 3.5 gr. USV Laboratories, 1
Scarsdale Rd.. Tuckance, NY 10707.

Accordingly. all drug products that
contain phenacatin are regarced as new
drugs (21 U.S.C. 321{7)) and are subject
to the requirements of ‘his notice.
Opportunity for Hearing

Thercefore. notice is given to the
holders of the new drua applications for
produc's containing phenacaria and to
all ather interested persons that the
Director of the National Center for
Drugs and Biologtcs proposes to issue an
order under section 303ie) of the Federal
Food. Drug. and Cosmetic Act {21 U.S.C.
355(e}). withdrawing aporoval of the
new drug appiications {or if indicated
above. those parts of the aoolications
providing for the drug croduc:s listed
above) and ail amencments and
supplements thereto because new
evidence of ciinical experience. not
contained in 3uch aoplications or not
available to the Director until aiter such
applications were aporoved. evaluated
tagether with the evidence available ta
the Director when the appiications were
approved. shows that such drugs are not
shown to be safe for use under the

concizons of 152 on ihe basis of which
the acciications were oprovead.

Tais notica of opporiunity for rearing
appiies not oniv to new arug application
Qoicers (named above!. but 1o uil
persons wno manufactyre 7r disinbute a
drug product. wnether crescritiion or
over-iha-counter, that zgntains
poenacatin. it is the resoonsibiiity of
avery crug manufacturer or distributor
to review :nis notica of oprortunity fer
hearing :c cetermune wnether it covers 1
drug croduce that the person
maruizciures or dismibutes. Such
perscn may request an opinion of the
applicac:lity of this netice tca specific
cung Treguct by writing to the Divisicn
orf "‘n.g Labeiing Comp:.ance (address
given icovel

{n sccorcance with secticn 3G5 of the
act {21 U.S.C. 353) and :ne raquiations
prom ig tad under it (21 C"R Parts 310,

314}, he arpiicants and sii cther
persc 15 subiect o this notice inciuding
dm:g manviacturers of ovar-the-counter
producss containing phenacetin are
Zereov given an cppormunity fora

aring 10 SNCW WiV arorovai of e
new drz2 agpiications snould not be

thdrawn ang an opearTunity 1o raise.
Fo* zdminisative determination. all
issues reiaing o the !=gai status of drug
producss con.aming phenacatn.

An appiicant or any other person
subject to this otice wno decides to
seek a tearing, shail fle (1) cn or before
Septemcer 9, 1982, 3 writlan notice of
appearance and reouest ‘cr' hearing, and
(2) cn ar before Ccicher 12. 1982, the
data. information. and analyses reiied
on to jusiify a hearing, as specified in 21
CFR 314200. Any other interested
person may aiso submit comments on
this nctice. The procedures and
regquirements governing this notice of
opportunity for hearing, a notice of
appeararce and reguest {cr hearing,
sucmission of data. infermation. and
anaiyses to justify a 'near‘:'? submission
of other comuments, and the granting or
denial or nearing, are contained in 21
CFR 214200,

'I""e failu-e of an applicant or any
other perscn suoject to this notice to file
a timety written appearance and request
for hearing as required Sy 21 CFR
314.200 constitutes an =lection by the
person not (o make use of the
opporiunity for a heanng concemning the
action aroposed wiih resgect to the
prcduct and censtitutes a waiver of any
contentions concerning the legal status
of any such drug product. Anv such drug
preduct may not theresfter lawfully be
marketed. and the Foed and Drug
Administration il imitiate appropriate
reguiatory actior it remove such drug
produc:s !rom the market. Any aew drug
product marketed without un upproved

(4

Fgaw-‘o

[

new drug apciication is subject 10
reguiatorv iction at any time.

A reqgucst for a Qearing mav noi res:
upon mere ailegations or denials. tut
must set forth speciiic facts snowszz
that there :s a genuine and substanss.
issue of ZaCt 1af requires a neanng
ccn\_._s,ve'v aspesrs rom the faca ¢f
the data. informatica. and factual
anaivses in the request Jor
that *hare i3

the “earaz

09 ‘7"!'..1‘..'!“ and supsians

issue ci ‘act which precluces “h2
withdrawal of apgroval of :j 2
3:::.,.4 inn. or ‘wnen a recues; o
.ear'.:'o is net mace in e recul

rmat or with Pne ~equired
...o noiissioner of Food and
enter sumimary judgment zgain
nerson{s) who 0 reguests tne neanne,
making f’ndincs c’*nc.wxcns.
.‘.eaunx See 21 TR

J o
P! '1
§i)

mmadon promibited
re under 21 U.S.C. 201
'u.S.C. 18058, may ce seen
the Dockess Management Branch

between § 2.m. ang 4 2.72.. Monday

through Friday.

Guideiines for Reformuiation

The Direcior has determined that o
phaenacstin-containing compination
prcduc s currently being marketed caz=
be raformulated by deler ‘J’TEI‘."C
or by replacing chenacatin wi
anaigesic. Maxufacturers wili | Le giver
untii August 10, 1283, to refarmulate

TOWE

their produc:s. Reicrmuiationr of an G
drug product containing henacetin
must be in accord with the :rc.:sxcns

any applicabpie OTC drug fnal
monograph. Before an appiicapie GTC
drug final moncgracn is putiisned.
manuraciurers of such OTC drug
procucts may refcrmuiate either Sv
deleting pnenacatin or bv repla(. ng
prenacetin with other anaiges:c
ingrecients, provided the foilcwing
conditions are met. The refcrmulation
does not result 1n a procuct coniatma
combination of ingredients nct
previousiy marketed in this country; a:
it does not result in a procuct ccntain:
(1) an active ingredient .im:ted to
prescription use cn or after Muey 11,
1072, or {2) an actv2 ingradicnt presen
at a dosaxze level hizher than that.
available in any QTC druw product on
Decemper 4. 1975. and uniess the
ingredient and/cr dusage level (xxmzl
unit or *otul daidy dosagel s slessifien
a propacsae:i or tentative finual menogrs:”
in Category i

Phenacetin-containing prr'<r"'pzion
drug procuc:s that are the suojeci ot a
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approved uil or abbreviated new drug anaigesic other ‘han aspinn or Any change ‘n the formuiation of a

appiication mav Se reformuiated
without orier 0 A approvai By etther
deleting zhenaceatin or reciacing
phenaceun with another analgasic
ingreaient as Joilows: {1} Because the
data establisnhing the sa;ety and
erfectiveness of :ne anaigesics 4aspirin
and acstaminccnen are weil-<nown,
phenacetin in combinaion oroducts
containing one of these an at:esxcs
should he recizcad on 2 muiliigram-for-
milligram basis with aspirin or
acetaminopnen. whichever anaigesic
ingredient is ziraady in the groduct (2)
If both of the above anaigesics are in a
product. then sither one or both of the
anaigesics present can be used to
repiace the prenacetin on a miiligram-
for-milligram basis {i.e.. the total
milligram amount of the anaigesics
added must e 2qual ‘o the muligram
amount of sheracetin deietad). Clinical
studies demonswrating the safety and
effectiveness of *he reformuiated
product are zot required. if reformulated
as above these products may de
marketed before FDA apgroves a
suppiemental appiication. accerding to

_the nprocedure '*rovxded by 21 CFR 314.8 -

(d) and (e)

A manufacturer may not reformulate a
phenacetin-coniaining prescription drug
product that is he subject of an
approved {uil or abbreviated new drug

. appiication by ~ubstitutino for

phenacetin arcther adalgesxc ingredient
not now in the crug product uniess a
supoleﬂe...al application is first
linical studies will aot be
required [cr a ~2icrmuliated product in
which exther ascirn or acetammouhen is
substituted for phenacetin, except when
acetanmoohen is substituted for
pheracetin ard the product contains a
known or poteniial inducar of hepatic
enzymes: then a liver toxicity study will
be required. An applicant mav not be
required to cencuct such a study if it is
demonstrated by clinical evidence
gupplied from e literature that the
combination s non-toxic. For the
prescription d:"rv products listed in this
notice. the only asroducts of which the
agency is aware that would reguire such
evidence on !iver toxicity (because they
do not aiready contain aspirin or
acetaminophen which can be increased
to replace phenacetin) are products
containing cartsogrodol. [f the
phenacetin :ngracient is in carisoprodol-
containing products is replaced with
acetaminophen, then suppiements to full
new drug apoucat ons or full new drug
applications wiil e required.
Reformuluticn of 4 praduct that is
now the subject of an upproved ANDA
by substituting for phenacetin an

aceraminocnen wiil require a fuil
approvea MDA D F30A 1as not made 2
determination -hat an ANDA is
acceptaoie. 3ecause the Director i3
ailowing manuiactures 1 vear in which
to reformulate 1heir sreducis, zarly
submission of 31 suzcpiement or fuil new
drug appiication recuiring rremarketing
arprov al will are ide 3 Tettar
opportunity fcr he apsolicant w0 obtain
apprevai of the reformulated product in
time 0 avaid aterruption :n its
marketing.

Procuc:s thar are subject to the drug
efficacy study {DESI) program wiil
cocnunue to te su udject 0 the
requirements and conditions of the DESI
program -vhen :Ze produc:s are
re'or.“ufated ‘0 calete nhenaceun or to
reciace it with another anaizgasic.
Reformulation of a pnenacetin-
containing crescription drug o racuct
subiec: o DESI ‘or which a final
arfeciveness delcrminaticn nas been
made Tlust Se in accordance with the
appiicaple DESI notice. For example
butaibital- -analgesic combination
produc:s conlaining phenacetin are
supject to0 DESI 34 which appears
eisewnere in his issue of :he Federal
Register. A number of phenacetin-
con'a iming procucts aiso ars in that part
of the DESi orogram for whiich a final
effecdiveness cetermination has not yet
been made. The Director advises that
reformulation in accord with this notice
will not alter any interim classifications
of ‘hese drug procucts as less-than-
effecdve.

Any nnenacetin-containing
prescription drug product that is not the

. subject of an approved NDA may be

reformulated in accord with the same
requirements as set forth for a
prescriotion product that is the subject
of an NDA. However, the reformuiated
product may resuit in a produc: that
requires an approved NDA or ANDA
prior o marXketing. Inquiries a3 to the
new drug status of a product should be
sent 10 :te Division of Drug Labeling
Comciiance {address given ubovel.

The supplemental new drug
appiications. accreviated new drug
appiications, or uil new drug
applications submitled for reformuiated
drug -roducts as reguired by thig notice
are to include in vitro dissoiution rate
studies with the methods orovided {or in
the juideiines on conducting dissolution
tests and bioavatlabilitv studies, wnich
are availaole {rom the Division of
Bicpnurmaceutics at the address given
above. in vivo demonstration of
biosvaiiability shail be required of all
produc:s which fail ta achieve adequate
dissolution.

s

drug croduct required Hv this aotica s
supject o the requwirements of 21 CFR
207. :O {drug lisung dmendment).

The Directer intends to gutiish a
notice withdrawing approvai of thoze
parts of the new drug applicziions 3
provice Zor products containing
phenace'm. axcent for those sroduc:s
that are :oe subjecici a ne;::g regueass,
by October 12, 1982, The eifactive duta
of the withdrawat nouce Wil e Auzust
10. 1983. Therefors. any drug areduct
containing nhenaca:in initia:ly
introducad or iniuaily deliveraed for
introducticn into mersta:e com

after A.uqv..st 10. 182 axce

be considered m.surnrcec ;

302 of ket ecsrax Zood. Drug, and

Cosme ic Act {21 U.S.C. 332! and
drug within the Teaning of sec 'io:'.

o
3
n
o
<

con 3C3 \.A
art 314 of the

acpiication under sac¢
{21 U.5.C. 355jand ?

7

reguiadons is recuired for markediag I
the absence of an aperoved tew dr:g

¢}

appiication. any suca drug _::c ust

initiaiiv introduced or :ait ailv deliversd
for introduction into interstate
commerce aftar August 10, 1883 will Se
subject to regulatory acton. The 3ce:::
conclucas that aitzouzn ghenzcetin
poses an unfavorab.e benefii-10-risk
ratio wren incorporaied into znalgesic
mixtuces, a recall of chenacetin products
is nctwarranted. Further, many fdrms
have already reformulated their
produc:s and the agency expects that
many ather firms il reformulate their
products as a resuit of the publication of
this notice.
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This notice is issued under the Fecers
Food. Druz. and Cosmeric Act isec. 303,
52 Stat. 1052-10523. as amencad i21
10.5.C. 353}) and uncer the au:ncrity
delegated to the Director of the Naticna
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CFR 5.82 and 47 FR 26813 puciisned \n
the Federal Register of june 22, 1982).

Dated: Juiy 1. 1982
Harry M. Mever. [r.,

Direcsor, Naticaai Center for Drugs cnd

Bioiogics.
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Part H.
Administratiyn! ofthe Statement ot
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Department of Health and Human
Servicea {35FR 38B3-32. Facruary 5.
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1o reflect the conseiidglion vt ine Gi
of Public Affairs and :x\g Qffice of
Legislative Affairs into Anew Oflice
gisiation and informatan. Tus
egrganization will providerd aingle
release point for FDA information to
Cangress and the media thereby
ensuriag beier coerdinanon be(_\:vee.
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