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delegation of authority by Assistant Secre­
tary for Rural Development, 7 CPR 2.70.)

Dated: August 9, 1978.
G ordon Cavanaugh, 

Administrator,
Farmers Home Administration. 

[FR Doc. 78-23916 Filed 8-24-78; 8:45 am]

[7535-01]
Title 12— Banks and Banking

CHAPTER Vii— NATIONAL CREDIT 
UNION ADMINISTRATION

PART 701— ORGANIZATION AND 
OPERATIONS OF FEDERAL CREDIT 
UNIONS

Final Rule— Loan Origination Fees
AGENCY: National Credit Union Ad­
ministration.
ACTION: Final rule.
SUMMARY: This rule amends the Na­
tional Credit Union Administration’s 
real estate lending regulation and es­
tablishes limits on loan origination 
fees that Federal credit unions may 
charge to borrowers. Permitting origi­
nating fees (commitment fees, process­
ing fees, administrative fees) will allow 
Federal credit unions to recover the 
additional costs of originating real 
estate loans.
EFFECTIVE DATE: This regulation is 
to be effective September 25,1978.
ADDRESS: National Credit Union Ad­
ministration, 2025 M Street NW., 
Washington, D.C. 20456.
FOR FURTHER INFORMATION 
CONTACT:

Robert M. Fenner, Assistant General 
Counsel, Office of General Counsel, 
or Thomas C. Buckman, Examina­
tion and Insurance, at the above ad­
dress, telephone 202-632-4870 (Mr. 
Fenner) or 202-254-8760 (Mr. Buck- 
man).

SUPPLEMENTARY INFORMATION: 
With the amendment of, the Federal 
Credit Union Act (12 U.S.C. 1751, et 
seq.; hereafter “the Act”) by Pub. L. 
95-22, Federal credit unions received 
the authority to grant long-term real 
estate loans with maturities up to 30 
years. Pursuant to this authority the 
Administration promulgated the real 
estate lending regulation which 
became effective May 8, 1978. The Ad­
ministration announced on April 7, 
1978, that it proposed to amend the 
real estate lending regulation to pro­
hibit loan origination fees and to re­
quire written notification where the 
possibility of a refund exists (i.e., in 
the event of early payment of a mort­
gage loan which has included “front-
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end” charges). Public comment was in­
vited to be received on or before May 
8, 1978. Thirty-five comments were re­
ceived, the majority of which were in 
opposition to the proposed amend­
ment to the real estate lending regula­
tion. In response to the public com­
ments the Administration has made 
various changes in the proposed 
amendment.

Loan O rigination  F ees

Credit unions traditionally have not 
assessed origination fees in connection 
with consumer loans to their mem­
bers. In keeping with this tradition, 
the proposed regulation would have 
prohibited such fees in connection 
with real estate loans. The vast major­
ity of commentors objected to this 
proposal, noting: (i) That the costs of 
originating mortgage loans are sub­
stantially greater than those for other 
consumer loans, and (ii) certain in­
sured and guaranteed loan programs 
regulate contract interest rates and 
origination fees in a way that creates a 
practical necessity of assessing the 
fees in order for Federal credit unions 
to be competitive with other lenders.

In response to the public comments 
the Administration has determined 
that within certain limits Federal 
credit unions will be allowed to assess 
loan origination fees in order to 
recoup the additional costs of originat­
ing real estate loans. It is not the 
intent of the Administration that loan 
origination fees be used by Federal 
credit unions to increase income. Ac­
cordingly, the Administration has de­
termined to allow loan origination fees 
within specified limits (one-half of 1 
percent of the loan amount except in 
the case of insured or guaranteed 
loans the loan origination fee may 
equal I percent of the loan amount). 
However, it is not the Administration’s 
intent to encourage the assessment of 
such fees.

The Administration will carefully 
monitor Federal credit union practices 
in this regard, to assure that origina­
tion fees are assessed in a manner 
which reflects actual origination costs. 
Also, Federal credit union borrowers 
are protected by the statutory 1 per­
cent per month ceiling on the effective 
interest rate (inclusive of any origina­
tion fees or other service charges) on 
all Federal credit union loans.

P repayment R ebate

If a Federal credit union assesses 
origination fees or other service 
charges on mortgage loans, these 
charges must not cause the effective 
interest rate to exceed the statutory 
ceiling—1 percent per month “inclu­
sive of all service charges.” In the 
event of prepayment of a loan with 
origination fees or other “front-end” 
service charges, the Federal credit

union must consider the impact of the 
prepayment upon the effective rate 
and make a rebate (or adjust the 
amount of the final payment) if neces­
sary to stay within the 1-percent ceil­
ing.

The proposed amendment would 
have required that Federal credit 
unions provide affected borrowers 
with a written notice of this potential 
rebate. A majority of the commentors 
objected to the written notice, citing 
the cumulative impact of such require­
ments upon both the creditor’s paper­
work burden and the volume and com­
plexity of disclosures. Also, to the 
extent that the front-end charges are 
elements of the “finance charge” 
within the meaning of the Federal 
Truth in Lending Act and regulation 
Z, disclosure of the method of rebate 
of unearned charges (in the event of 
prepayment) is already required by 
§ 226.8(b)(7) of regulation Z. For these 
reasons, the Administration has deter­
mined to dispense with the written 
notice proposal.

It should be understood that Federal 
credit unions are nonetheless required 
to make a rebate or adjustment in ap­
propriate cases, and that the Adminis­
tration will monitor compliance with 
this requirement through its examina­
tion process.

Finally regarding the subject of re­
bates, the Administration’s staff hopes 
to issue specific guidelines in the near 
future concerning compliance with the 
above noted truth in lending require­
ment.

Lawrence Connell, 
Administrator.

August 18,1978.
(Sec. 107, 91 Stat. 49 (12 U.S.C. 1757); sec. 
120, 73 Stat. 635 (12 U.S.C. 1766); sec. 209, 84 
Stat. 1104 (12 U.S.C. 1789).)

Accordingly 12 CFR 701.21-6 is 
amended as follows:

(1) Paragraph (c)(6) is added to the 
regulation to read as follows:

* * * * *
(c) * * *
(6) A Federal credit union shall not 

charge a loan origination fee in excess 
of one-half of 1 percent of the loan 
amount except that the loan origina­
tion fee charged on an insured or 
guaranteed loan may equal up to 1 
percent of the loan amount if author­
ized pursuant to law or regulation of 
the insuring or guaranteeing agency.

[FR Doc. 78-23917 Filed 8-24-78; 8:45 am]
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[4110-03]
Title 21— Food and Drugs

CHAPTER I— FOOD AND DRUG AD­
MINISTRATION, DEPARTMENT OF 
HEALTH, EDUCATION, AND WEL­
FARE

SUBCHAPTER C— DRUGS: GENERAL 

[Docket No. 78N-0109]
PART 201— LABELING

SUBCHAPTER D— DRUGS FOR HUMAN USE

PART 314— NEW DRUG 
APPLICATIONS

Prescription Drug Dispensing 
Container Requirements

AGENCY: Pood and Drug Administra­
tion.
ACTION: Final rule.
SUMMARY: This rule requires the 
manufacturer of a prescription drug 
product to include information on the 
drug label telling the pharmacist the 
type of dispensing container needed to 
maintain the identity, strength, qual­
ity, and purity of the drug product. 
This brief description of the proper 
container, e.g., light-resistant, well- 
closed, or tight, is not required on 
drug products intended to be dis­
pensed in the manufacturer’s original 
container.
EFFECTIVE DATE: Compliance with 
this regulation may begin immediate­
ly. The regulation is effective for all 
products introduced or delivered for 
introduction initially into interstate 
commerce on or after August 27, 197$.
FOR FURTHER INFORMATION 
CONTACT:

Robert D. Bradley, Bureau of Drugs 
HFD-30, Food and Drug Administra­
tion, Department of Health, Educa­
tion, and Welfare, 5600 Fishers 
Lane, Rockville, Md. 20857, 301-443- 
5220.

SUPPLEMENTARY INFORMATION: 
In the F ederal R egister of August 26, 
1974, (39 FR 30844), the Commissioner 
of Food and Drugs proposed to amend 
§1.106 (21 CFR 1.106, now 21 CFR 
201.100, as recodified in the F ederal 
R egister of March 22, 1977 (42 FR 
15553)) and § 314.1 (21 CFR 314.1) to 
include, as part of the prescription 
drug product label, information direct­
ed to the pharmacist about the type of 
container to be used in dispensing the 
drug product to the patient. The pro­
posed requirements were scheduled for 
implementation in July 1975 to be con­
current with the implementation of 
the United States Pharmacopeia 
(U.S.P.) and the National Formulary 
(N.F.) standards for tightness of seal
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(well-closed or tight). The effective 
date of these standards was delayed 
until April 1, 1977 to ensure availabil­
ity of appropriate containers. The 
Commissioner is allowing additional 
time before implementing the labeling 
requirements because of concern over 
the availability of prescription con­
tainers and because some manufactur­
ers may need additional time to deter­
mine the proper prescription container 
and to make corresponding labeling 
changes.

The Commissioner advises, however, 
that the compendial standards for 
tightness of seal are in effect, and 
compliance with these requirements is 

^necessary at this time in accordance 
with section 502(g) of the Federal 
Food, Drug, and Cosmetic Act (21 
U.S.C. 352(g)). These standards apply 
to both the containers used by the 
manufacturers and the containers 
used by pharmacists for dispensing 
certain compendial drugs. Manufac­
turers have always been required to 
package drug products in containers 
that protect the contents until the ex­
piration date or, if no expiration date 
is shown, throughout the period of 
normal shelf life until the container is 
opened. The Commissioner believes 
that the manufacturer’s original con­
tainer will exceed the specifications 
for tightness of seal as defined in the 
official compendia.

Prior to the compendial standards 
for tightness of container seals, no of­
ficial standards and test procedures 
were established for determining 
whether dispensing containers for pre­
scription drugs met the requirements 
for specified types of containers as de­
fined in the U.S.P. and N.F. The 
standards for tightness caused the 
container manufacturing industry to 
develop a new container to meet these 
requirements. Because of concern over 
the availability of these prescription 
containers to the pharmacist, on 
March 9, 1977 the Food and Drug Ad­
ministration (FDA) recommended that 
enforcement action under the tight- 
container requirement be withheld if 
spot shortages occurred. However, 
there were no reports of shortages; 
therefore, on July 18, 1977, FDA with­
drew its recommendation.

The Food and Drug Administration 
received 23 responses to the proposal 
from drug and container manufactur­
ers, pharmaceutical associations, gov­
ernment agencies, hospitals, and inter­
ested professionals. The substantive 
comments received and the Commis­
sioner’s conclusions concuring them 
are discussed below.

1. Many of the comments stated that 
the proposed regulations would re­
quire the pharmacist to maintain a 
costlier inventory of several types of 
prescription drug containers, e.g., tight 
containers and well-closed containers
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in both child-resistant and non-child- 
resistant form, and made of both clear 
and light-resistant materials, in both 
glass and plastic. One comment stated 
that if one manufacturer designates 
one type of container for a multi­
source drug and another manufacturer 
specifies a different container for the 
same drug, then the pharmacist would 
be required either to stock duplicate 
containers or to ignore the instruc­
tions of one manufacturer.

The Commissioner does not believe 
that this regulation alone will signifi­
cantly affect a pharmacist’s inventory 
of prescription drug product contain­
ers. Monographs for many compendial 
drug products already specify contain­
er types to be used in packaging and 
storing a drug product, e.g., light-resis­
tant container, tight container, and 
well-closed container. Because these 
packaging and storage requirements 
apply to prescription drug products, 
the pharmacist must already maintain 
a complete inventory of containers to 
meet these compendial requirements 
for dispensing compendial drug prod­
ucts. For a noncompendial drug prod­
uct, manufacturers should, if possible, 
use terminology defined in an official 
compendium to describe a suitable 
container for dispensing the product. 
The Commissioner does not believe 
that noncompendial drug products 
would require any types of dispensing 
containers different from those re­
quired for compendial drug products. 
This regulation, therefore, does not in­
crease the types of containers a phar­
macist needs to stock. Furthermore, 
existing stocks of dispensing contain­
ers do not become obsolete because 
not all drug products require the tight 
containers; in many instances, stocks 
of older containers will meet the less 
rigid well-closed container require­
ments.

The Commissioner realizes that 
manufacturers of similar drugs may 
require different types of prescription 
containers, because storage conditions 
for a drug product are based on the 
manufacturer’s stability studies. The 
requirements set forth by this regula­
tion would enable a pharmacist to 
select the correct dispensing container 
in these instances.

2. Several comments questioned the 
feasibility of using a tight container in 
conjunction with .child-protective 
packaging. The comments stated that 
because most containers with caps for 
child-protective packaging do not seal, 
greater air moisture movement occurs 
with continued use. In addition, most 
of these caps have an inner lining of 
porous, sponge-foam plastic so that a 
tight seal may not be possible.

The Commissioner advises that tight 
containers are in use, including tight 
containers with child-proof caps. 
While many of the prescription drug
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containers for child-protective packag­
ing that were in use at the time of the 
proposal did not meet the require­
ments of a tight container, the Com­
missioner has found that suitable con­
tainers are now available. Further, as 
stated previously, the U.S.P. and N.F. 
container standards became effective 
on April 1, 1977, and no shortages 
have since been reported.

3. One comment stated that when a 
manufacturer markets a prescription 
drug intended to be dispensed to the 
patient in the manufacturer’s original 
container, the labeling should indicate 
whether the container is child resis­
tant.

The Poison Prevention Packaging 
Act of 1970 and the implementing reg­
ulations contained in part 1700 of title 
16 of the Code of Federal Regulations 
(16 CFR part 1700) require oral pre­
scription drugs to be in child-protec­
tive packaging when dispensed to a pa­
tient. Therefore, a statement indicat­
ing whether or not such a package is 
child resistant would not be useful. 
Further, the pharmacist is obligated 
to dispense oral prescription drugs in 
child-protective packaging unless oth­
erwise directed by the physician, by 
the patient, or specifically exempted 
by the regulations, e.g., oral contracep­
tives, nitroglycerin, and nitrosorbide.

4. Two comments recommended that 
the regulations provide exemptions for 
any manufacturer’s package that com­
plies with poison prevention packaging 
requirements.

The Commissioner does not agree 
with this comment. He believes that 
each dispensed drug product, whether 
or not it is dispensed in a child-resis­
tant container, must be stored in a 
container that will maintain the iden­
tity, strength, quality, and purity of 
the drug product. He believes that this 
comment may have been prompted by 
the fact that few child-resistant con­
tainers met the tight-seal requirement 
at the time this regulation was pro­
posed. This situation has changed. 
The temporary lack of child-resistant 
containers was a primary reason that 
the U.S.P. and N.F. delayed the imple­
mentation of the container require­
ments until April 1, 1977. There now 
are sufficient child-resistant contain­
ers that also meet the tight-seal re­
quirements.

5. Several comments requested that 
FDA provide a reasonable period of 
time for compliance. Some comments 
thought that special containers would 
be available only after a reasonable 
transition period. One comment stated 
that because packaging that is both 
tight fitting and child protective is not 
available, dispensing pharmacists 
would be required to break the law 
when dispensing certain drug prod­
ucts. Comments also requested a rea­
sonable transition period to allow drug
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manufacturers to exhaust present 
label inventory and make the neces­
sary modifications in new labeling.

The Commissioner notés that the 
concern over possible shortage was 
limited to tight containers. Since the 
U.S.P. and N.F. requirements became 
effective on April 1, 1977, which is 
almost 2 years after the originally 
scheduled effective date, FDA has not 
received any reports of ishortages of 
containers. As previously mentioned, 
FDA had recommended that enforce­
ment action be withheld if shortages 
occurred, but because none were re­
ported, FDA recommended that com­
pendial requirements for prescription 
containers be enforced. The require­
ment that manufacturers label pre­
scription drugs to designate the proper 
container will not significantly in­
crease the demand for tight contain­
ers; most prescribed drugs are subject 
to container standards as provided by 
a Ü.S.P. or N.F. monograph.

The Commissioner is, however, al­
lowing sufficient time before imple­
menting the labeling requirements for 
prescription containers so that manu­
facturers can exhaust their label in­
ventory and devise new labeling.

6. Several comments were concerned 
that the container requirements would 
be costly to both the container indus­
try and the consumer. One comment 
stated that at the time the N.F. pro­
posed the tight container standards 
for drug packaging, no plastic vials 
(either child-resistant or regular type) 
could have met the levels for moisture 
vapor transmissions, and 80 percent of 
the containers were of styrene vials. 
Therefore, to meet the requirements 
by July 1975, as originally planned, 
massive replacement of these vials 
would be necessary. A container manu­
facturer’s analysis of the top 200 drug 
products dispensed in 1973 indicated 
that over 70 percent would require 
tight containers. It was then thought 
desirable for the pharmacist to stock 
only “tight” containers, but this 
action would create a demand for 
about 1.6 billion capsule and 1.9 billion 
tablet containers per year. Another 
container manufacturer stated that in 
1975, only its wide-mouth powder jars 
and glass capsule bottles that closed 
with continuous threaded closures 
could meet the tight container re­
quirements, and they represented only 
about 5 percent of their styrene vial 
sales. Further,, the comment stated 
that to meet the tight container re­
quirements, replacement in tools, ma­
chines, new buildings, and ancillary 
production equipment would require 2 
to 3 years to implement. In addition, a 
capital investment of $1.5 million to $3 
million would be involved. Another 
manufacturer estimated that the cost 
of the vial would be increased from 30 
percent to 100 percent, and this cost

would have to be passed to the con­
sumer. Two national container manu­
facturers’ associations estimated that 
the new capital investment necessary 
for the container industry to achieve 
full compliance would exceed $14 mil­
lion. That total represented new man­
ufacturing equipment, write-off of 
some existing machinery, plant re­
quirements, and new closure capacity. 
These two comments stated that the 
impact to the consumer and container 
industry would be moderated if an ap­
propriate transition period were 
adopted.

The Commissioner believes that the 
stay until April 1, 1977, granted by the 
U.S.P. and N.F. in implementing their 
container requirements, has lessened 
the burden that would have been im­
posed on drug and container manufac­
turers if these requirements had been 
imposed at an earlier date. Sufficient 
containers complying with the com­
pendial standards are now available. 
The Commissioner,' while not disput­
ing the economic impact figures pre­
sented by the container manufactur­
ers, believes that the additional 2-year 
transition period provided for contain­
er manufacturers to meet the demands 
for the various containers for drugs 
other than official compendial drugs 
has been more than reasonable. Nei­
ther the inflationary impact that 
would be imposed upon container 
manufacturers nor the total impact to 
industry, government, and consumers 
is considered a major economic impact 
as defined in Executive Orders 11821 
and 11949, OMB Circular A-107, and 
guidelines issued by the Department 
of Health, Education, and Welfare.

7. One comment contends that the 
scope of the proposed regulation 
should be expanded to cover over-the- 
counter (OTC) drugs, cosmetics, no­
tions, and sundries to preserve their 
identity, strength, quality, and purity, 
on the theory that all are stored to­
gether in a pharmacy and in the home 
medicine chest. The example was 
given that a non-prescription drug 
normally requiring only a well-closed 
container may be significantly affect­
ed by extraneous vapors from a highly 
efflorescent or volatile item stored 
beside it.

The Commissioner does not agree 
with this comment. A labeling require­
ment indicating the type container to 
use would not serve a useful purpose, 
because OTC drugs and cosmetics are 
normally sold in the manufacturer’s 
original package. With respect to OTC 
drugs, good manufacturing practice 
regulations require these products to 
be packaged to preserve the products’ 
original identity, strength, quality, 
and purity. Likewise, manufacturers of 
cosmetics would use the most suitable 
container for their products.
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8. Two comments indicated that the 
regulation failed to differentiate be­
tween prescription drugs dispensed by 
a pharmacist and those administered 
by a licensed practitioner. One of the 
Comments recommended that pro­
posed § 201.100(b) be reworded to ex­
plain the difference. One comment 
stated that pharmacists would not 
need to know the type of container in 
which to dispense a drug product such 
as an anesthetic used in surgical set­
tings or a topical fluoride used by a 
dentist.

The Commissioner concludes that 
the regulation does distinguish be­
tween drugs dispensed by a pharma­
cist and those drugs usually adminis­
tered by a licensed practitioner. The 
last sentence of § 201.100(b) says that 
the statement specifying the type of 
container to be used is not required 
for unit-dose or unit-of-use packaging 
or any other packaging format in 
which medication is dispensed in the 
manufacturer’s original package. A 
package containing an injectable prod­
uct, for example, would not need the 
statement. Therefore, these comments 
are not accepted.

9. Three comments were concerned 
with the practice of unit-of-use and 
single-dose packaging. They stated 
that hospital pharmacists, in particu­
lar, have been packaging drugs in 
single-unit doses with increased fre­
quency over the last few years. The 
comments stated that pharmacists do 
not have readily available information 
about the permeability of unit-of-use 
or single-dose containers. One com­
ment stated that single-unit contain­
ers are sometimes kept for as long as 5 
weeks.

The Commissioner advises that this 
rule does not apply to single-unit or 
unit-of-use containers. If a manufac­
turer markets a drug in a unit-of-use 
or single-unit package that is intended 
to be distributed to the patient in the 
manufacturer’s original package, the 
manufacturer is required to use a con­
tainer that will maintain the strength, 
identity, and purity of the packaged 
drug. If the hospital pharmacist re­
packages a drug into unit-of-use or 
single-unit containers, that person 
should also use containers or packag­
ing materials appropriate for the par­
ticular drug. A statement in the drug 
labeling about the type of container to 
be used for repackaging the drug, even 
though intended for the pharmacist 
dispensing the drug in a multiple-unit 
container, will aid the hospital phar­
macist in selecting the proper packag­
ing material.

10. Some comments suggested a 
money savings by not requiring con­
tainer specifications on drug products 
that are stable even if subjected to 
stresses of moisture, heat, and light. 
One comment recommended that only
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drugs with stability problems require 
container specifications.

The Commissioner rejects these sug­
gestions. If the labeling does not in­
clude container specifications, the 
pharmacist cannot always be assured 
that the manufacturer considered the 
necessity of such specifications. The 
integrity of most, if not all, drugs may 
be compromised by dispensing in unsa­
tisfactory containers; thus, it is nei­
ther appropriate nor readily feasible 
to identify drugs with known stability 
or handling problems and apply con­
tainer specifications only to them.

11. One comment expressed the 
opinion that the regulations would 
provide container directions to phar­
macists when the original container is 
inappropriate for dispensing. The com­
ment stated that the wording “is dis­
pensed” in § 201.100(b) implies that 
the package must be dispensed to be 
exempt from the requirement, despite 
the fact that the package was designed 
and is suitable for use as a patient 
package. It was suggested that the 
wording be changed to show that con­
tainer directions are not required for 
prescription drugs whose original 
package is designed and suitable for 
dispensing to patients without repack­
aging.

The Commissioner concludes that 
the intent of the regulation as pro­
posed is the same as that recommend­
ed in this comment. To avoid confu­
sion, the Commissioner accepts .this 
comment and has revised this provi­
sion accordingly.

12. One comment recommended that 
liquids be exempt from the labeling re­
quirement, because a liquid is usually 
dispensed in an amber-colored glass 
bottle with a screw top and would 
automatically meet the requirements 
for light resistance and tight seal.

The Commissioner does not agree 
with this recommendation. If liquids 
were exempt from the container speci­
fication requirement, the pharmacist 
might attribute the absence of such a 
statement to a lack of importance in 
choosing the appropriate container.' 
With container specifications directly 
on the manufacturer’s label, the phar­
macist can more readily determine 
which container is appropriate.

13. One comment stated that manu­
facturers of drug products have long 
been responsible for proper packaging 
and labeling of their products but 
have little control over subsequent re­
packaging and storage by pharmacists. 
The comment, therefore, saw no prac­
tical benefit from the proposed label 
requirement and suggested that it 
would be more effective to establish 
pharmaceutical grade container speci­
fications that would be developed, im­
plemented, identified, and guaranteed 
by the container manufacturer.
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Both phamacists and drug manufac­
turers are responsible for packaging a 
drug product in accordance with pack­
aging requirements specified in the 
monographs for drug products recog­
nized in the official compendia. In the 
absence of compendial specifications, 
the pharmacist often has little or no 
information on which to base the se­
lection of a suitable container. For 
this reason, FDA considers it appropri­
ate to require that such information 
be available to the pharmacist for all 
drugs. As stated in the preamble to 
the proposal, the Commissioner be­
lieves that the manufacturer of a drug 
product is the person best able to 
imform the pharmacist of what consti­
tutes a suitable container for that 
product. The label statement directed 
to the pharmacist, as required by this 
regulation, is therefore considered 
necessary to enable the pharmacist to 
select a container for dispensing a 
drug product that is adequate to main­
tain the product’s original identity, 
strength, quality, and purity.

14. One comment recommended the 
standardization of a phamaceutical 
grade multiple-dose container line of 
bottles, vials, and closures that would 
satisfy basic light-resistance, weight, 
and tight-closure characteristics for 
most oral preparations. Other com­
ments suggested urging pharmacists to 
use only tight containers, and one 
comment stated that the burden to 
show adequate stability in anything 
less than a tight container should rest 
upon whoever proposes to dispense or 
recommend dispensing in anything 
less.

The Commissioner advises that this 
regulation does not preclude a phar­
macist from dispensing drug products 
in containers having specifications of 
higher quality than that designated by 
the manufacturer. The Commissioner 
believes that the suggestion to use 
only tight containers may simplify the 
pharmacist’s job; however, FDA lacks 
the authority to require that drug con­
tainers exceed actual packaging needs 
of the drug involved. Because the 
Commissioner believes that the types 
of containers needed for noncompen- 
dial drugs do not differ greatly from 
those already required to be used by a 
pharmacist for compendial drugs, this 
regulation does not impose any addi­
tional burden on pharmacists in main­
taining an adequate inventory of dis­
pensing containers.

15. Several comments indicated that 
the pharmacist is the person best able 
to select an appropriate container in 
certain situations. One comment ques­
tioned the statement from the propos­
al that the manufacturer is most able 
to determine the best prescription con­
tainer for a particular product and 
pointed out that pharmacists have 
years of professional training to equip
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them in making dispensing decisions. 
Further, the comment stated that the 
manufacturer’s original container is 
an excellent reference source as to the 
type of container to be used for the 
drug. Therefore, the pharmacist would 
be able to make a comparison in se­
lecting a container that would not un­
reasonably jeopardize the purity and 
quality of the drug product. Several 
comments stated that the proposal 
failed to consider prescriptions that 
are to be consumed immediately or in 
a matter of hours and that the phar­
macist would be most able to select 
the proper container in this situation.

While not disputing a pharmacist’s 
expertise or judgment, the Commis­
sioner contends that manufacturers 
are best able to recommend the appro­
priate prescription container for a par­
ticular product. Because manufactur­
ers are required to do stability studies 
on the product, they already have 
available much of the data needed to 
determine the proper prescription con­
tainer. It would be extremely difficult 
to predict the time within which it 
would be permissible for a product re­
quiring tight closure to be dispensed 
instead in a well-closed container. Fur­
ther, there is no assurance that a 
product will be entirely used within a 
prescribed time. With regard to the 
pharmacist comparing a container to 
the manufacturer’s original container, 
such a comparison would provide some 
information as to the type of closure 
needed, but it would not be necessarily 
adequate. Manufacturers package 
their products to assure their integri­
ty, through seals or other means, to 
protect the products under varying 
condition of storage and handling. 
The Commissioner therefore main­
tains that the pharmacist should give 
careful attention to the manufactur­
er’s directions for container selection.

16. One comment stated that the dis­
cretionary language about the type of 
container to be used could vitiate the 
U.S.P. container program.

The Commissioner disagrees with 
this comment. If a drug is subject to a 
U.S.P. or N.F. monograph, the state­
ment in the labeling specifying the 
type of container to be used has to be 
consistent with any wording in the 
monograph. Therefore, this regulation 
is consistent with the U.S.P.’s contain­
er program. In the case of drugs not 
subject to a U.S.P. or N.F. monograph, 
the manufacturer’s statement directs 
the pharmacist to use a type of con­
tainer that is specified for that partic­
ular drug.

17. Five comments suggested that la­
beling statements specifying appropri­
ate containers should not be required 
until the level of required protection is 
known and subject to drug mono­
graphs, or until some other specific de­
termination has been made that re-
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quirements such as a tight container 
are needed. One comment recommend­
ed that the regulation require the la­
beling statement for only those drugs 
that need special handling, protection, 
or storage when dispensed to a patient 
and which are not subject to compen­
dial storage requirements specifying 
the type of container.

The Commissioner believes that for 
proper enforcement of the act, pre­
scription drug products must be la­
beled to specify the appropriate con­
tainer to assure that they are dis­
pensed in a manner that provides 
m axim um  protection to the consumer. 
The U.S.P. and N.F. contain mono­
graphs specifying containers for many 
drug products. For drug products not 
subject to an official monograph, the 
manufacturer can determine the 
proper container. A container cannot 
be specified unless stability data are 
available. The manufacturer should 
know the type of container necessary 
to maintain the stability of its prod­
uct. If the manufacturer fails to iden­
tify the appropriate container for a 
drug product, the pharmacist has no 
assurance that the proper container 
was considered. Whether the drug is 
recognized in an official compendium 
should not be a basis for determining 
the need for the container statement.

18. One comment suggested that la­
beling requirements specifying appro­
priate prescription containers could be 
best enforced under the Consumer 
Product Safety Act.

The Commissioner disagrees with 
this comment. The Food and Drug Ad­
ministration, not the Consumer Prod­
uct Safety Commission, has the au­
thority to require drug manufacturers 
and pharmacists to package prescrip­
tion drugs in containers that maintain 
the identity, strength, quality, and 
purity of the drug. Under section 502 
of the act, a drug is misbranded if it it 
does not comply with the packaging 
requirements of paragraphs (g), (h), 
and (p); and under section 501(a)(2)(B) 
of the act, a drug is adulterated if it is 
not manufactured under current good 
manufacturing practice.

19. One comment suggested record­
ing § 201.100(b) to show that the man­
ufacturer’s directions about containers 
are merely for informational purposes 
and do not have to be followed by the 
pharmacist. Another comment was 
concerned that if the manufacturer’s 
directives were followed in all in­
stances, it would frustrate the phar­
macist’s professional capabilities and 
would not benefit the patient; if, how­
ever, the pharmacist chose not to 
follow the manufacturer’s “sugges­
tion,” the pharmacist would be ex­
posed to an increased risk of liability.

The container statement is more 
than a suggestion to the pharmacist. 
Section 503(b) of the act does not ex­

clude compendial drug products from 
the labeling and packaging require­
ments of section 502(g). The products 
are misbranded if they are not pack­
aged in the specified containers. More­
over, the pharmacist should .be aware 
that a manufacturer’s directive for a 
particular type of container is derived 
from research demonstrating that 
such a container is suitable for the 
drug product. The Commissioner be­
lieves that readily available container 
specifications will be more of a benefit 
than a problem because they will save 
the pharmacist time. The Commission­
er fails to understand how providing 
pharmacists with packaging informa­
tion frustrates or adversely reflects 
upon the professional training of the 
pharmacist.

20. Two comments objected to the 
wording “Dispense (name of drug 
product) in containers which (state­
ment of specifications which clearly 
enable the dispensing pharmacist to 
select an adequate container)”. The 
comment interpreted this statement as 
allowing, or even mandating, drug 
manufacturers to prescribe particular 
materials, dimensions, or other specifi­
cations for drug containers.

It is not the intent of the regulation 
to require a statement specifying the 
particular materials or dimensions for 
drug containers. The statement of 
specification is intended to be a state­
ment by the manufacturer that indi­
cates the type of container to be used 
for the drug, e.g., well-closed, tight, 
light-resistant. A drug whose stability 
is critical enough to require the type 
of detail mentioned by the comment 
should be packaged for dispensing 
from the manufacturer’s original con­
tainer.

21. One comment stated that all 
drugs should be required to show an 
expiration date or date of manufac­
ture on the immediate container be­
cause, for container specifications to 
be effective, the pharmacist must 
know the age of the drug.

The Commissioner maintains that 
expiration dates should be on all pre­
scription drugs and included such a re­
quirement in the proposed current 
good manufacturing practice regula­
tions published in the F ederal R egis­
ter of February 13, 1976. It is expect­
ed that a final order regarding this 
proposal will be published soon.

22. Three comments stated that this 
regulation would further crowd the 
wording on labels, resulting in other 
important information being less dis­
cernible. One comment recommended 
that a universal container code should 
be devised, such as “Storage A” (or B, 
C, D, E, etc.), so that the label could 
fulfill this requirement but not crowd 
the present wording. Two comments 
recommended against repeating the 
name of the drug in the directions
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specifying the type of container to be 
used.

The proposal for a code system to 
signify the type of dispensing contain­
er to be used is a novel idea. The Com­
missioner is not certain of its value or 
feasibility, and invites comments con­
cerning such a system. No action will 
be taken on this comment at this time.

The Commissioner does not believe 
that the brief statement specifying 
the type of container would crowd the 
wording in existing labels to such an 
extent that it would compromise other 
information on the label. If the imme­
diate container is too small or other­
wise unable to accommodate a label 
and still have enough space to bear all 
other required information, the regu­
lations provide for alternative meth­
ods for placement of this information. 
To save space, however, the Commis­
sioner is deleting from the require­
ments for container specifications a re­
quirement that the name of the drug 
be stated.

23. One comment recommended that 
the required container dispensing in­
formation be permitted anywhere in 
the labeling. It was stated that such a 
statement on the label was unneces­
sary and would distract the pharma­
cist from other information on the 
label.

The Commissioner concludes that it 
is particularly important that the con­
tainer information be placed on the 
immediate container label of any drug 
product large enough to bear such a 
statement. Small packages are often 
stored in an outer package on the 
pharmacist’s shelf and the container 
information is readily available, either 
on the outer package or on an insert. 
If the package is so small that it would 
be exempted from having other man­
datory statements on the label, the 
pharmacist would automatically refer 
to the accompanying labeling. By con­
trast, drugs packaged in larger imme­
diate containers are often stored only 
in the manufacturer’s original contain­
er and the pharmacist dispenses there­
from. In these cases, the only readily 
available container information would 
have to be on the label.

The potential environmental effects 
of this action have been carefully con­
sidered, and the FDA has concluded 
that the action will not significantly 
affect the quality of the human envi­
ronment. This action is one of a type 
for which the agency has determined 
that the preparation of an environ­
mental impact statement is not re­
quired, except in rare and unusual cir­
cumstances (21 CFR 25.1(f)(12)). Ac­
cordingly, the preparation of an envi­
ronmental impact analysis report for 
this action is not required under 21 
CFR 25.1(g).

Therefore, under the Federal Food, 
Drug, and Cosmetic Act (secs. 502, 505,

701(a), 1050-1053 as amended, 1055 (21 
U.S.C. 352, 355, 371(a))), and under au­
thority delegated to the Commissioner 
(21 CFR 5.1), chapter I of title 21 of 
the Code of Federal Regulations is 
amended as follows:

1. In part 201 by amending § 201.100 
by revising paragraph (b)(6) and 
adding a new paragraph (b)(7) to read 
as follows:
§ 201.100 Prescription drugs for human 

use.

*  *  *  *  *

(b) * * *
(6) An identifying lot or control 

number from which it is possible to de­
termine the complete manufacturing 
history of the package of the drug.

(7) A statement directed to the phar­
macist specifying the type of container 
to be used in dispensing the drug prod­
uct to maintain its identity, strength, 
quality, and purity. Where there are 
standards and test procedures for de­
termining that the container meets 
the requirements for specified types of 
containers as defined in an official 
compendium, such terms may be used. 
For example, “Dispense in tight, light- 
resistant container as defined in the 
National Formulary”. Where stand­
ards and test procedures for determin­
ing the types of containers to be used 
in dispensing the drug product are not 
included in an official compendium, 
the specific container or types of con­
tainers known to be adequate to main­
tain the identity, strength, quality, 
and purity of the drug products shall 
be described. For example, “Dispense 
in containers which (statement of 
specifications which clearly enable the 
dispensing pharmacist to select an 
adequate container)”: Provided, how­
ever, That in the case of containers 
too small or otherwise unable to ac­
commodate a label with sufficient 
space to bear all such information, but 
which are packaged within an outer 
container from which they are re­
moved for dispensing or use, the infor­
mation required by paragraph (b) (2),
(3), (5), and (7) of this section may be 
contained in other labeling on or 
within the package from which it is to 
be dispensed; the information referred 
to in paragraph (b)(1) of this section 
may be placed on such outer container 
only; and the information required by 
paragraph (b)(6) of this section may 
be on the crimp of the dispensing 
tube. The information required by this 
paragraph (b)(7) is not required for 
prescription drug products packaged 
in unit-dose, unit-of-use, on other 
packaging format in which the manu­
facturer’s original package is designed 
and intended to be dispensed to pa­
tients without repackaging.

*  *  *  *  *

2. In part 314:
a. Section 314.1(c)(2) is amended by 

adding a new item 4.g. in form FD- 
356H to read as follows:
§ 314.1 Applications.

♦ * * * *
(c) * * *
(2)* * *
FD-356H * * *

*  *  *  t *  *

4  •  *  *

g. If the drug is limited in its labeling to 
use under the professional supervision of a 
practitioner licensed by law to administer it, 
its label shall bear a statement directed to 
the pharmacist specifying the type(s) of 
containers) to be used in dispensing the 
drug to maintain its identity, strength, qual­
ity, and purity so as to be in conformance 
with the provisions of § 201.100(b) (21 CFR 
201.100(b)).

* * * * *
b. Section 314.8 is amended by 

adding new paragraph (a)(5)(xi) to 
read as follows:
§ 314.8 Supplemental applications.

(a) * * *
(5) * * *
(xi) Change in the label to provide 

for a statement directed to the phar­
macist specifying the type(s) of 
container s) to be used in dispensing 
the drug to maintain its identity, 
strength, quality, and purity.

* * * * *

Effective date: Compliance with this 
regulation may begin immediately. 
The regulation is effective for all prod­
ucts introduced or delivered for intro­
duction initially into interstate com­
merce on or after August 27,1978.

In accordance with Executive Order 
12044, the economic effects of this 
final rule have been carefully ana­
lyzed, and it has been determined that 
the final rule does not involve major 
economic consequences as defined by 
that order. A copy of the regulatory 
analysis assessment supporting this 
determination is on file with the Hear­
ing Clerk, Food and Drug Administra­
tion.

Dated: August 18,1978.
W illiam  F . R andolph, 

Acting Associate Commissioner 
for Regulatory Affairs.

[FR Doc. 78-23756 Filed 8-24-78; 8:45 am]
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[4110- 03]
SUBCHAPTER H— MEDICAL DEVICES 

[Docket No. 77N-02553
MEDICAL DEVICE LISTING 

Final Rule
AGENCY: Pood and Drug Administra­
tion.
ACTION: Final rule.
SUMMARY: This document sets forth 
the procedures for the listing of medi­
cal devices under the Medical Devices 
Amendments of 1976. The rule estab­
lishes who must list devices, the times 
for listing, how devices must be listed, 
and other necessary procedural re­
quirements.
EFFECTIVE DATE: October 10, 1978.
FOR FURTHER INFORMATION 
CONTACT: >

Thomas V. Kelley, Bureah of Medi­
cal Devices (HFK-124), Food and 
Drug Administration, Department of 
Health, Education, and Welfare, 
8757 Georgia Avenue, Silver Spring, 
Md. 20910, 301-427-7190.

SUPPLEMENTARY INFORMATION: 
The* proposal upon which this final 
regulation is based was published in 
the F ederal R egister of September 
30, 1977 (42 FR 52808), with correc­
tions published October 7, 1977 (42 FR 
54574), November 1, ,1977 (42 FR 
57137), and December 2, 1977 (42 FR 
61287). Interested persons were given 
until November 29,1977 to comment.

Eighteen comments were received on 
the proposal. The issues most often 
raised concerned the definition of a re­
stricted device, the clarification of var­
ious other definitions, the require­
ments for maintenance of the histori­
cal file, and the requirement for semi­
annual updating.

The final regulation is being adopted 
substantially as proposed, although 
several changes have been made in re­
sponse to the comments and to clarify 
the language of the regulation.

D efin itio n s

1. Five comments objected to the 
definition of the term “restricted 
device” in proposed § 807.3(i) (21 CFR 
807.3(i)). These comments stated that 
the Commissioner of Food and Drugs 
must designate restricted devices by 
regulations promulgated under section 
520(e) of the act (21 U.S.C. 360j(e)) 
and could not, except by such regula­
tions, designate all prescription de­
vices under § 801.109 (21 CFR 801.109) 
as restricted devices.

The Commissioner maintains that 
the devices that were prescription de­
vices under § 801.109 became restricted 
devices under section 520(e) of the act 
by operation of law on the date of en-
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actment of the Medical Device Amend­
ments of 1976.

The issue, however, has been under 
litigation. In three related cases, 
Becton, Dickinson and Company v. 
Food and Drug Administration; 
United States v. Becton, Dickinson 
and Company, and In the Matter of 
Establishment Inspection of Bard- 
Parker Division of Becton, Dickinson 
and Company, the U.S. District Court 
for the Northern District of New York 
ruled that FDA must issue regulations 
classifying devices as “restricted de­
vices.” 448 F. Supp. 776 (N.D. N.Y. 
1978), appeal .docketed, No. 78-6109 
(2d Cir. June 5,1978). The government 
is appealing that decision to the U.S. 
Court of Appeals for the Second Cir­
cuit.

Subsequent to the Becton decision, 
two other U.S. District Courts have 
ruled on the prescription/restricted 
device issue. In both cases, the courts 
declined to follow the Becton decision.

The U.S. District Court of the Cen­
tral District of California sustained 
FDA’s position that heart pacemakers, 
which previously were prescription de­
vices, are now “restricted devices,” and 
granted FDA access to related records. 
In the Matter of the Establishment In­
spection of American Technology, Inc., 
No. CV 78-1727-LEW (C.D. Cal., filed 
June 14, 1978).

The U.S. District Court for the Dis­
trict of Massachusetts granted a 
motion to quash an administrative 
warrant sought by FDA for records re­
lating to endotracheal tubes on the 
basis that the warrant was too general. 
On the restricted device issue the 
Court held:

I find, however, the device in question is a 
“restricted device” by reason of having been 
limited to use by prescription only prior to 
the enactment of 21 U.S.C. 360j [and] is cov­
ered by 21 CFR 801.109. I decline to follow 
Becton, Dickinson v. FDA, 448 F. Supp. 776 
(N.D. N.Y., 1978).

In Re: Administrative Warrant 
Issued to the Food and Drug Adminis­
tration on July 27, 1978 Regarding 
Portex, Inc. (D. Mass., filed July 28, 
1978). The issue is pending also in two 
related cases before the U.S. District 
Court for the Western District of Mis­
souri. United States v. Sherwood Medi­
cal Industries, Inc., et al. (No. 77-0890- 
CV-W-Z) and In the Matter of Estab­
lishment Inspection of Sherwood Medi­
cal Industries, Inc. (No. 77-0265-CV- 
W-Z). The definition of “restricted 
device” in §807.3(i) is consistent with 
the Commissioner’s position in those 
proceedings.

2. Two comments suggested the defi­
nitions of “representative sampling of 
advertisements” and “representative 
sampling of any other labeling” in pro­
posed §807.3 (k) and (1), respectively, 
need clarification because the phrase, 
“gives a balanced picture of,” is con­

fusing. One comment suggested that 
these definitions are unnecessary and 
that the Commissioner should be re­
quired to specify the nature of the ad­
vertisement and labeling material 
whenever the agency makes a specific 
request for labeling and advertise­
ments.

The Commissioner agrees that the 
definitions need clarification. There­
fore, the phrase, “a balanced picture 
of,” has been deleted from §807.3 (k) 
and (1) in the final regulation. Howev­
er, the Commissioner rejects the sug­
gestion that these definitions are un­
necessary because they are needed to 
explain terms used in § 807.31(e) (2) 
and (3) of the final regulation (21 CFR 
807.31(e) (2) and (3)). Section'510(j)(l) 
of the act (21 U.S.C. 360(j)(l)) requires 
only that a “representative sampling” 
of advertisements and labeling be sub­
mitted with device lists (Form FD- 
2892). Therefore, the Commissioner is 
not required to specify the nature of 
the advertisements and labeling to be 
submitted. Section 807.31, which 
allows owners or operators to maintain 
the advertisements and labeling in a 
historical file for their convenience, 
does not impose any additional legal 
requirements on the Commissioner to 
specify the nature of the advertise­
ments and labeling. However, FDA re­
quests for representative sampling of 
advertisements or any other labeling 
will, to the extent possible, specify the 
nature and the basis for the request to 
further aid the owner or operator in 
submitting advertisements and label­
ing.

3. One comment asked why labels 
and package inserts were excluded 
from the definition of “representative 
sampling of any other labeling” in pro­
posed §807.3(1). Another comment 
questioned how the labeling for an 
electronic instrument, which consists 
of nameplates, technical manuals (or 
instruction sheets), specification 
sheets, and advertisements relates to 
the terms “label,” “package insert,” 
and “any other labeling.”

The Commissioner realizes that both 
the terms “label” and “package insert” 
are included within the term “label­
ing,” as defined in section 201(m) of 
the act (21 U.S.C. 321(m)). Neverthe­
less, section 510(j)(l)(B)(ii) of the act 
provides that “the label and package 
insert * * * and a representative sam­
pling of any other labeling” are re­
quired (see § 807.31(e)(3)). Thus, “any 
other labeling” includes written, print­
ed, or graphic matter (other than the 
label or package insert) (1) upon any 
article or any of its containers and 
wrappers or (2) accompanying such ar­
ticle (e.g., specification sheets, mainte­
nance manuals, technical manuals 
which do not give instructions for the 
use of the device, and catalogs).
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In reference to the comment con­
cerning electronic devices, the Com­
missioner notes that the definitions of 
“label” and “labeling” in section 201 
(k) and (m) of the act, respectively, are 
controlling. To simplify greatly, a 
“label” is written information on, or 
attached to, a device; a “package 
insert” is any labeling accompanying 
the device that gives instructions for 
its use. (“Labeling” is a broad term en­
compassing both “label” and “package 
insert.”) Therefore, for electronic de­
vices, nameplates would be considered 
labels; technical manuals that include 
instructions for use or instruction 
sheets that accompany the device 
would be considered package inserts; 
and specification sheets would be “any 
other labeling”—other than labels or 
package inserts. Advertisements would 
not be “labeling” unless they accompa­
ny the device.

4. A new definition has been added 
to the final regulation. The term “ma­
terial change” has been added to 
§807.3 as paragraph (m) to clarify re­
vised § 807.31(b). This is discussed fur­
ther under the comments relating to 
proposed § 807.31.

W ho M ust L ist

5. One comment proposed that X- 
ray manufacturers be exempted from 
listing X-ray equipment and parts 
with the Bureau of Medical Devices 
because they are listed with the 
Bureau of Radiological Health.

The Commissioner rejects this pro­
posal. Part 1002 of Title 21 of the 
Code of Federal Regulations (21 CFR 
Part 1002), governing records and re­
ports issued under the authority of 
section 360A of the Public Health 
Service Act (42 U.S.C. 263i), provides 
for initial and annual reports to the 
Bureau of Radiological Health. How­
ever, the reports only provide informa­
tion on operational characteristics of 
electronic products relating to radi­
ation emission. The authority in sec-- 
tion 510 of the act is much broader. It 
authorizes the Commissioner to re­
quire the submission of labeling (as set 
forth in § 807.31(a) and (b)) not merely 
information relating to electronic 
product radiation safety. In addition, 
firms must supply other information 
on Form FD-2892, e.g., classification 
name and number. Because the regula­
tions issued under section 360A of the 
Public Health Service Act do not pro­
vide for the submission of information 
required by these regulations, the 
Commissioner concludes that owners 
or operators of firms producing equip­
ment regulated by both the Bureaus 
of Radiological Health and Medical 
Devices must complete Form FD-2892 
in its entirety. To eliminate duplica­
tion of requirements, the Bureau of 
Medical Devices will review initial and 
annual reports submitted to the
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Bureau of Radiological Health under 
part 1002 before contacting owners or 
operators for labeling and advertise­
ments.

6. Section 807.20(a) (21 CFR
807.20(a)) provides that listing infor­
mation may be submitted by the 
parent, subsidiary, or affiliate compa­
ny for all the establishments under 
the control of one of these organiza­
tions when operations are conducted 
at more than one establishment and 
there exists joint ownership and con­
trol among all the establishments.

One comment suggested that this 
section be modified to provide that the 
listing information may be submitted 
by the parent, subsidiary, or affiliated 
company for all establishments “in­
cluding foreign facilities.”

The Commissioner concurs with the 
comment and has revised § 807.20(a) of 
the final regulation to include refer­
ence to foreign establishments. Sec­
tion 807.40(b) has also been changed 
to permit a parent, subsidiary, or affil­
iate company of a foreign establish­
ment to list and maintain the histori­
cal file on behalf of the foreign estab­
lishment.

7. One comment requested clarifica­
tion as to whether registration and 
listing are required only for firms en­
gaged in the manufacture, prepara­
tion, propagation, compounding, as­
sembly, or processing of “finished” de­
vices. Also, the comment suggested 
that firms manufacturing or selling 
components of in vitro- diagnostic 
products for use in systems manufac­
tured by other firms, if required to 
register and list, should be required to 
submit labeling to the Food and Drug 
Administration for review to protect 
the public from exposure to products 
not in compliance with current in vitro 
diagnostic labeling regulations.

The Commissioner believes that 
§ 807.20(a) as revised in this final regu­
lation adequately specifies who must 
register and list. Under § 807.20(a), 
some owners or operators, in addition 
to those engaged in the manufacture, 
preparation, propagation, compound­
ing, assembly, or processing of "fin­
ished” devices, are required to list, e.g., 
owners or operators that (1) repackage 
or relabel a device, (2) manufacture 
components or accessories that are 
ready to be used for any intended 
health related purpose and are pack­
aged or labeled for such health related 
purpose (e.g., blood fillers and hemo­
dialysis tubing), or (3) manufacture 
devices which of necessity must be fur­
ther processed by a licensed practi­
tioner or other qualified person to 
meet the needs of a particular patient 
(e.g., a manufacturer of ophthalmic 
lens blanks). An owner or operator 
should review §807.65 (21 CFR
807.65), which discusses exemptions 
from registration for device establish-
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ments. Any owner or operator who is 
exempt from registration is exempt 
from listing. In addition, any owner or 
operator is exempt from listing a par­
ticular device if the production of that 
device does not subject the owner or 
operator to the requirement of regis­
tration.

In response to the second comment, 
the Commissioner believes that 
§ 807.31(e) will enable FDA to secure 
and to review labeling, when neces­
sary, of firms manufacturing or selling 
components of in vitro diagnostic de­
vices for use in systems manufactured 
by other firms. Accordingly, the Com­
missioner rejects the suggestion that 
this material be submitted routinely to 
FDA.

8. Two comments stated that manu­
facturers of devices that do not enter 
interstate commerce should be specifi­
cally exempted from the provisions of 
proposed § 807.20(a). These comments 
stated that the presumption of inter­
state commerce is rebuttable and that 
some devices .do not enter commerce at 
all.

These comments raise the question 
of the applicablity of the regulation in 
two situations: (1) Where a device is 
not marketed at all, and (2) where it is 
manufactured and marketed only in­
trastate. The Commissioner advises 
with respect to the first situation that 
only those devices in commercial dis­
tribution (as defined in § 807.3(b)) 
must be listed. In response to the 
second issue, the Commissioner does 
not accept the implication in the com­
ment that section 510 of the act ap­
plies only to devices that have been 
shown to move in interstate com­
merce. Section 510(b) of the act re­
quires the annual registration of every 
establishment “in any State engaged 
in the manufacture, preparation, prop­
agation, compounding, or processing 
of a drug or device * * *.” See also sec­
tion 510(c) and (d) of the act relating 
to initial and additional registration. 
Similarly, section 510(h) of the act 
provides: “Every establishment in any 
State registered with the [FDA] * * * 
shall be subject to inspection * * *.” 
Under section 510(j) of the act, of 
course, any establishment required to 
register may also be required to 
submit listing information.

The Commissioner notes that sec­
tion 510 of the act specifically does not 
require a showing of movement in in­
terstate commerce. Compare section 
301(a) of the act (21 U.S.C. 331(a)) re­
lating to the introduction of adulterat­
ed or misbranded devices into inter­
state commerce. When section 510 was 
initially enacted in 1962 (Pub. L. 87- 
781, Title III, §302), Congress specifi­
cally made findings that the registra­
tion and inspection of intrastate esab- 
lishments were necessary because of 
their impact on interstate commerce.

FEDERAL REGISTER, VOL. 43, NO. 166— FRIDAY, AUGUST 25, 1978



37992

See section 301 of Pub. L. 87-781. In 
enacting the Medical Device Amend­
ments of 1976 (Pub. L. 94-295), Con­
gress further expanded PDA’s authori­
ty to regulate devices without regard 
to specific showings of movement in 
interstate commerce. See section 
304(a)(2) of the act (21 U.S.C. 
334(a)(2)), authorizing the seizure of 
any adulterated or misbranded device 
when and where found with no re­
quirement to establish interstate com­
merce, and section 709 of the act (21 
U.S.C. 379a), establishing a presump­
tion of interstate commerce in other 
regulatory matters involving devices. 
Congress expressly stated its intention 
to expand PDA’s intrastate authority 
over devices in House Report No. 94- 
853, Medical Device Amendments, Feb­
ruary 29, 1976, at page 15.

9. Two comments suggested that the
requirement in proposed § 807.20(a) 
“to submit a list of every device in 
commercial distribution” be modified 
to be consistent with the requirement 
in ' proposed §807.22(b) (21 CFR
807.22(b)) that “devices having vari­
ations in physical characteristics such 
as size, package, shape, color, or com­
position should be considered to be 
one device, provided the variation does' 
not change the function or intended 
use of the device.” The comments 
noted that § 807.22(b) does not require 
the submission of a list including 
“every” device.

The Commissioner agrees with the 
comment and has revised § 807.20(a) 
by eliminating the word “every” and 
rephrasing the requirement to read: 
“to submit listing information for 
those devices in commercial distibu- 
tion.”

10. Section 807.20(a)(2) of the final 
regulation has been changed to elimi­
nate duplicate listing by exempting an 
owner or operator who only manufac­
tures devices according to another 
owner or operator’s specifications for 
commercial distribution by the owner 
or operator initiating the specifica­
tions. As proposed, both parties would 
have been required to list the same 
product.

T im e  for L isting

11. Several comments objected to 
the imposition of the December 31, 
1977 deadline for listing. These com­
ments asserted that there was no re­
quirement to list devices with FDA 
until FDA issued final device listing 
regulations.

The Commissioner notes that device 
listing is required by section 510(j) of 
the act and is not dependent on the is­
suance of a final regulation. In the 
F ederal R egister of December 28, 
1976 (41 FR 56397), FDA gave notice 
that device listing requirements would 
be implemented in 1977. Form FD- 
2892 and the accompanying Device
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Listing Information and Instructions 
were sent to Medical Device Establish­
ments in October 1977 to enable device 
listing by December 31, 1977. However, 
the Commissioner has determined 
that the, regulation shall not become 
effective until October 10, 1978. This 
will allow ample time for submission 
of forms by owners or operators who 
did not receive a listing packet in time 
to list by December 31, 1977, or who 
did not have sufficient time for other 
reasons, such as contacting foreign 
suppliers or affiliates. Section 807.21 
has been changed accordingly. The 
Commissioner believes that the effec­
tive date of October 10 1978, will alle­
viate the need of granting further ex­
tensions of time to submit the forms.

12. One comment suggested that the 
words “or as changes occur” be added 
to the last sentence of proposed 
§807.21, which requires an owner or 
operator to “update its device listing 
information every June and Decem­
ber.” This change will make §807.21 
consistent with 807.30(b), which re­
quires an owner or operator to update 
its “device listing information during 
each June and December or, at its dis­
cretion, at the time the change 
occurs.”

The Commissioner agrees with the 
comment and has changed § 807.21 by 
adding the phrase “or, at its discre­
tion, at the time the change occurs.”

How to S ubmit Listing

13. Two comments suggested that 
proposed § 807.25(f) be revised to allow 
the submission of computer-generated 
forms in lieu of the listing forms pro­
vided by FDA. The comments also sug­
gested that FDA assign blocks of num­
bers so that registered establishments 
without access to a computer could 
preprint their forms with various re­
petitive information.

The Commissioner observes that 
proposed § 807.22(b) provides that 
tapes for computer input may be sub­
mitted if equivalent in all elements of 
information specified in Form FD- 
2892. The Commissioner would prefer 
the submission of computer tapes. 
However, should there be situations 
where it is not possible for the owner 
or operator to provide a computer tape 
compatible with FDA equipment, hard 
copy computer output would be ac­
cepted as equivalent to computer 
tapes, provided that review and ap­
proval is secured from FDA before 
submission in accordance with 
§ 807.22(b).

Upon request to the Bureau of Medi­
cal Devices at the address given in 
§ 807.22(a), FDA will provide blocks of 
numbers to be used as the document 
number by owners or operators who 
prefer to preprint their own listing 
forms.

14. One comment suggested that 
proposed § 807.22(c) be modified to in­
dicate that the initial distributor of an 
imported device may submit device 
listing information on behalf of a for­
eign establishment if the initial dis­
tributor is: (1) A parent, subsidiary, or 
affiliate company of the foreign manu­
facturer where joint ownership and 
control exist, as provided in proposed 
§807.20, or (2) the only domestic dis­
tributor of that foreign manufacturer 
and, in addition, submits to FDA a 
letter from the foreign establishment 
authorizing the initial distributor to 
list and maintain a historical file on 
the foreign establishment’s behalf.

The Commissioner has reviewed the 
listing requirements for initial distrib­
utors and has made the following 
changes in the final regulation to clar­
ify those requirements. Section 
807.22(c) has been changed to require 
the initial distributor to submit form 
FD-2892 and to maintain the histori­
cal file for those imported devices (1) 
for which the specifications have been 
initiated or developed by the initial 
distributor or (2) which have been re­
packaged or relabeled by the initial 
distributor (see § 807.20(a) (1) and (2)). 
The listing requirements in 
§ 807.22(c)(3) remain unchanged from 
proposed § 807.22(c) if the initial dis­
tributor did not initiate or develop the 
specifications for the device or repack­
age or relabel the device.

Section 807.40(b) (21 CFR 807.40(b)) 
has been changed to allow a parent, 
subsidiary, or affiliate company of the 
foreign manufacturer or an initial dis­
tributor, who is a sole initial distribu­
tor, to list and maintain the historical 
file for a foreign manufacturer upon 
meeting the other requirements in the 
paragraph. The Commissioner notes 
that the initial distributor may, in 
turn, distribute the product to multi­
ple domestic distributors and still be 
authorized to list for the foreign es­
tablishment.

Information R equired for D evice 
Listing

15. One comment stated that the 
device listing information and instruc­
tions accompanying form FD-2892 
contain terms that are not adequately 
defined and instructions that are un­
clear and confusing.

The Commissioner believes that the 
device listing information and instruc­
tions accompanying form FD-2892 
give adequate directions for submit­
ting listing information for most situa­
tions. The agency will provide detailed 
guidance in those situations where any 
owner or operator is confused as to 
the appropriate procedures to follow 
in listing devices. If many owners or 
operators need to have these instruc­
tions clarified, updated instructions 
will be provided at a later date.
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16. One comment questioned the 
statutory authority for question 14 on 
form FD-2892. The question reads, “Is 
the device, as labeled, intended for dis­
tribution to and use by the general 
public?" The comment expressed con­
cern that this information would be 
used to classify a device as a "restrict­
ed” device.

The Commissioner observes that sec­
tion 510(j)(l) (A) and (B) (i) and <ii) of 
the act requires the submission of all 
labels for each listed device. If FDA 
required all labels to be submitted 
with form FD-2892, it could readily be 
discerned whether the device, as la­
beled, was intended for distribution to 
and use by the general public. Ques­
tion 14 on form FD-2892 allows this 
information to be provided to FDA 
without requiring the submission of 
all labels, which would otherwise 
burden owners or operator^ with the 
additional costs of submitting all 
labels.

The agency will determine those de­
vices that are restricted devices in ac­
cordance with section 520(e) of the 
act. This determination is not depend­
ent on the answer to question 14. Also, 
the Commissioner notes that under 
section 510(j)(l)(D) of the act, FDA 
may require the submission of the 
basis for determining that a device is 
not a restricted device (see 
§ 807.31(e)(5)).

17. One comment objected to the re­
quirement in proposed § 807.25(f)(1) 
that the device be identified by a 
common or usual name. The comment 
stated that identifying a device by a 
common or usual name would require 
the addition of that name to the label 
in order to avoid misbranding under 
section 502(e)(2) of the act (21 U.S.C. 
352(e)(2)). To relieve this problem, it 
was suggested that the term “common 
or usual name” on form FD-2892 be 
changed to “descriptive name.”

The Commissioner notes that sec­
tion 510(j) (1) and (2) (A), (B), and (C) 
of the act requires that upon initial 
listing, discontinuance, or a resump­
tion of commercial distribution of a 
device, its established name, as defined 
in section 502(e) of the act, must be 
listed. In section 502(e)(4) of the act,

* * * the term “established name” with 
respect to a device means (A) the applicable 
official name of the device designated pur­
suant to section 508, (B) if there is no such 
name and such device is an article recog­
nized in an official compendium, then the 
official title thereof in such compendium, or 
(C) if neither clause (A) nor clause (B) of 
this subparagraph applies, then any 
common or usual name of such device.
Because no official names have been 
established for devices under section 
508 of the act and few official names 
for devices are recognized in an official 
compendium, the common or usual 
name must be provided to satisfy the
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established name requirement of sec­
tion 510(j) (1) and (2) (A), (B), and (C). 
The use of a “descriptive name” on 
form FD-2892 would not comply with 
the act.

The identification of a common or 
usual name on form FD-2892 does not 
change the requirement of section 
502(e)(2) of the act that the estab­
lished name appear on the label to 
avoid misbranding. However, the Com­
missioner does not intend to use the 
designation of the common or usual 
name on form FD-2892 to enforce sec­
tion 502(e)(2) of the act because a 
change in the common or usual name 
does not require the updating of form 
FD-2892 (see § 807.30(b)(6) (21 CFR 
807.30(b)(6))).

18. One comment suggested that the 
last phrase of proposed § 807.25(f)(1), 
which states “ * * * that has not been 
included in any list of devices previ­
ously submitted on form FD-2892,” be 
changed to read “ * * * distribution 
that has not been included in any list 
of devices which have been previously 
submitted to FDA,” because the pres­
ents wording of the section suggests 
that more than one device can be in­
cluded on a form FD-2892. The com­
ment stated that this conflicts with 
proposed § 807.22(b), which states that 
“a separate form FD-2892 shall be 
submitted for each device or device 
class listed with the Food and Drug 
Administration.”

The Commissioner does not believe 
that there is any conflict between the 
provisions of §§ 807.25(f)(1) and 
807.22(b). The suggested change to the 
wording of § 807.25(f)(1) does not sig­
nificantly change the meaning of that 
section and therefore is rejected. The 
Commissioner, however, agrees that 
only one device can be included on a 
form FD-2892.

19. One comment suggested that 
proposed § 807.25(f) (1) through (5) be 
modified to use the exact wording that 
appears on form FD-2892, thus per­
mitting the reader of the regulation to 
know exactly what information has to 
be supplied even though he does not 
have a copy of form FD-2892.

The Commissioner agrees that, to 
the extent possible, all information to 
be submitted on form FD-2892 should 
be specified in the regulation. Section 
807.25 has been changed accordingly. 
Section 807.25(f)(1) has been changed 
to specify that listing information 
shall state the classification number of 
the device. Section 807.25(f)(4) has 
been changed to specify that listing in­
formation shall state the establish­
ment type of every domestic or foreign 
device establishment under joint own­
ership and control of the owner or op­
erator at which the device is manufac­
tured, repackaged, or relabeled (see 
paragraph 20 in this preamble). New 
§ 807.25(f)(5) is added to specify that
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listing information shall state whether 
the device as labeled is intended for 
distribution to and use by the general 
public. New § 807.25(f)(6) has been 
added to specify that listing informa­
tion shall state all other general infor­
mation on form FD-2892. Proposed 
§ 807.25(f)(5) (redesignated § 807.25(f)
(7)) has been changed and allows de­
scriptive information other than label­
ing to describe the intended use of a 
device when the owner or operator is 
unable to find an appropriate classifi­
cation name for the device. A copy of 
form FD-2892 may be obtained by con­
tacting FDA at the address indicated 
in § 807.22(a).

20. One comment questioned wheth­
er proposed § 807.25(f)(4) should be 
clarified by adding the words “domes­
tic or foreign” before the words 
“device establishment.”

The Commissioner agrees with the 
comment and has changed the final 
regulation accordingly. However, only 
those establishments under joint own­
ership and control of the owner or op­
erator must appear on form FD-2892 
(see paragraph 19 above).

Updating Device L isting

21. Three comments suggested that 
the filing of premarket notifications 
coupled with annual list updating 
would satisfy the requirement of semi­
annual list updating and ease the 
agency’s administrative burden.

The Commissioner disagrees with 
the comment. Section 510(j)(2) of the 
act requires semiannual updating. In 
addition, certain information required 
under listing is not required under pre­
market notification. Therefore, the 
filing of premarket notifications coup­
led with annual list updating will not 
satisfy the statute. Also, the Commis­
sioner believes that the time involved 
in submitting updated listing forms is 
minimal, because, for most devices, a 
form FD-2892 will be completed only 
at the time of initial listing.

22. One comment suggested that 
proposed § 807.30(b)(4), which requires 
updating device listing whenever there 
is any material change in any informa­
tion previously submitted, be modified 
because the proposed language would 
require updating any supplemental 
sheets to form FD-2892, labeling sup­
plied under proposed § 807.25(f)(5), or 
labeling, advertising, and other infor­
mation required under proposed 
§807.31. The comment indicated that 
the modification should make this sec­
tion consistent with proposed 
§ 807.22(b), proposed § 807.30(b) (1) 
and (2), and the device listing informa­
tion and instructions accompanying 
form FD-2892.

Another comment suggested that to 
eliminate confusion, the word “materi­
al” in proposed § 807.30(b)(4) should 
be changed to “substantial.” This com-
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ment also suggested that proposed 
§ 807.30 (a) through (c) be modified to 
use the exact language of form FD- 
2892.

The Commissioner notes that sec­
tion 510(j)(2)(D) of the act requires an 
updated submission for any material 
change in any listing information sub­
mitted under section 510(j)(l), which 
states what information is required at 
the time of initial listing, and section 
510(jX2), which states what informa­
tion is required after initial listing. 
Proposed § 807.30(b)(4) is consistent 
with sections 510(j)(2)(D) of the act 
and does require the updating of sup­
plemental sheets to form FD-2892, la­
beling supplied under proposed 
§ 807.25(f)(5) (now § 807.25(f)(7) in the 
final regulation), and labeling, adver­
tisements, and other information re­
quired under §807.31. However, the 
intent of proposed § 807.30(b)(4) was 
only to set forth the requirements for 
updating the listing information on 
form FD-2892. Therefore, to clarify 
the requirements for updating form 
FD-2892, proposed §807.30 has been 
changed in its entirety to specify those 
changes to information required on 
form FD-2892 which must be updated 
and the information that must be in­
cluded for each type of update speci­
fied in section 510(j)(2) (A) through
(D) of the act.

Revised § 807.30(a) specifies that all 
changes must be made on form FD- 
2892. Revised § 807.30(b) reiterates the 
time when updating is required as in­
dicated in § 807.21. Revised 
§ 807.30(b)(1) specifies the information 
required when an owner or operator 
introduces into commercial distribu­
tion a device identified with a classifi­
cation name not currently listed. Re­
vised § 807.30(b)(2) specifies the infor­
mation required when an owner or op­
erator discontinues commercial distri­
bution of all devices with the same 
classification name. Revised 
§ 807.30(b)(3) specifies the information 
required when commercial distribution 
of a discontinued device is resumed. 
New § 807.30(b)(4) specifies the infor­
mation required when a classification 
name for a previously listed device 
with multiple classification names has 
been added or deleted. New 
§ 807.30(b)(5) specifies the information 
required when changes in block 6, 7, 
12, 12a, 13, 13a, 14, 15, 16, or 17 of 
form FD-2892 occur. New 
§ 807.30(b)(6) indicates which changes 
to the information required in § 807.25 
do not require updating. Proposed 
§ 807.30(c) has been deleted.

Section 807.30, as revised, is consist­
ent with all other sections of the regu­
lation and the information and 
instructions booklet accompanying 
form FD-2892 and does not refer to 
“material” changes.

RULES AND REGULATIONS

The suggestion that the exact lan­
guage of form FD-2892 be used is~re- 
jected as being unnecessary. Form FD- 
2892 and its accompanying device list­
ing information and instructions may 
be obtained by contacting FDA at the 
address indicated in § 807.22(a).

23. One comment suggested that 
proposed § 807.30(b)(2), which requests 
that the owner or operator give the 
reason for discontinuing commercial 
distribution of a device, be deleted. 
The comment suggests that the rea­
sons for discontinuing commercial dis­
tribution might constitute confidential 
commercial information, and that fail­
ure to furnish the reason under the 
optional terms of the proposed section 
might give rise to conjecture of a dis­
creditable reason. The owner or opera­
tor should not be placed in this con­
flicting position.

The Commissioner has reevaluated 
this requirement. In light of the classi­
fication name approach to listing, the 
Commissioner agrees that such infor­
mation would not be meaningful. The 
section is revised to delete the request 
for the reason(s) for discontinuance of 
commercial distribution.

Additional L istin g  I nformation

24. Two comments requested that a 
date be specified in § 807.31 from 
which maintenance of the historical 
file is required. Six comments stated 
that a time limit should be set for the 
retention of labeling and advertise­
ments in the historical file. Some of 
the suggested time limitations includ­
ed any reasonable, valid time period 
established by the manufacturer, 5 
years after the labeling or advertise­
ment has been introduced, or 1 year 
after the device has been discontinued.

The Commissioner concurs with the 
comments and has revised § 807.31(a) 
to specify the time from which owners 
or operators shall maintain labeling 
and advertisements in the historical 
file, which is the date of initial listing. 
Owners or operators shall maintain in 
the file labeling and advertisements in 
use on the date of initial listing and in 
use after October 10, 1978, but before 
the date of initial listing. Section 
807.31(a) has also been changed to 
specify which labeling and advertise­
ments must be retained in the histori­
cal file at the time of initial listing. 
(This change is discussed in paragraph 
25 in this preamble.)

The Commissioner has established a 
time limit  for retention of certain la­
beling and advertisements for discon­
tinued devices in new § 807.31(c). Gen­
erally, the owner or operator may dis­
card labeling and advertisements 5 
years after the date of the last ship­
ment of a discontinued device. Howev­
er, if the device has an anticipated 
useful life of more than 5 years, the 
owner or operator must retain, in the

historical file until the end of the an­
ticipated useful life of the device, the 
labeling in use on the date of the last 
shipment and a representative sam­
pling of all advertisements in use 
during the 12 months immediately 
preceding the last shipment of a re­
stricted device. A retention period of 5 
years after the last shipment of a dis­
continued device by an owner or oper­
ator was chosen because: (1) Devices 
can be marketed at the retail level 
long after discontinuance, (2) labeling 
and advertisements are used to pro­
mote the sale and indicate the use and 
effectiveness of the device even after 
it has been discontinued, and (3) com­
mercial distribution of devices is some­
times resumed after discontinuance. A 
longer period is required for devices 
with a longer useful life because regu­
latory problems concerning labeling or 
advertisements may occur throughout 
the useful life of the device. The Com­
missioner has not established a time 
limit for the retention of labeling and 
advertisements for devices in commer? 
cial distribution because labeling and 
advertisements are relied upon by 
users of the device even after they 
have been discontinued by the manu­
facturer. If the need for a time limit 
on the retention of labeling and adver­
tisements of devices in commercial dis­
tribution becomes necessary» the Com­
missioner will establish a time limit 
that is necessary to protect the public 
health.

25. One comment stated that section 
510(j)(l)(B) (i) and (ii) of the act re­
quires only a record or file of the 
labels and labeling in use at the time 
of initial listing. The comment states 
that to require more than a file of cur­
rently used labels and labeling clearly 
exceeds the scope, intent, and legisla­
tive history of section 510(j)(l)(B) (i) 
and (ii) of the act. Another comment 
asserted that many changes in labels, 
labeling, and advertising are typo­
graphical or otherwise inconsequential 
and the requirement to keep all labels, 
labeling, and advertisements would 
place an unnecessary burden on the 
owner or operator in the way of exces­
sive and unproductive recordkeeping. 
This comment suggested that only sig­
nificant, substantive changes in labels, 
labeling, and advertisements be re­
tained

The Commissioner notes that sec­
tion 510(j)(l) (A) and (B) (i) and (ii) of 
the act requires only that, upon initial 
listing, an owner or operator must 
submit: (1) A copy of all labeling for 
each unrestricted device subject to sec­
tions 514 or 515 of the act (see 
§ 807.31(a)(1)); (2) a copy of all label­
ing and advertisements for each re­
stricted device (see § 807.31(a) (2)); and
(3) a copy of all labels, package inserts, 
and a representative sampling of any 
other labeling for each unrestricted
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device that is not subject to sections 
514 or 515 of the act (see 
§ 807.31(a)(3)). However, section 
510(j)(2)(D) of the act requires the 
submission of any material change in 
any information previously submitted 
under section 510(j)(l) (A) and (B) (i) 
and (ii) of the act. Therefore, the 
Commissioner rejects the contention 
that only a record or file of the label­
ing in use at the time of initial listing 
may be required. However, the Com­
missioner agrees that only “material 
changes” in labeling and advertise­
ments retained under § 807.31(a) must 
be maintained in the historical file 
and has added new § 807.31(b) accord­
ingly. (Proposed § 807.31(b) has been 
changed to § 807.31(e) in the final reg­
ulation.)

A definition of the term “material 
change” has been added in §807.3(m) 
to aid owners and operators in comply­
ing with § 807.31(b). The Commission­
er observes that a material change in 
the labeling or advertisements for a 
device may be evidence of a change in 
the device requiring a premarket noti­
fication under § 807.81(a)(3) (21 CFR 
807.81(a)(3)).

Also, the Commissioner notes that 
the definition of “labeling” in section 
201(m) of the act includes all “labels” 
and has shortened the phrase “labels 
and labeling” to “labeling” in the final 
regulation.

26. Two comments asserted that the 
cost of maintaining the historical file 
will become unjustifiably burdensome 
on manufacturers of devices in which 
every lot produced has its own insert 
with the label values for that lot, e.g., 
manufacturers of in vitro diagnostic 
calibrator devices. The comments sug­
gested that labeling for a specific lot 
of product should only be retained for 
6 months beyond the expiration date 
of the lot or 2 years after the date of 
initial distribution.

The Commissioner recognizes that, 
although there are some medical de­
vices in which every lot produced has 
a unique label value (antisera, refer­
ence control sera, and calibration 
standards) and may be produced to 
the same specifications, the biological 
activity or known composition differs 
with each lot. For proper use, the spe­
cific activity or composition must be 
determined and made available to the 
user. However, for the purpose of 
maintaining the historical file, the la­
beling that contains the actual values 
is not required, Therefore, the defini­
tion of “material change” in § 807.3(m) 
excludes the labeling containing the 
actual values for each lot where the 
biological activity or known composi­
tion differs with each lot produced 
and the product is labeled accordingly. 
Nevertheless, the owner or operator 
must retain a copy of the labeling, as 
required under § 807.31(a), and any la-
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beling to which a material change 
occurs, as required under § 807.31(b). 
For example, if value ranges are pre­
printed and specific values are added 
for each lot produced, only a copy of 
that labeling which includes the pre­
printed value ranges must be main­
tained.

27. Two comments suggested that 
proposed § 807.31(a) be modified to 
allow owners or operators who use sep­
arate or central facilities for the repro­
duction of labels, labeling, and adver­
tisements to have those facilities 
maintain the historical file for the 
documents they reproduce. This would 
eliminate duplication of effort since 
these facilities retain a copy of all doc­
uments they reproduce.

The Commissioner agrees with the 
comment and has added new 
§ 807.31(d) to allow the contents of the 
historical file to be maintained in 
more than one location under certain 
conditions set forth in that section.

28. One comment suggested that 
proposed § 807.31(b)(1) be modified to 
include a definition of “good cause” 
and to require that the Commissioner 
accompany any request under that 
section with an explanation of the rea­
sons for such request.

The Commissioner disagrees with 
the suggestion to define “good cause” 
because each request under §807.31 
will be made on a case-by-case basis. 
However, proposed § 807.31(b)(1), 
which has been changed to 
§ 807.31(e)(2) in the final regulation, 
requires that a request for all adver­
tisements will, where feasible, be ac­
companied by an explanation of the 
basis for the request.

29. The Commissioner has changed 
proposed § 807.31(b) to § 807.31(e) in 
the final regulation and made the fol­
lowing changes in accordance with sec­
tion 510(j)(l) of the act: New 
§ 807.31(e)(1) requires that, upon re­
quest, all labeling for a device subject 
to sections 514 or 515 of the act shall 
be submitted to FDA in accordance 
with section 510(j)(l)(A) of the act. 
Proposed § 807.31(b)(1) has been 
changed to § 807.31(e)(2) and is dis­
cussed in paragraph 28 above. Pro­
posed § 807.31(b)(2) has been changed 
to § 807.31(e)(3) and requires that, 
upon request, labeling for an unres­
tricted device that is not subject to 
sections 514 and 515 of the act shall be 
submitted to FDA in accordance with 
section 510(j)(l)(B)(ii). Proposed 
§ 807,31(b)(3) has been changed to 
§ 807.31(e)(4). New § 807.31(e)(5) re­
quires that, upon request, a statement 
of the basis upon which the registrant 
has determined that the device is not 
a restricted device shall be submitted 
to FDA in accordance with section 
510(j)(l)(D) of the act. Proposed 
§ 807.31(b) (4) and (5) has been
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changed to § 807.31(e) (6) and (7), re­
spectively.

Notification  of R egistrant

30. One comment suggested that the 
phrase, “does not establish that the 
holder of the registration is legally 
qualified to deal in such devices and,” 
be deleted from proposed § 807.35(c). 
The comment contends that the legal 
qualifications “to deal in such devices” 
are not related to these regulations.

The Commissioner disagrees with 
the comment. Section 807.35(c) states 
that the assignment of a device listing 
number does not establish any legal 
qualifications of the owner or operator 
to deal in such devices. This statement 
is correct. The suggested modification 
may imply by silence that an owner or 
operator with an assigned device list­
ing number is legally qualified to deal 
in such devices.

P rocedures for F oreign 
E stablishments

31. One comment asserted that pro­
posed §807.40 (b), (c), and (d) should 
be deleted because: (1) The importer 
of record must supply the name of the 
foreign manufacturer of all devices 
being imported and the request for 
registration of the foreign manufac­
turer is merely duplication of paper­
work, (2) there are formidable obsta­
cles in requiring rather than request­
ing foreign manufacturers to list de­
vices, (3) the main focus of FDA’s en­
forcement will rest on the importer, 
and (4) the importer will bear the 
legal and financial burden for failure 
on the part of the foreign manufactur­
er to complete the listing require­
ments.

The Commissioner disagrees with 
the comment. Listing by foreign estab­
lishments is required by section 510(i) 
of the act. Section 807.40(b) has been 
changed to allow listing on behalf of 
the foreign establishment by a domes­
tic establishment or the initial distrib­
utor as provided in that section. If the 
foreign establishment does not submit 
listing information and listing infor­
mation is not submitted by a domestic 
establishment or by an authorized ini­
tial distributor under § 807.40(b), then 
the foreign establishment’s products 
will be subject to detention.

32. One comment suggested that 
proposed § 807.40(b) be modified to 
limit the requirements on foreign es­
tablishments in proposed §807.25 to 
only those foreign establishments who 
are not listed by a parent, subsidiary 
or affiliate, or an initial distributor.

The Commissioner believes that the 
revision of § 807.40(b) discussed in 
paragraph 14 above eliminates this 
problem. The requirement of §807.25 
remains with the foreign establish­
ment. However, the requirement may 
be satisfied by a parent, subsidiary or
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affiliate, or an initial distributor as 
provided in § 807.40(b).

33. Two comments suggested that 
proposed § 807.40(c) should be modi­
fied to allow the importation of a 
device after a premarket notification 
has been filed rather than after the 
device is listed. The comments assert­
ed that the premarket notification 
should be sufficient until the device is 
required to be listed.

The Commissioner concurs and has 
changed § 807.40(c) to permit importa­
tion before listing. Although the 
device does not need to be listed 
before such importation begins, listing 
must be made at the next interval 
specified for updating device listing in­
formation in § 807.30(b). A premarket 
notification must be submitted before 
importation into the United States, if 
such notice would be required (see 
§807.81).

34. One comment suggested modify­
ing proposed § 807.40(c) to allow de­
vices intended solely for investigation­
al use to be imported or offered for 
import during the period ending on 
the 90th day after the date of promul­
gation of regulations prescribing the 
procedures and conditions required by 
section 520(g)(2) of the act.

The Commissioner does not believe 
that the regulation should be changed 
to reflect this interim period.

Note.—Interim final investigational device 
exemption regulations were published May 
12, 1978 (43 PR 20726).

However, until final investigational 
device exemption regulations are pub­
lished, a foreign device whose labeling 
identifies it as an investigational 
device can be imported without the 
product first being listed. The device 
will have to comply with investigation­
al device exemption regulations when­
ever applicable. The Commissioner 
notes that investigational device ex­
emption regulations are applicable for 
intraocular lenses. .

G eneral P urpose Articles

35. In the course of implementing 
the listing procedures, PDA has re­
ceived several inquiries from manufac­
turers of in vitro diagnostic products 
requesting guidance regarding the 
intent of § 807.65(c) which exempts 
from registration “a manufacturer of 
general purpose articles, such as 
chemical reagents or laboratory equip­
ment whose uses are generally known 
by persons trained in their use and 
which are not labeled or promoted for 
medical uses.” Copies of these inquir­
ies are on file with the Hearing Clerk 
(HFA-305), Food and Drug Adminis­
tration, Room 4-65, 5600 Fishers Lane, 
Rockville, Md. 20857. Many persons 
were of the opinion that, even though 
their in vitro diagnostic products were 
previously exempted from drug regis-
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tration and listing, they would now be 
required to register and list these 
products with FDA since § 807.65(c) in­
cluded the phrase “not labeled or pro­
moted for medical uses.” The persons 
inquiring believed that promoting the 
products for use in hospitals, clinical 
laboratories, etc., would, in itself, be 
interpreted as promotion for medical 
use.

In the case of in vitro diagnostic 
products, general purpose articles are 
those products that have general labo­
ratory applications but whose uses are 
not solely in the collection, prepara­
tion, and examination of specimens 
taken from the human body. An in 
vitro diagnostic product which is a 
general purpose article must have a 
use or uses in other areas. Labeling for 
these products must not make refer­
ence to the application of the product 
in any specific dianostic procedure and 
must contain only product specifica­
tions and, when applicable, meet the 
labeling requirements of § 809.10(d) 
(21 CFR 809.10(d)). When appropriate, 
the labeling may also reference volun­
tary standards of purity, composition, 
nfl.iihra.tion, etc., developed by organi­
zations such as the American Chemi­
cal Society or National Bureau of 
Standards.

The sale of in vitro diagnostic prod­
ucts that are general purpose articles 
to clinical laboratories and other medi­
cal facilities where there is the prob­
ability of diagnostic use does not, in 
itself, mean that the products are 
“promoted for medical use.” For ex­
ample, generally a product will not be 
considered “promoted for medical use” 
if the labeling contains no reference to 
diagnostic use and the claims in the la­
beling do not differ from the claims in 
the promotional material provided to 
other types of facilities (i.e., industrial 
or educational) that also purchase and 
use the products.

In vitro diagnostic products that 
meet these requirements are general 
purpose articles and exempt from reg­
istration and listing under § 807.65(c). 
However, in vitro diagnostic products 
that are promoted and/or labeled as 
components or accessories to specific 
diagnostic systems are not considered 
general purpose articles. Therefore, 
they are medical devices subject to 
registration and listing as required by 
§ 807.20.

Economic Impact

36. One comment stated that an in­
flation impact statement is necessary. 
Several other comments expressed 
concern with the cost of maintaining 
the historical file.

The Commissioner notes that a copy 
of the inflation impact assessment is 
on file with the Hearing Clerk (HFA- 
305), Food and Drug Administration, 
Room 4-65, 5600 Fishers Lane, Rock­

ville, Md. 20857. Section 807.31 of the 
final regulation provides for limita­
tions on the historical file that should 
reduce the cost of maintaining the file 
and allow compliance with section 
510(j)(l) of the act. The Commissioner 
believes that the cost of maintaining 
the historical file will be less than the 
cost of requiring the industry to 
submit labeling and advertisements 
routinely along with device listing 
forms. If routine submission of label­
ing and advertisements were required, 
most owners or operators would keep a 
copy of the labeling and advertise­
ments submitted for their own rec­
ords. Under the historical file system, 
FDA will require actual submission of 
such information only when it is nec­
essary to protect the public health.
National H ealth-Related I tems Code

37. In the preamble to the proposed 
listing procedures, FDA announced 
that support for the National Health 
Related Items Code (NHRIC) as a 
system for the identification and num­
bering of marketed device packages 
compatible with other numbering sys­
tems such as the National Drug Code 
(NDC) and the Universal Product 
Code (UPC) would be limited.

The Commissioner observes that no 
comments were received on this an­
nouncement. Therefore, FDA will 
limit the support of the NHRIC 
system and no longer maintain the 
NHRIC data base. Although there is 
no requirement to place a NHRIC 
number on device labels, those labelers 
who wish to use the NHRIC system 
should contact FDA at the Bureau of 
Medical Devices, Device Registration 
and Listing Branch, HFK-124, 8757 
Georgia Avenue, Silver Spring, Md. 
20910, to obtain a labeler code and 
other information.

All labelers who participate in the 
system will be required to develop 
their own product code and perform 
any required maintenance to the 
number system such as adding new 
codes or deleting old product codes. 
Those labelers currently participating 
in the NHRIC system may continue to 
use the labeler codes assigned but are 
instructed to no longer submit update 
information to FDA.

Participants in the NHRIC system 
should display the NHRIC number 
prominently in the top third of the 
principal display panel of the immedi­
ate container and of any outside con­
tainer labeling or wrapper. Owners, 
operators, and distributors of in vitro 
diagnostic products previously as­
signed NDC numbers may retain those 
numbers, but are required to change 
the prefix N or NDC to H or HRI as 
label revisions occur.

Therefore, under the Federal Food, 
Drug, and Cosmetic Act (secs. 301(p) 
and (q)(2), 501, 502, 508, 510, 519,
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701(a), 52 Stat. 1042-1043 as amended, 
1049-1050 as amended, 1055, 76 Stat. 
789, 794 as amended, 86 Stat. 562 as 
amended, 90 Stat. 564-580 (21 U.S.C. 
331 (p) and (q)(2), 351, 352, 358, 360, 
360i, 371(a)) and under authority dele­
gated to the Commissioner (21 CFR 
5.1), Parts 207, 607, and 807 are 
amended as follows:

PART 207— REGISTRATION OF PRO­
DUCERS OF DRUGS AND LISTING 
OF DRUGS IN COMMERCIAL DIS­
TRIBUTION

1. In Part 207, by amending 
§ 207.65Ü) by adding a sentence at the 
end of the paragraph, as follows:
§ 207.65 Exemptions for domestic estab­

lishments.

* * * * *
(i) * * * This paragraph does not 

exempt such persons from registration 
and listing for medical devices re­
quired under Part 807 of this chapter.

PART 607— ESTABLISHMENT REGIS­
TRATION AND PRODUCT LISTING 
FOR MANUFACTURERS OF HUMAN 
BLOOD AND BLOOD PRODUCTS

2. In Part 607, by amending 
§ 607.65(e) by adding a sentence at the 
end of the paragraph, as follows:
§ 607.65 Exemptions for blood product es­

tablishments.

* * * * *
(e) * * * This paragraph does not 

exempt such persons from registration 
and listing for medical devices re­
quired under Part 807 of this chapter.

PART 807— ESTABLISHMENT REGIS­
TRATION AND DEVICE LISTING 
FOR MANUFACTURERS OF DE­
VICES

3. The heading for Part 807 is re­
vised as set forth above and Part 807 is 
amended as follows:

a. In Subpart A by amending § 807.3 
by adding new paragraphs (i), (j), (k),
(1), and (m) to read as follows:
§ 807.3 Definitions.

* * * * *
(i) “Restricted device” means a 

device for which the Commissioner, by 
regulation under §801.109 of this 
chapter or otherwise under section 
520(e) of the act, has restricted sale, 
distribution, or use only upon the writ­
ten or oral authorization of a practi-
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tioner licensed by law to administer or 
use the device or upon such other con­
ditions as the Commissioner may pre­
scribe.

(j) “Classification name” means the 
term used by the Food and Drug Ad­
ministration and its classification 
panels to describe a device or class of 
devices for purposes of classifying de­
vices under section 513 of the act.

(k) “Representative sampling of ad­
vertisements” means typical advertis­
ing material that gives the promotion­
al claims made for the device.

(l) “Representative sampling of any 
other labeling” means typical labeling 
material (excluding labels and package 
inserts) that gives the promotional 
claims made for the device.

(m) “Material change” includes any 
change or modification in the labeling 
or advertisements that affects the 
identity or safety and effectiveness of 
the device. These changes may in­
clude, but are not limited to, changes 
in the common or usual or proprietary 
name, declared ingredients or compo­
nents, intended use, contraindications, 
warnings, or instructions for use. 
Changes that are not material may in­
clude graphic layouts, grammar, or 
correction of typographical errors 
which do not change the content of 
the labeling, changes in lot number, 
and, for devices where the biological 
activity or known composition differs 
with each lot produced, the labeling 
containing the actual values for each 
lot.

b. In subpart B by amending 
§807.20, by revising the section head­
ing, introductory text of paragraph
(a) , paragraph (a)(2), and paragraph
(b) , to read as follows:
§ 807.20 Who must register and submit a 

device list.
(a) An owner or operator of an es­

tablishment not exempt under section 
510(g) of the act or subpart D of this 
part who is engaged in the manufac­
ture, preparation, propagation, com­
pounding, assembly, or processing of a 
device intended for human use is re­
quired to register and to submit listing 
information for those devices in com­
mercial distribution, except that list­
ing information may be submitted by 
the parent, subsidiary, or affiliate 
company for all the domestic or for­
eign establishments under the control 
of one of these organizations when op­
erations are conducted at more than 
one establishment and there exists 
joint ownership and control among all 
the establishments. The term “device” 
includes all in vitro diagnostic prod­
ucts and in vitro diagnostic biological 
products not subject to licensing under 
section 351 of the Public Health Serv­
ice Act. An owner or operator is re­
quired to register its name, places of 
business, and all establishments and to
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list the devices whether or not the 
output of the establishments or any 
particular device so listed enters inter­
state commerce. The registration and 
listing requirements shall pertain to 
any person who:

* * * * *
(2) Manufactures for commercial dis­

tribution a device either for itself or 
for another person. However, a person 
who only manufactures devices ac­
cording to another person’s specifica­
tions, for commercial distribution by 
the person initiating specifications, is 
not required to list those devices.

* * * * *

(b) No registration or listing fee is 
required. Registration or listing does 
not constitute an admission or agree­
ment or determination that a product 
is a device within the meaning of sec­
tion 201(h) of the act.

c. By ‘revising the section heading 
and text of § 807.21 to read as follows:
§807.21 Times for establishment registra­

tion and device listing.
An owner or operator of an estab­

lishment entering into, or currently 
engaged in, an operation defined in 
§ 807.3(c) and not currently registered 
shall register the establishment by Oc­
tober 22, 1977, and submit device list­
ing by October 10, 1978. An owner or 
operator of an establishment who has 
not previously entered into an oper­
ation defined in § 807.3(c) shall regis­
ter within 30 days after entering into 
such an operation and submit device 
listing information at that time. An 
owner or operator of an establishment 
shall update its registration informa­
tion annually between November 15 
and December 31 and shall update its 
device listing information every June 
and December or, at its discretion, at 
the time the change occurs.

d. By revising the section heading 
and text of § 807.22, to read as follows:
§ 807.22 How and where to register estab­

lishments and list devices.
(a) The first registration of a device 

establishment shall be on form FD- 
2891 (Initial Registration of Device Es­
tablishments). Forms are obtainable 
on request from the Bureau of Medi­
cal Devices (HFK-124), Food and Drug 
Administration, Department of 
Health, Education, and Welfare, 8757 
Georgia Avenue, Silver Spring, Md. 
20910, or from the Food and Drug Ad­
ministration district offices. Subse­
quent annual registration shall be ac­
complished on form FD-2891a (Regis­
tration of Device Establishment), 
which will be furnished by the Food 
and Drug Administration before No­
vember 15 of each year to establish-
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ments whose registration lor that year 
was validated under § 807.35(a). The 
completed form shall be mailed to the 
above-designated address before De­
cember 31 of that year.

(b) The initial listing of devices and 
subsequent June and December updat­
ings shall be on form FD-2892 (Medi­
cal Device Listing). Forms are obtain­
able upon request as described in para­
graph (a) of this section. A separate 
form FD-2892 shall be submitted for 
each device or device class listed with 
the Food and Drug Administration. 
Devices having variations in physical 
characteristics such as size, package, 
shape, color, or composition should be 
considered to be one device: Provided, 
The variation does not change the 
function or intended use of the device. 
In lieu of form FD-2892, tapes for 
computer input or hard copy comput­
er output may by submitted if equiva­
lent in all elements of information as 
specified in form FD-2892. All formats 
proposed for use in lieu of form FD- 
2892 require initial review and approv­
al by the Food and Drug Administra­
tion.

(c) The listing obligations of the ini­
tial distributor within the United 
States of an imported device are satis­
fied as follows:

(1) For those imported devices for 
which the initial distributor has also 
initiated or developed the specifica­
tions, form FD-2892 shall be submit­
ted and the historical file maintained 
by the initial distributor.

(2) For those imported devices for 
which the initial distributor repack­
ages or relabels the device, form FD- 
2892 shall be submitted and the his­
torical file maintained by the initial 
distributor.

(3) The initial distributor is not re­
quired to submit a form FD-2892 for 
those imported devices for which such 
distributor did not initiate or develop 
the specifications for the device or re­
package or relabel the device. Howev­
er, the initial distributor shall submit, 
for each device, the name and address 
of the foreign manufacturer. Initial 
distributors shall also be prepared to 
submit, when requested by the Food 
and Drug Administration, the propri­
etary name, if any, and the common or 
usual name of each device for which 
they are the initial distributors.

(4) The initial distributor shall 
update the information required by 
paragraphs (c) (1), (2), and (3) of this 
section at the intervals specified in 
§ 807.30.

e. In § 807.25, by revising the section 
heading and by adding new paragraph
(f), to read as follows:
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§807.25 Information required or request­
ed for establishment registration and 
device listing.

# * * * * *
(f) Form FD-2892 is the approved 

form for providing the device listing 
information required by the act. This 
required information includes the fol­
lowing:

(1) The identification by classifica­
tion name and number, proprietary 
name, and common or usual name of 
each device being manufactured, pre­
pared, propagated, compounded, or 
processed for commercial distribution 
that has not been included in any list 
of devices previously submitted on 
form FD-2892.

(2) The Code of Federal Regulations 
citation for any applicable standard 
for the device under section 514 of the 
act or section 358 of the Public Health 
Service Act.

(3) The assigned Food and Drug Ad­
ministration number of the approved 
application for each device listed that 
is subject to section 505, 507, or 515 of 
the act.

(4) The name, registration number, 
and establishment type of every do­
mestic or foreign device establishment 
under joint ownership and control of 
the owner or operator at which the 
device is manufactured, repackaged, or 
relabeled.

(5) Whether the device, as labeled, is 
intended for distribution to and use by 
the general public.

(6) Other general information re­
quested on form FD-2892, i.e., (i) if 
the submission refers to a previously 
listed device, as in the case of an 
update, the document number from 
the initial listing document for the 
device, (ii) the reason for submission,
(iii) the date on which the reason for 
submission occurred, (iv) the date that 
the form FD-2892 was completed, (v) 
the owner’s or operator’s name and 
identification number.

(7) Labeling or other descriptive in­
formation (e.g., specification sheets or 
catalogs) adequate to describe the in­
tended use of a device when the owner 
or operator is unable to find on the 
Food and Drug Administration list in 
the device listing package, an appro­
priate classification name for the 
device.

f. By adding new § 807.30 to read as 
follows:
§ 807.30 Updating device listing informa­

tion.
(a) Form FD-2892 shall be used to 

update device listing information. The 
preprinted original document number 
of each form FD-2892 on which the 
device was initially listed shall appear 
in block 2 on the form subsequently 
used to update the listing information

for the device and on any correspon­
dence related to the device.

(b) An owner or operator shall 
update the device listing information 
during each June and December or, at 
its discretion, at the time the change 
occurs. Conditions that require updat­
ing and information to be submitted 
for each of these updates are as fol­
lows:

(1) If an owner or operator intro­
duces into commercial distribution a 
device identified with a classification 
name not currently listed by the 
owner or operator, then the owner or 
operator must submit form FD-2892 
containing all the information re­
quired by § 807.25(f).

(2) If an owner or operator discon­
tinues commercial distribution of all 
devices in the same device class, i.e., 
with the same classification name, the 
owner or operator must submit form 
FD-2892 containing the original docu­
ment number of the form, FD-2892 on 
which the device class was initially 
listed, the reason for submission, the 
date of discontinuance, the owner or 
operator’s name and identification 
number, the classification name and 
number, the proprietary name, and 
the common or usual name of the dis­
continued device.

(3) If commercial distribution of a 
discontinued device identified on a 
form FD-2892 filed under paragraph
(b)(2) of this section is resumed, the 
owner or operator must submit on 
form FD-2892 a notice of resumption 
containing: the original document 
number of the form initially used to 
list that device class, the reason for 
submission, date of resumption, and 
all other information required by 
§ 807.25(f).

(4) If one or more classification 
names for a previously listed device 
with multiple classification names has 
been added or deleted, the owner or 
operator must supply the original doc­
ument number from the form FD-2892 
on which the device was initially listed 
and a supplemental sheet identifying 
the names of any new or deleted clas­
sification names.

(5) Other changes to information on 
form FD-2892 will be updated as fol­
lows:

(i) Whenever a change occurs only in 
the owner or operator name (block 6) 
or number (block 7), e.g., whenever 
one company’s device line is purchased 
by another owner or operator, it will 
not be necessary to supply a separate 
form FD-2892 for each device. In such 
cases, the new owner or operator must 
follow the procedures in §807.26 and 
submit a letter informing the Food 
and Drug Administration of the origi­
nal document number from form FD- 
2892 on which each device was initially 
listed for those devices affected by the 
change in ownership.
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(ii) The owner or operator must also 
submit update information whenever 
changes occur to the responses to the 
questions in blocks 12, 12a, 13, 13a, 
and 14 on form FD-2892, or whenever 
establishment registration numbers, 
establishment names, and/or activities 
are added to or deleted from blocks 15, 
16, and 17 of form FD-2892. The 
owner or operator must supply the 
original document number from the 
form FD-2892 on which the device was 
initially listed, the reason for submis­
sion, and all other information re­
quired by § 807.25(f).

(6) Updating is not required if the 
above information has not changed 
since the previously submitted list. 
Also, updating is not required if 
changes occur in proprietary names, in 
common or usual names (blocks 10 and 
11 of form FD-2892), or to supplemen­
tal lists of unclassified components or 
accessories.

g. By adding new § 807.31 to read as 
follows:
§ 807.31 Additional listing information.

(a) Each owner or operator shall 
maintain a historical file containing 
the labeling and advertisements in use 
on the date of initial listing, and in use 
after October 10, 1978, but before the 
date of initial listing, as follows:

(1) For each device subject to section
514 or 515 of the act that is not a re­
stricted device, a copy of all labeling 
for the device;

(2) For each restricted device, a copy 
of all labeling and advertisements for 
the device;

(3) For each device that is neither 
restricted nor subject to section 514 or
515 of the act, a copy of all labels, 
package inserts, and a representative 
sampling of any other labeling.

(b) In addition to the requirements 
set forth in paragraph (a) of this sec­
tion, each owner or operator shall 
maintain in the historical file any la­
beling or advertisements in which a 
material change has been made any­
time after initial listing.

(c) Each owner or operator may dis­
card labeling and advertisements from 
the historical file as follows:

(1) Five years after the date of the 
last shipment of a discontinued device 
by an owner or operator,

(1) All labeling that was not in use at 
the time of the last shipment of the 
device may be discarded, and,

(ii) All advertisements may be dis­
carded,' except for a representative 
sampling of all advertisements in use 
during the 12 months immediately 
preceding the last shipment of a re­
stricted device.

(2) All labeling that was in use at the 
time of the last shipment of a discon­
tinued device and a representative 
sampling of all advertisements in use 
during the 12 months immediately

preceding the last shipment of a re­
stricted device may be discarded 5 
years after the date of the last ship­
ment of the device or at the end of the 
anticipated useful life of the device.

(d) Location of the file:
(1) Currently existing systems for 

maintenance of labeling and advertis­
ing may be used for the purpose of 
maintaining the historical file as long 
as the information included in the sys­
tems fulfills the requirements of this 
section, but only if the labeling and 
advertisements are retrievable in a 
timely manner.

(2) The contents of the historical 
file may be physically located in more 
than one place in the establishment or 
in more than one establishment pro­
vided there exists joint ownership and 
control among all the establishments 
maintaining the historical file. If no 
joint ownership and control exists, the 
registered establishment must provide 
the Food and Drug Administration 
with a letter authorizing the establish­
ment outside its control to maintain 
the historical file.

(e) Each owner or operator shall be 
prepared to submit to the Food and 
Drug Administration, only upon spe­
cific request, the following informa­
tion:

(1) For a device subject to section 
514 or 515 of the act that is not a re­
stricted device, a copy of all labeling 
for the device.

(2) For a device that is a restricted 
device, a copy of all labeling for the 
device, a representative sampling of 
advertisements for the device, and for 
good cause, a copy of all advertise­
ments for a particular device. A re­
quest for all advertisements will, 
where feasible, be accompanied by an 
explanation of the basis for such re­
quest.

(3) For a device that is neither a re­
stricted device, nor subject to section 
514 of 515 of the act, the label and 
package insert for the device and a 
representative sampling of any other 
labeling for the device.

(4) For a particular device, a state­
ment of the basis upon which the reg­
istrant has determined that the device 
is not subject to section 514 or 515 of 
the act.

(5) For a particular device, a state­
ment of the basis upon which the reg­
istrant has determined the device is 
not a restricted device.

(6) For a particular device, a state­
ment of the basis for determining that 
the product is a device rather than a 
drug.

(7) For a device that the owner or 
operator has manufactured for distri­
bution under a label other than its 
own, the names of all distributors for 
whom it has been manufactured.

h. In § 807.35, by revising paragraph
(c) to read as follows:

§ 807.35 Notification of registrant.

♦  * * * *

(c) Although establishment registra­
tion and device listing are required to 
engage in the device activities de­
scribed in § 807.20, validation of regis­
tration and the assignment of a device 
listing number in itself does not estab­
lish that the holder of the registration 
is legally qualified, to deal in such de­
vices and does not represent a determi­
nation by the Food and Drug Adminis­
tration as to the status of any device.

i. By revising the section heading 
and text of § 807.37 to read as follows:
§ 807.37 Inspection of establishment regis­

tration and device listings.
(a) A copy of the forms FD-2891 and 

FD-2891a filed by the registrant will 
be available for inspection in accord­
ance with section 510(f) of the act, at 
the Bureau of Medical Devices (HFK- 
124), Food and Drug Administration, 
Department of Health, Education, and 
Welfare, 8757 Georgia Avenue, Silver 
Spring, Md. 20910. In addition, there 
will be available for inspection at each 
of the Food and Drug Administration 
district offices the same information 
for firms within the geographical area 
of such district office. Upon request, 
verification of registration number or 
location of a registered establishment 
will be provided.

(b) (1) The following information 
filed under the device listing require­
ments will be available for public dis­
closure:

(1) Each form FD-2892 submitted;
(ii) All labels submitted;
(iii) All labeling submitted;
(iv) All advertisements submitted;
(v) All data or information that has 

already become a matter of public 
knowledge.

(2) Requests for device listing infor­
mation identified in paragraph (b)(1) 
of this section should be directed to 
the Bureau of Medical Devices (HFK- 
124), Food and Drug Administration, 
Department of Health, Education, and 
Welfare, 8757 Georgia Avenue, Silver 
Spring, Md. 20910.

(3) Requests for device listing infor­
mation not identified in paragraph
(b)(1) of this section shall be submit­
ted and handled in accordance with 
part 20 of this chapter.

j. In subpart C, by revising the sec­
tion heading and text of §807.40, to 
read as follows:
§ 807.40 Establishment registration and 

device listing for foreign manufactur­
ers of devices.

(a) Foreign device establishments 
that export devices into the United 
States are requested to register in ac­
cordance with the procedures of sub-
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part B of this part, unless exempt 
under subpart D of this part.

(b) Foreign device establishments 
that export devices into the United 
States, whether or not the establish­
ment is registered, shall comply with 
the device listing requirements unless 
exempt from registration as stated in 
§ 807.65. Those foreign owners or oper­
ators for which there exists joint own­
ership and control with a domestic es­
tablishment may have the domestic es­
tablishment submit listing informa­
tion and maintain the historical file. A 
foreign owner or operator may autho­
rize a domestic initial distributor to 
submit listing information when joint 
ownership and control does not exist, 
only if:

(1) The domestic distributor is the 
sole initial distributor for the foreign 
owner or operator’s device; and

(2) The foreign owner or operator 
submits a letter to the Food and Drug 
Administration authorizing the initial 
distributor to list on its behalf and 
maintain the historical file.

(c) Except for a device imported or 
offered for import that has in effect 
an approved exemption for investiga­
tional use under section 520(g) of the 
act, a device may not be imported 
from a foreign device establishment 
into the United States unless it is 
listed at the interval specified for up­
dating device listing information in 
§ 807.30(b). The device listing informa­
tion shall be in the English language.

(d) Foreign device establishments 
shall submit, as part of the device list­
ing, the name and address of the es­
tablishment and the name of the indi­
vidual responsible for submitting 
device listing information. Any 
changes in this information shall be 
reported to the Food and Drug Admin­
istration at the intervals specified for 
updating device listing information in 
§ 807.30(b).

Effective date: This regulation shall 
be effective October 10,1978.
(Secs. 301 (p) and (q)(2), 501, 502, 508, 510, 
519, 701(a), 52 Stat. 1042-1043 as amended, 
1049-1050 as amended, 1055, 76 Stat. 789, 
794 as amended, 86 Stat. 562 as amended, 90 
Stat. 564-580 (21 U.S.C. 331 (p) and (qX2), 
351, 352, 358, 360, 3601, 371(a)).)

Dated: August 16,1978.
W illiam  F . R andolph, 

Acting Associate Commissioner 
for Regulatory Affairs.

[FR Doc. 78-23757 Filed 8-24-78; 8:45 am]

14110-03]
SUBCHAPTER E— ANIMAL DRUGS, FEEDS, AND 

RELATED PRODUCTS

PART 539— BULK ANTIBIOTIC DRUGS 
SUBJECT TO CERTIFICATION

PART 540— PENICILLIN ANTIBIOTIC 
DRUGS FOR ANIMAL USE

Sterile Amoxicillin Trihydrate; Sterile 
Amoxicillin Trihydrate for Suspension
AGENCY: Food and Drug Administra­
tion.
ACTION: Final rule.
SUMMARY: The regulations are 
amended to reflect approval of a new 
animal drug application (NADA) filed 
by Beecham Laboratories. The NADA 
provides for safe and effective use of 
sterile amoxicillin trihydrate for sus­
pension for treating certain bacterial 
infections in dogs and cats. In addi­
tion, the regulations are amended to 
provide for certification of the bulk 
sterile amoxicillin trihydrate used in 
the manufacture of sterile amoxicillin 
trihydrate for suspension.
EFFECTIVE DATE: August 25,1978.
FOR FURTHER INFORMATION 
CONTACT:

Robert A. Baldwin, Bureau of Vet­
erinary Medicine (HFV-114), Food 
and Drug Administration, Depart­
ment of Health, Education, and Wel­
fare, 5600 Fishers Lane, Rockville, 
Md. 20857, 301-443-3420.

SUPPLEMENTARY INFORMATION: 
Beecham Laboratories, Division of 
Beecham, Inc., Bristol, Tenn. 37620, 
filed a NADA (55-09IV) providing for 
use of sterile amoxicillin for suspen­
sion for treating dogs for certain bac­
terial infections of the respiratory 
tract, genitourinary tract, gastrointes­
tinal -tract, bacterial dermatitis, and 
soft tissues, and cats for certain infec­
tions of the upper respiratory „tract, 
genitourinary tract, gastrointestinal 
tract, skin, and soft tissues. A compan­
ion application form 6, 62-015, pro­
vides for certification of the sterile 
amoxicillin trihydrate used in the 
manufacture of the drug.

In accordance with the freedom of 
information regulations and 
§514.11(e)(2)(ii) of the animal drug 
regulations (21 CFR 514.11(e)(2)(ii)), a 
summary of the safety and effective­
ness data and information submitted 
to support approval of this application 
is released publicly. The summary is 
available for public examination at the 
office of the Hearing Clerk (HFA-305), 
Room 4-65, 5600 Fishers Lane, Rock­
ville, Md. 20857, between 9 a.m. and 4 
p.m., Monday through Friday.

Therefore, under the Federal Food, 
Drug, and Cosmetic Act (sec. 512 (i),

(n), 82 Stat. 347, 350-351 (21 U.S.C. 
360b (i), (n))) and under authority del­
egated to the Commissioner of Food 
and Drugs (21 CFR 5.1), parts 539 and 
540 are amended as follows:

1. Part 539 is amended in subpart A 
by adding new §539.3 to read as fol­
lows:
§ 539.3 Sterile amoxicillin trihydrate.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Amoxicillin trihy­
drate is the trihydrate form of D (-) a- 
amino-p-hydroxybenzyl penicillin. It is 
so purified and dried that:

(1) Its potency is not less than 900 
micrograms and not nore than 1,050 
micrograms of amoxicillin per milli­
gram on an anhydrous basis.

(ii) It is sterile.
(iii) It is nonpyrogenic.
(iv) It passes the safety test.
(v) Its moisture content is not less 

than 11.5 percent and not more than
14.5 percent.

(vi) Its pH in an aqueous solution 
containing 2 milligrams per milliliter 
is not less than 3.5 and not more than 
6.0.

(vii) Its amoxicillin content is not 
less than 90 percent on an anhydrous 
basis.

(viii) The acid-base titration concor­
dance is such that the difference be­
tween the percent amoxicillin content 
when determined by nonaqueous acid 
titration and by nonaqueous base ti­
tration is not more than 6. The poten­
cy acid titration concordance is such 
that the difference between potency 
value divided by 10 and the percent 
amoxicillin content of the sample de­
termined by the nonaqueous acid ti­
tration is not more than 6. The poten­
cy-base titration concordance is such 
that the difference between the poten­
cy value divided by 10 and the percent 
amoxicillin content of the sample de­
termined by the nonaqueous base ti­
tration is not more than 6.

(ix) It is crystalline.
(x) It gives a positive identity test 

for amoxicillin trihydrate.
(2) Labeling. In addition to the label­

ing requirements prescribed by 
§ 432.5(b) of this chapter, this drug 
shall be labeled "amoxicillin”.

(3) Requests for certification; sam­
ples. In addition to complying with the 
requirements of §514.50 of this chap­
ter, each such request shall contain:

(i) Results of tests and assays on the 
batch for potency, sterility, pyrogens, 
safety, moisture, pH, amoxicillin con­
tent, concordance, crystallinity, and 
identity.

(ii) Samples required:
(a) For all tests^except sterility: 10 

packages, each containing approxi­
mately 600 milligrams.
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