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Briefings on how to use the Federal Register
For information on briefings in Washington, DC, see the
announcement on the inside cover of this issue.

Now Available Online

Code of Federal Regulations
via

GPO Access

(Selected Volumes)

Free, easy, online access to selected Code of Federal
Regulations (CFR) volumes is now available via GPO
Access, a service of the United States Government Printing
Office (GPO). CFR titles will be added to GPO Access
incrementally throughout calendar years 1996 and 1997
until a complete set is available. GPO is taking steps so
that the online and printed versions of the CFR will be
released concurrently.

The CFR and Federal Register on GPO Access, are the
official online editions authorized by the Administrative
Committee of the Federal Register.

New titles and/or volumes will be added to this online
service as they become available.

http://www.access.gpo.gov/nara/cfr
For additional information on GPO Access products,

services and access methods, see page Il or contact the
GPO Access User Support Team via:

0  Phone: toll-free: 1-888-293-6498

O  Email: gpoaccess@gpo.gov
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This section of the FEDERAL REGISTER
contains regulatory documents having general
applicability and legal effect, most of which
are keyed to and codified in the Code of
Federal Regulations, which is published under
50 titles pursuant to 44 U.S.C. 1510.

The Code of Federal Regulations is sold by
the Superintendent of Documents. Prices of
new books are listed in the first FEDERAL
REGISTER issue of each week.

DEPARTMENT OF TRANSPORTATION
Federal Aviation Administration

14 CFR Part 39

[Docket No. 97-SW-22-AD; Amendment
39-10211; AD 97-24-04]

RIN 2120-AA64

Airworthiness Directives; Eurocopter
France (Eurocopter) Model SE 3130,
SE 313B, SA 3180, SA 318B, and SA
318C Helicopters

AGENCY: Federal Aviation
Administration, DOT.

ACTION: Final rule; request for
comments.

SUMMARY: This amendment adopts a
new airworthiness directive (AD) that is
applicable to Eurocopter Model SE
3130, SE 313B, SA 3180, SA 318B, and
SA 318C helicopters. This action
requires a visual inspection of the main
rotor blade reinforcement strips for
debonding between the reinforcement
strips of the blade; and a visual
inspection of the main rotor blade
(blade) skin for cracks or corrosion, and
replacement of the blade with an
airworthy blade if certain debonding or
a crack or corrosion is found. This
amendment is prompted by an accident
in which a blade separated in flight. The
actions specified in this AD are
intended to detect debonding, cracks, or
corrosion in the affected blades and to
prevent failure of a blade and
subsequent loss of control of the
helicopter.
DATES: Effective December 8, 1997.
Comments for inclusion in the Rules
Docket must be received on or before
January 20, 1998.
ADDRESSES: Submit comments in
triplicate to the Federal Aviation
Administration (FAA), Office of
Regional Counsel, Southwest Region,
Attention: Rules Docket No. 97-SW-22—

AD, 2601 Meacham Blvd., Room 663,
Fort Worth, Texas 76137.

FOR FURTHER INFORMATION CONTACT: Mr.
Richard Monschke, Aerospace Engineer,
Rotorcraft Standards Staff, 2601
Meacham Blvd., Fort Worth, Texas
76137, telephone (817) 222-5116, fax
(817) 222-5961.

SUPPLEMENTARY INFORMATION: The
Direction General De L’Aviation Civile
(DGAC), which is the airworthiness
authority for France, recently notified
the FAA that an unsafe condition may
exist on Eurocopter Model SE 3130, SE
313B, SA 3180, SA 318B, and SA 318C
helicopters with part number (P/N)
3130-S-11-10000, 3130-S-11-20000,
or 3130-S-11-30000 main rotor blades
installed. The DGAC advises that fatigue
cracks, initiated by skin debonding or
skin corrosion in the area of the
reinforcement strip, may develop in the
blade skin near the blade root, resulting
in failure of the blade in flight and
subsequent loss of control of the
helicopter.

Eurocopter France has issued
Eurocopter Telex Service 0033/00169/
97, dated June 18, 1997, which specifies
visual inspections of the blade root skin
and reinforcement strip for bonding
separation, and replacement of the blade
with an airworthy blade if bonding
separation is found; and a visual
inspection of the blade root skin for
cracks and corrosion, and replacement
of the blade with an airworthy blade if
cracks or corrosion are found. The
DGAC classified this Telex Service as
mandatory and issued AD 97-135—
055(B) in order to assure the continued
airworthiness of these helicopters in
France.

This helicopter model is
manufactured in France and is type
certificated for operation in the United
States under the provisions of section
21.29 of the Federal Aviation
Regulations (14 CFR 21.29) and the
applicable bilateral airworthiness
agreement. Pursuant to this bilateral
airworthiness agreement, the DGAC has
kept the FAA informed of the situation
described above. The FAA has
examined the findings of the DGAC,
reviewed all available information, and
determined that AD action is necessary
for products of this type design that are
certificated for operation in the United
States.

Since an unsafe condition has been
identified that is likely to exist or

develop on other Eurocopter Model SE
3130, SE 313B, SA 3180, SA 318B, and
SA 318C helicopters of the same type
design registered in the United States,
this AD is being issued to detect
debonding, cracks, or corrosion in the
affected blades and to prevent failure of
a blade and subsequent loss of control
of the helicopter. This AD requires a
visual inspection in the area extending
5 mm (0.200 inch) from the strip
reinforcing the inboard edge of the blade
as shown in Figure 1 for debonding
between the main rotor blade skin and
reinforcement strip, and replacement of
the main rotor blade with an airworthy
blade if debonding is found; a visual
inspection for debonding between the
blade and the reinforcement strip on the
leading edge of the blade that covers the
blade spar, and replacement with an
airworthy blade if debonding is present
for more than 0.750 inch2 (500 mm?2);
and a visual inspection of the main rotor
blade skin for cracks and corrosion, and
replacement with an airworthy blade if
any crack or corrosion is found.

Since a situation exists that requires
the immediate adoption of this
regulation, it is found that notice and
opportunity for prior public comment
hereon are impracticable, and that good
cause exists for making this amendment
effective in less than 30 days.

Comments Invited

Although this action is in the form of
a final rule that involves requirements
affecting flight safety and, thus, was not
preceded by notice and an opportunity
for public comment, comments are
invited on this rule. Interested persons
are invited to comment on this rule by
submitting such written data, views, or
arguments as they may desire.
Communications should identify the
Rules Docket number and be submitted
in triplicate to the address specified
under the caption ADDRESSES. All
communications received on or before
the closing date for comments will be
considered, and this rule may be
amended in light of the comments
received. Factual information that
supports the commenter’s ideas and
suggestions is extremely helpful in
evaluating the effectiveness of the AD
action and determining whether
additional rulemaking action would be
needed.

Comments are specifically invited on
the overall regulatory, economic,
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environmental, and energy aspects of
the rule that might suggest a need to
modify the rule. All comments
submitted will be available, both before
and after the closing date for comments,
in the Rules Docket for examination by
interested persons. A report that
summarizes each FAA-public contact
concerned with the substance of this AD
will be filed in the Rules Docket.

Commenters wishing the FAA to
acknowledge receipt of their comments
submitted in response to this rule must
submit a self-addressed, stamped
postcard on which the following
statement is made: ““Comments to
Docket No. 97-SW-22—-AD.” The
postcard will be date stamped and
returned to the commenter.

The regulations adopted herein will
not have substantial direct effects on the
States, on the relationship between the
national government and the States, or
on the distribution of power and
responsibilities among the various
levels of government. Therefore, in
accordance with Executive Order 12612,
it is determined that this final rule does
not have sufficient federalism
implications to warrant the preparation
of a Federalism Assessment.

The FAA has determined that this
regulation is an emergency regulation
that must be issued immediately to
correct an unsafe condition in aircraft,
and that it is not a “‘significant
regulatory action” under Executive
Order 12866. It has been determined
further that this action involves an
emergency regulation under DOT
Regulatory Policies and Procedures (44
FR 11034, February 26, 1979). If it is
determined that this emergency
regulation otherwise would be
significant under DOT Regulatory
Policies and Procedures, a final
regulatory evaluation will be prepared
and placed in the Rules Docket. A copy
of it, if filed, may be obtained from the
Rules Docket at the location provided
under the caption ADDRESSES.

List of Subjects in 14 CFR Part 39

Air transportation, Aircraft, Aviation
safety, Safety.

Adoption of the Amendment

Accordingly, pursuant to the
authority delegated to me by the
Administrator, the Federal Aviation
Administration amends part 39 of the
Federal Aviation Regulations (14 CFR
part 39) as follows:

PART 39—AIRWORTHINESS
DIRECTIVES

1. The authority citation for part 39
continues to read as follows:

Authority: 49 U.S.C. 106(g), 40113, 44701.

§39.13 [Amended]

2. Section 39.13 is amended by
adding a new airworthiness directive to
read as follows:

97-24-04 Eurocopter France: Amendment
39-10211. Docket No. 97-SW-22—-AD.

Applicability: Model SE 3130, SE 313B, SA
3180, SA 318B, and SA 318C helicopters
with part number (P/N) 3130-S-11-10000,
3130-S-11-20000, or 3130-S-11-30000
main rotor blades, installed, certificated in
any category.

Note 1: This AD applies to each helicopter
identified in the preceding applicability
provision, regardless of whether it has been
modified, altered, or repaired in the area
subject to the requirements of this AD. For
helicopters that have been modified, altered,
or repaired so that the performance of the
requirements of this AD is affected, the
owner/operator must use the authority
provided in paragraph (b) to request approval
from the FAA. This approval may address
either no action, if the current configuration
eliminates the unsafe condition, or different
actions necessary to address the unsafe
condition described in this AD. Such a
request should include an assessment of the
effect of the changed configuration on the
unsafe condition addressed by this AD. In no
case does the presence of any modification,
alteration, or repair remove any helicopter
from the applicability of this AD.

Compliance: Required as indicated, unless
accomplished previously.

To detect debonding, cracks, or corrosion
in the affected blades and to prevent failure
of a main rotor blade (blade) and subsequent
loss of control of the helicopter, accomplish
the following:

(a) Before further flight, and thereafter at
intervals not to exceed 25 hours time-in-
service, for part number (P/N) 3130-S-11—-
10000, 3130-S-11-20000, or 3130-S-11—
30000, visually inspect:

(1) For debonding in the area extending 5
mm (0.200 inch) from the strip reinforcing
the inboard edge of the blade as shown in
Figure 1. If there is any debonding of the
reinforcement strip, replace the blade with an
airworthy blade.

(2) For debonding between the blade and
the reinforcement strip on the leading edge
of the blade that covers the blade spar. If
debonding is present for more than 0.750
inches 2 (500 mm?2) at any point on the blade,
replace the blade with an airworthy blade.

(3) For cracks in the blade skin in the first
12 inches (300 mm) of the blade measured
from the root reinforcement strip using a 3x
or higher magnifying glass. If any crack is
found, replace the blade with an airworthy
blade.

(4) For corrosion in the blade skin in the
first 12 inches (300 mm) of the blade
measured from the root reinforcement strip.
If any corrosion is found, replace the blade
with an airworthy blade.

(b) An alternative method of compliance or
adjustment of the compliance time that
provides an acceptable level of safety may be
used if approved by the Manager, FAA,
Rotorcraft Directorate, Rotorcraft Standards
Staff. Operators shall submit their requests
through an FAA Principal Maintenance
Inspector, who may concur or comment and
then send it to the Manager, Rotorcraft
Standards Staff.

Note 2: Information concerning the
existence of approved alternative methods of
compliance with this AD, if any, may be
obtained from the Rotorcraft Standards Staff.

(c) Special flight permits are prohibited.

(d) This amendment becomes effective on
December 8, 1997.

Note 3: The subject of this AD is addressed
in Direction General De L’Aviation Civile
(France) AD 97-135-055(B), dated June 20,
1997.

BILLING CODE 4910-13-U
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BILLING CODE 4910-13-C
Issued in Fort Worth, Texas, on November

14, 1997.

Eric Bries,

Acting Manager, Rotorcraft Directorate,
Aircraft Certification Service.

[FR Doc. 97-30603 Filed 11-20-97; 8:45 am]
BILLING CODE 4910-13-U

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Parts 510 and 522

New Animal Drugs; Change of Sponsor

AGENCY: Food and Drug Administration,
HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is amending the
animal drug regulations to reflect a
change of sponsor for an approved new
animal drug application (NADA) from
Schering-Plough Animal Health Corp. to
Sioux Biochemical, Inc.

EFFECTIVE DATE: November 21, 1997.

Figure 1

FOR FURTHER INFORMATION CONTACT:
Thomas J. McKay, Center for Veterinary
Medicine (HFV-102), Food and Drug
Administration, 7500 Standish PlI.,
Rockville, MD 20855, 301-827-0213.

SUPPLEMENTARY INFORMATION: Schering-
Plough Animal Health Corp., 1095
Morris Ave., Union, NJ 07083, has
informed FDA that it has transferred
ownership of, and all rights and
interests in NADA 9-505 (follicle
stimulating hormone) to Sioux
Biochemical, Inc., 204 Third St. NW.,
Sioux Center, IA 51250. Accordingly,
the agency is amending the regulations
in 21 CFR 522.1002 to reflect the
transfer of ownership. The agency is
also amending the regulations in 21 CFR
510.600(c)(1) and (c)(2) by
alphabetically adding a new listing for
Sioux Biochemical, Inc.

List of Subjects
21 CFR Part 510

Administrative practice and
procedure, Animal drugs, Labeling,
Reporting and recordkeeping
requirements.

21 CFR Part 522

Animal drugs.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs and redelegated to
the Center for Veterinary Medicine, 21
CFR parts 510 and 522 are amended as
follows:

PART 510—NEW ANIMAL DRUGS

1. The authority citation for 21 CFR
part 510 continues to read as follows:

Authority: 21 U.S.C. 321, 331, 351, 352,
353, 360b, 371, 376e.

2. Section 510.600 is amended in the
table in paragraph (c)(1) by
alphabetically adding a new entry for
“Sioux Biochemical, Inc.” and in the
table in paragraph (c)(2) by numerically
adding a new entry for “063112” to read
as follows:

§510.600 Names, addresses, and drug
labeler codes of sponsors of approved
applications.

* * * * *

Firm name and address

Drug labeler code

* *

Sioux Biochemical, Inc., 204 Third St. NW., Siou
*

*

* X *
x Center, IA 51250 ..... 063112

* *
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Drug labeler code

Firm name and address

* *

063112
*

* * *

* * *

Sioux Biochemical, Inc.,

* *
204 Third St. NW., Sioux Center, IA 51250
* *

PART 522—IMPLANTATION OR
INJECTABLE DOSAGE FORM NEW
ANIMAL DRUGS

3. The authority citation for 21 CFR
part 522 continues to read as follows:

Authority: 21 U.S.C. 360b.

§522.1002 [Amended]

4. Section 522.1002 Follicle
stimulating hormone is amended in
paragraph (b)(2) by removing ‘000061
and adding in its place “063112".

Dated: November 6, 1997.

Robert C. Livingston,

Director, Office of New Animal Drug
Evaluation, Center for Veterinary Medicine.

[FR Doc. 97-30563 Filed 11-20-97; 8:45 am]
BILLING CODE 4160-01-F

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Parts 522 and 556

Animal Drugs, Feeds, and Related
Products; Doramectin

AGENCY: Food and Drug Administration,
HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is amending the
animal drug regulations to reflect
approval of a supplemental new animal
drug application (NADA) filed by Pfizer,
Inc. The supplemental NADA provides
for intramuscular use of doramectin in
swine for the treatment and control of
certain infections of nematode and
arthropod parasites.

EFFECTIVE DATE: November 21, 1997.
FOR FURTHER INFORMATION CONTACT:
Estella Z. Jones, Center for Veterinary
Medicine (HFV-135), Food and Drug
Administration, 7500 Standish PlI.,
Rockville, MD 20855, 301-594-1643.
SUPPLEMENTARY INFORMATION: Pfizer,
Inc., 235 East 42d St., New York, NY
10017-5755, is sponsor of NADA 141—
061, which provides for the
subcutaneous and intramuscular use of
Dectomax 1 percent injectable solution
(doramectin) for treatment and control

of certain gastrointestinal roundwormes,
lungworms, eyeworms, grubs, lice, and
mange mites of cattle, and to control
infections and to protect cattle from
reinfection with Ostertagia ostertagi for
21 days, and Cooperia punctata and
Dictyocaulus viviparus for 28 days after
treatment. The firm filed a supplemental
NADA that provides for intramuscular
use of doramectin in swine for the
treatment and control of certain
infections of gastrointestinal
roundworms, lungworms, kidney
worms, sucking lice, and mange mites.
The supplemental NADA is approved as
of September 18, 1997, and the
regulations are amended in 21 CFR
522.770(d) to reflect the approval. The
basis of approval is discussed in the
freedom of information summary.

In addition, a tolerance for residues of
doramectin in edible swine tissues has
not been previously established. Section
556.225 (21 CFR 556.225) is amended to
provide for a tolerance for residues of
doramectin in swine tissues.

In accordance with the freedom of
information provisions of 21 CFR part
20 and 514.11(e)(2)(ii), a summary of
safety and effectiveness data and
information submitted to support
approval of this supplemental
application may be seen in the Dockets
Management Branch (HFA-305), Food
and Drug Administration, 12420
Parklawn Dr., rm. 1-23, Rockville, MD
20857, between 9 a.m. and 4 p.m.,
Monday through Friday.

Under section 512(c)(2)(F)(iii) of the
Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 360b(c)(2)(F)(iii)), this
supplemental approval for food-
producing animals qualifies for 3 years
of marketing exclusivity beginning
September 18, 1997, because the
supplement contains substantial
evidence of the effectiveness of the drug
involved, any studies of animal safety
or, in the case of food-producing
animals, human food safety studies
(other than bioequivalence or residue
studies) required for approval of the
supplemental application and
conducted or sponsored by the
applicant. Exclusivity applies only to
the added indication for the treatment
and control of gastrointestinal
roundworms, lungworms,

kidneyworms, sucking lice, and mange
mites in swine.

The agency has carefully considered
the potential environmental effects of
this action. FDA has concluded that the
action will not have a significant impact
on the human environment, and that an
environmental impact statement is not
required. The agency’s finding of no
significant impact and the evidence
supporting that finding, contained in an
environmental assessment, may be seen
in the Dockets Management Branch
(address above) between 9 a.m. and 4
p-m., Monday through Friday.

List of Subjects

21 CFR Part 522
Animal drugs.

21 CFR Part 556

Animal drugs, Foods.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs and redelegated to
the Center for Veterinary Medicine, 21
CFR parts 522 and 556 are amended as
follows:

PART 522—IMPLANTATION OR
INJECTABLE DOSAGE FORM NEW
ANIMAL DRUGS

1. The authority citation for 21 CFR
part 522 continues to read as follows:

Authority: 21 U.S.C. 360b.

2. Section 522.770 is amended by
revising the heading of paragraph (d)
and redesignating paragraphs (d)(1),
(d)(2), and (d)(3) as paragraphs (d)(1)(i),
(d)(2)(ii), and (d)(1)(iii), respectively,
and by adding new paragraph (d)(2) to
read as follows:

§522.770 Doramectin.

* * * * *

(d) Conditions of use—(1) Cattle. (i)
Amount. * * *
* * * * *

(2) Swine. (i) Amount. 300
micrograms per kilogram (10 milligrams
per 75 pounds).

(i) Indications for use. For treatment
and control of gastrointestinal
roundworms, lungworms, kidney
worms, sucking lice, and mange mites.
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(iii) Limitations. Administer as a
single intramuscular injection. Do not
slaughter swine within 24 days of
treatment. Consult your veterinarian for
assistance in the diagnosis, treatment,
and control of parasitism.

PART 556—TOLERANCES FOR
RESIDUES OF NEW ANIMAL DRUGS
IN FOOD

3. The authority citation for 21 CFR
part 556 continues to read as follows:

Authority: 21 U.S.C. 342, 360b, 371.

4. Section 556.225 is revised to read
as follows:

§556.225 Doramectin.

A tolerance of 0.1 part per million
(ppm) is established for parent
doramectin (marker residue) in liver
(target tissue) of cattle and 0.16 ppm in
liver of swine.

Dated: October 22, 1997.

Stephen F. Sundlof,

Director, Center for Veterinary Medicine.

[FR Doc. 97-30562 Filed 11-20-97; 8:45 am]
BILLING CODE 4160-01-F

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Part 558

New Animal Drugs for Use in Animal
Feeds; Clopidol and Bacitracin Zinc
With Roxarsone

AGENCY: Food and Drug Administration,
HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is amending the
animal drug regulations to reflect
approval of an abbreviated new animal
drug application (ANADA) filed by
Alpharma Inc. The abbreviated NADA
provides for using approved clopidol,
bacitracin zinc, and roxarsone Type A
medicated articles to make Type C
medicated broiler chicken feeds used for
prevention of coccidiosis, improved
feed efficiency, improved pigmentation,
and increased rate of weight gain.
EFFECTIVE DATE: November 21, 1997.
FOR FURTHER INFORMATION CONTACT:
Jeffrey M. Gilbert, Center for Veterinary
Medicine (HFV-128), Food and Drug
Administration, 7500 Standish PI.,
Rockville, MD 20855, 301-594-1602.
SUPPLEMENTARY INFORMATION: Alpharma
Inc., One Executive Dr., P.O. Box 1399,
Fort Lee, NJ 07024, is sponsor of
ANADA 200-207 that provides for
combining approved clopidol,

bacitracin zinc, and roxarsone Type A
medicated articles to make Type C
medicated feeds for broilers containing
clopidol 113.5 grams per ton (g/t) and
bacitracin zinc 4 to 25 g/t with
roxarsone 45.4 g/t. The Type C
medicated feed is used as an aid in the
prevention of coccidiosis caused by
Eimeria tenella, E. necatrix, E.
acervulina, E. brunetti, E. mivati, and E.
maxima, and for increased rate of
weight gain, improved feed efficiency,
and improved pigmentation.

Alpharma Inc.’s ANADA 200-207 is
approved as a generic copy of Rhone-
Poulenc, Inc.’s NADA 44-016. The
ANADA is approved as of November 21,
1997 and 21 CFR 558.175 is amended to
reflect the approval. The basis for
approval is discussed in the freedom of
information summary.

In accordance with the freedom of
information provisions of 21 CFR part
20 and 514.11(e)(2)(ii), a summary of
safety and effectiveness data and
information submitted to support
approval of this application may be seen
in the Dockets Management Branch
(HFA-305), Food and Drug
Administration, 12420 Parklawn Dr.,
rm. 1-23, Rockville, MD 20857, from 9
a.m. and 4 p.m., Monday through
Friday.

The agency has determined under 21
CFR 25.33(a)(1) that this action is of a
type that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

List of Subjects in 21 CFR Part 558
Animal drugs, Animal feeds.
Therefore, under the Federal Food,

Drug, and Cosmetic Act and under

authority delegated to the Commissioner

of Food and Drugs and redelegated to

the Center for Veterinary Medicine, 21

CFR part 558 is amended as follows:

PART 558—NEW ANIMAL DRUGS FOR
USE IN ANIMAL FEEDS

1. The authority citation for 21 CFR
part 558 continues to read as follows:

Authority: 21 U.S.C. 360b, 371.

§558.175 [Amended]

2. Section 558.175 Clopidol is
amended in paragraph (d)(1)(iii)(b) by
removing “No. 000061” and adding in
its place ““Nos. 000061 and 046573.”

Dated: November 7, 1997.

Stephen F. Sundlof,

Director, Center for Veterinary Medicine.

[FR Doc. 97-30564 Filed 11-20-97; 8:45 am]
BILLING CODE 4160-01-F

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 809 and 864
[Docket No. 96N-0082]

RIN 0910-ZA03

Medical Devices; Classification/

Reclassification; Restricted Devices;
Analyte Specific Reagents

AGENCY: Food and Drug Administration,
HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is issuing a final
rule to classify/reclassify analyte
specific reagents (ASR’s) presenting a
low risk to public health into class |
(general controls), and to exempt these
class | devices from the premarket
notification (510(k)) requirements. FDA
is classifying/reclassifying ASR’s used
in certain blood banking tests as class Il
(special controls) because general
controls are insufficient to provide a
reasonable assurance of safety and
effectiveness. Finally, ASR’s presenting
a high risk are being classified or
retained in class Il (premarket
approval). FDA is also designating all
ASR’s as restricted devices under the
Federal Food, Drug, and Cosmetic Act
(the act), and establishing restrictions on
their sale, distribution and use. The
scope of products covered by this final
rule includes both pre-1976 devices,
which have not been previously
classified, as well as post-1976 devices,
which are statutorily classified into
class Ill. The intent of this final rule is
to regulate these pre- and post-1976
devices in a consistent fashion. This
rulemaking does not affect requirements
for reagents that are subject to licensure
under the Public Health Service Act (the
PHS Act). This rulemaking also does not
affect reagents sold to nonclinical
settings, including those reagents sold
as components to manufacturers of
cleared or approved in vitro diagnostic
tests.

DATES: This rule is effective November
23, 1998.

FOR FURTHER INFORMATION CONTACT:
Steven |. Gutman, Center for Devices
and Radiological Health (HFZ-440),
Food and Drug Administration, 2098
Gaither Rd., Rockville, MD 20850, 301—
594-3084.

SUPPLEMENTARY INFORMATION:

|. Background

The the act (21 U.S.C. 201 et seq.), as
amended by the Medical Device
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Amendments of 1976 (Pub. L. 94-295)
(the amendments) and the Safe Medical
Devices Act of 1990 (Pub. L. 101-629),
established a comprehensive system for
the regulation of medical devices
intended for human use. Section 513 of
the act (21 U.S.C. 360c) established
three categories (classes) of devices,
depending on the degree of regulatory
controls needed to protect the public
health. The three categories of devices
are as follows: Class I, general controls;
class Il, special controls; and class I,
premarket approval.

Devices that were in commercial
distribution before May 28, 1976 (the
date of enactment of the amendments),
are classified under section 360c of the
act after FDA has: (1) Received a
recommendation from a classification
panel, an FDA advisory committee, (2)
published the panel’s recommendation
for comment, along with a proposed
regulation classifying the device; and (3)
published a final regulation classifying
the device. A device that is first offered
in commercial distribution after May 28,
1976, and is substantially equivalent to
a device classified under this scheme, is
also classified into the same class as the
device to which it is substantially
equivalent.

A device that was not in commercial
distribution prior to May 28, 1976, and
that is not substantially equivalent to a
preamendments device, is classified by
statute into class Il without any FDA
rulemaking proceedings. FDA
determines whether new devices are
substantially equivalent to previously
offered devices by means of the
premarket notification procedure in
section 510(k) of the act (21 U.S.C.
360(k)) and part 807 of the regulations
(21 CFR part 807).

FDA held a meeting of its
Immunology Devices Panel (the Panel)
on January 22, 1996, to seek expert
advice and public input on determining
the regulatory controls to be placed on
commercially marketed ASR’s. ASR’s
are reagents composed of chemicals or
antibodies that may be thought of as the
*“‘active ingredients” of tests that are
used to identify one specific disease or
condition. ASR’s are purchased by
manufacturers who use them as
components of tests that have been
cleared or approved by FDA and also by
clinical laboratories that use the ASR’s
to develop in-house tests used
exclusively by that laboratory. These in-
house developed tests (sometimes
referred to as ““home brew’’ tests)
include those that measure a wide
variety of antibodies used in the
diagnosis of infectious diseases, cancer,
genetic, and various other conditions.

The Panel recommended that most
ASR’s be classified into class | because
the Panel believed that general controls
are sufficient to provide reasonable
assurance of the safety and effectiveness
of these ASR’s. The Panel’s
recommendation for classification was
based on the applicability of the general
controls usually associated with class |
products (e.g., registration, listing,
current good manufacturing practice
(CGMP), and medical device reporting),
as well as the inclusion of restrictions
on distribution, use and labeling. The
Panel determined that the primary risks
to health presented by ASR’s sold to
clinical laboratories are that they may be
manufactured with variable quality, or
be inappropriately labeled, or be used
by persons without adequate
qualifications. The Panel was also
concerned that practitioners ordering
the in-house tests made from ASR’s may
be unaware that the clinical
performance characteristics of these
tests have not been independently
reviewed by FDA. In addition, the Panel
identified a subset of ASR’s whose use
posed unique risks to public health
because of the substantial clinical
impact of the information generated
using these devices.

After the Panel meeting, FDA
published a proposed rule to regulate
ASR’s (61 FR 10484, March 14, 1996).
FDA received 31 comments on the
proposed rule from individuals,
manufacturers, professional societies,
and consumer and health associations.
The majority of the comments support
the regulations proposed by FDA. A
summary of the comments and FDA’s
response to them is provided below:

I1. The Final Rule

A. General Approach

The final rule classifies or reclassifies
the majority of ASR’s as class | medical
devices. The final rule also exempts
these class | devices from the premarket
notification requirements of section
510(k) of the act. A small number of
ASR’s are being classified in class Il or
111 because the agency has determined
that additional requirements are
necessary for their safe and effective
use. Under the authority of section
520(e) of the act (21 U.S.C. 360j(e)), the
final rule restricts the sale, distribution
or use of all ASR’s subject to the rule.
FDA has determined that these
restrictions are necessary to provide a
reasonable assurance of the safety and
effectiveness of ASR’s, commensurate
with their potentiality for harmful effect
or the collateral measures necessary to
their use. The final rule restricts
ordering the use of in-house developed

tests using ASR’s to physicians or other
health care practitioners authorized by
applicable state law to access such tests.
The final rule also restricts the sale of
ASR’s to those clinical laboratories
regulated under Clinical Laboratory
Improvement Amendments of 1988
(CLIA) as qualified to perform high
complexity testing. In order to clarify
that the rule is intended to allow ASR’s
to be sold to State laboratories exempt
from CLIA certification, the language of
the regulation has been modified to refer
to laboratories “‘regulated’”” under CLIA
rather than ““certified” under CLIA as
had been proposed. In addition, to
clarify that ASR’s may be sold to
Department of Veterans Affairs
(Veterans Affairs) laboratories not
covered by CLIA, the regulation has
been modified to include Veterans
Affairs laboratories regulated under
comparable laws; currently that law is
Pub. L. 102-139. The rule requires those
laboratories covered by the regulation to
provide a disclaimer with the results
obtained through use of in-house
developed tests incorporating these
ASR’s. The rulemaking does not affect
reagents sold to nonclinical settings,
including those sold as components to
manufacturers of approved or cleared in
vitro diagnostic tests. The rulemaking
does not affect requirements for reagents
that are subject to licensure under the
PHS Act.

B. Class Il or 1ll ASR’s

FDA has identified a small subset of
ASR’s that require class Il special
controls to provide a reasonable
assurance of safety and effectiveness;
these are ASR’s used in blood banking
tests classified as class Il devices where
the underlying tests have already been
cleared for marketing under section
510(k) of the act.

Class Il blood banking tests fall into
two categories. One category consists of
blood banking tests required by FDA
that screen for diseases with a low
potential for transmission. The second
category consists of certain blood
banking tests used electively by blood
banks to screen for diseases that are
likely to be transmitted to subsets of
blood unit recipients known to be at
greater risk of infection. An example of
the second category is cytomegalovirus
serological reagents, which are used in
tests that aid in the diagnosis of diseases
caused by cytomegaloviruses. An
example of the first category is
treponema pallidum nontreponemal test
reagents, which are used in tests that aid
in the diagnosis of syphilis.

Class 1l ASR’s will be subject to
special controls that consist of the
following National Committee for
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Clinical Laboratory Standards (NCCLS)
documents: (1) “Specifications for
Immunological Testing for Infectious
Disease; Approved Guideline”
(December 1994, NCCLS Document I/
LA18-A) and (2) “Assessment of the
Clinical Accuracy of Laboratory Tests
Using Receiver Operating Characteristic
(ROC) Plots; Tentative Guideline”
(December 1993, NCCLS Document
KGP10-T) and the following FDA
guidance documents: (1) “Review
Criteria for Assessment of In Vitro
Diagnostic Devices for Direct Detection
of Mycobacterium spp.” (July 6, 1993)
and its “Attachment 1"’ (February 28,
1994); (2)** Draft Review Criteria for
Nucleic Acid Amplification-Based In
Vitro Diagnostic Devices for Direct
Detection of Infectious Microorganisms
(June 14, 1993); and (3) the Center for
Biological Evaluation and Research’s
“Points to Consider in the Manufacture
and Clinical Evaluation of In Vitro Tests
to Detect Antibodies to the Human
Immunodeficiency Virus, Type I (54
FR 48943, November 28, 1989). FDA
believes these special controls are
sufficient to ensure safe and effective
use of these ASR’s because these ASR’s
have previously been evaluated in tests
classified as class Il and cleared by FDA.

Persons interested in obtaining the
documents previously referenced
should refer to section 1V in this
document on ““Access to Special
Controls.”

In addition to the small subset of
ASR’s discussed above that have been
identified as class I, FDA also has
identified another small subset of ASR’s
for which class Il premarket approval is
necessary to protect the public health.
These class Ill ASR’s are those whose
use poses unique risks because of the
substantial clinical and public health
impact of the information generated by
using these devices. This subset of
ASR'’s are those incorporated in tests
intended to diagnose those contagious
diseases that are highly likely to be fatal
and where accurate diagnosis offers an
opportunity to mitigate the public
health impact of the condition or those
ASR’s incorporated in class Il tests
intended to establish the safety of blood
and blood products, including genetic
tests intended to ensure the safety of the
blood supply. Examples of class Ill
ASR'’s include ASR’s used in tests to
diagnose human immunodeficiency
virus/acquired immune deficiency
syndrome (HIV/AIDS) or tuberculosis.

Under §864.4020(b) (21 CFR
864.4020(b)), those analyte specific
reagents that meet the class Il or 1l1 ASR
definition will be reviewed as a
component of a test or kit. Because of
the serious health risks associated with

7

diseases diagnosed by tests utilizing
class Il or 11l ASR’s, FDA believes that
meaningful safety and effectiveness
determinations require a review of the
performance of the entire test or Kit,
including directions for use and
expected analytical or clinical
performance. Accordingly, FDA will
undertake premarket review of the
performance of the ASR and the test of
which it is a component to determine
the substantial equivalence or safety and
effectiveness of class Il and 11l ASR’s. As
aresult, it is expected that most class Il
and I11 ASR’s will not be marketed as
independent components, separate from
the test. Where manufacturers of the
approved test or kit intend to market
these class Il and 111 ASR’s
independently, without the other
components of the test, the restrictions
issued under section 520(e) of the act
will continue to apply. Cleared or
approved class Il or Il ASR’s that are
marketed independently of kits may be
sold only to in vitro diagnostic (1VD)
manufacturers, laboratories qualified to
do high complexity testing under CLIA,
or nonclinical laboratories for research
or other uses. These independently
marketed ASR’s must be labeled in
accordance with §809.10(e) (21 CFR
809.10(e)), which has been amended to
include the following statement:
“Except as a component of the approved
test (Name of approved test), analytical
and performance characteristics are not
established.”

Although manufacturers of Class Il or
11l ASR’s marketed as independent
components are prohibited from making
statements regarding the analytical or
clinical performance of the ASR, they
may identify the approved test or Kit.
Because the clinical laboratory is
accountable for the use of the
independently marketed ASR and its
performance as a part of a test, the
disclaimer required by §809.30(e) (21
CFR 809.30(e) must be appended to the
results of in-house developed tests using
class Il or 1l1 ASR’s just as it is required
with reports of results using class |
ASR’s. The same statement, of course,
would not be applicable or required
when test results are generated using the
test that was cleared or approved in
conjunction with review of the class Il
or Il ASR.

C. General Controls

The final rule requires biological or
chemical manufacturers and suppliers
of ASR’s to register with FDA and
provide FDA with a list of the ASR’s
they supply to laboratories for use in
developing in-house tests. The final rule
also requires manufacturers and
suppliers to conform to CGMP

requirements (part 820 (21 CFR part
820)), as applicable. The final rule
further requires manufacturers and
suppliers to comply with medical
device report (MDR) requirements (21
CFR part 803) and report to FDA
adverse events that may have been due
to the ASR’s. FDA believes that these
general controls address the risk to the
public health presented by ASR’s that
may be manufactured with variable
quality.

To reduce the burden on industry of
complying with CGMP’s, manufactures
and suppliers have until November 23,
1998 to comply with part 820.

D. General Purpose Reagents

FDA has amended the definition of
general purpose reagents to complement
and be consistent with the ASR
definition by adding language clarifying
the distinction between ASR’s and
general purpose reagents.

E. Genetics Testing

FDA does not intend, at this time, to
regulate ASR’s used in genetic testing
differently from other restricted class |
medical devices that are exempt from
premarket notification requirements.
The ASR regulations are drafted to
classify most ASR’s used to develop in-
house tests as class | devices because
FDA believes this degree of regulatory
control is commensurate with the need
to bring consistency to the manufacture
of these devices and to assure their
safety and effectiveness when used by
health and scientific personnel trained
in laboratory practices.

FDA considered identifying a subset
of ASR’s that are used to develop tests
intended for predictive genetic
diagnosis as ASR’s that pose unique
risks to the public health because of the
substantial clinical impact of the
information generated using these
devices. For the genetic tests currently
in use, FDA is aware that both the
genetic test and the ASR used in the
genetic test are developed by the
laboratory in-house. Because these
ASR’s are not being commercially
marketed independently of the tests,
they do not currently fall within the
scope of this regulation. Nonetheless,
FDA considered designating as class Il
devices those ASR’s that would be
marketed independently for use in tests
intended for use in overtly healthy
people to identify a genetic
predisposition to a dementing disease,
or to fatal or potentially fatal medical
disorders (e.g., cancers or Alzheimer’s
disease), in situations where penetrance
is poorly defined or variable and latency
is 5 years or longer. However, after
reviewing the comments and currently
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available information, FDA has not yet
identified criteria that would logically
distinguish among genetic tests in order
to determine which have the requisite
impact to trigger more stringent
controls. FDA has determined that the
special issues related to genetic testing
or predictive genetic testing do not
warrant establishing a more stringent
degree of regulatory control over ASR’s
used in these tests at this time. FDA
believes that regulating most ASR’s as
restricted class | devices exempt from
premarket notification establishes
appropriate initial controls in the event
more stringent requirements are later
determined to be necessary for ASR’s
used in genetic tests.

FDA is aware of the public concern
and desire that the regulation of
products used in genetic testing be done
in a thoughtful and prudent manner. As
stated previously, FDA intends, with
this regulation, to establish appropriate
initial controls for ASR’s use in genetic
tests and to review agency policies
relating to many aspects of regulation of
genetic testing after FDA has had an
opportunity to evaluate anticipated final
recommendations from National
Institute of Health’s (NIH’s) Task Force
on Genetics Testing and other interested
parties. After this review, FDA may
propose additional regulation of genetic
tests.

F. Definition of an ASR

Most comments found FDA’s
proposed definition for an ASR to be
acceptable. However, FDA has decided
to make minor changes to clarify the
definition in response to some
comments. FDA has amended
§864.4020(a) to clarify that the
regulation only applies to reagents
intended for use in a diagnostic
application. FDA also has added the
term “ligand” to the categories of
materials that are within the definition
of ASR because ligands bind the
reagents to the analytes. Finally, FDA
has amended the definition to clarify
that binding between ASR’s and their
analytes may be through physical or
chemical means.

G. Disclaimer

Under §809.30, FDA is requiring that
a disclaimer be appended by the
laboratory to the test report informing
the ordering practitioner of the test
results obtained from the test in which
the ASR was used. The statement will
say, “This test was developed and its
performance characteristics determined
by [Laboratory Name]. It has not been
cleared or approved by the U.S. Food
and Drug Administration.” FDA
believes the disclaimer clarifies the

regulatory status of the test in which the
ASR has been used, is consistent with
other in vitro diagnostic labeling, and
addresses the concern raised by the
Panel that practitioners ordering the
tests made from class | exempt ASR’s or
from class Il or 111 ASR’s marketed
independently of an approved test may
be unaware that the clinical
performance characteristics of those
tests have not been independently
reviewed by FDA. The statement would
not be applicable or required when test
results are generated using the test that
is cleared or approved in conjunction
with review of the class Il or Il ASR. It
will be FDA's responsibility to enforce
the disclaimer requirement.

H. Sale Restrictions

The final rule does not regulate the
sale of ASR’s to nonclinical laboratories.
FDA has amended § 809.30(a)(3) to
clarify that ASR’s may be sold for
nonclinical uses or uses not directly
related to patient care to academic and
other research laboratories as well as to
other nonclinical laboratories. It is not
the intent of the ASR regulations to
prevent the continued sale of ASR’s to
research institutions that are using these
devices for nondiagnostic testing.

I. Labeling Changes and Ordering
Restrictions

FDA has amended § 809.10(e)(9) to
clarify that labeling for class | exempt
ASR’s must include the statement,
“Analyte Specific Reagent. Analytical
and performance characteristics are not
established.” For class Il and |1l ASR’s,
FDA has amended § 809.10(e)(9) to
clarify that labeling must include the
statement ‘“Analyte Specific Reagent.
Except as a component of the approved/
cleared test (Name of approved/cleared
test), analytical and performance
characteristics are not established.”
Such labeling is consistent with other
IVD labeling and provides accurate
information to users and purchasers of
these products.

FDA has added § 809.10(f) to restrict
ordering in-house developed tests using
ASR’s to physicians or other health care
practitioners authorized by the law of
the State in which the test is being
offered. FDA believes that interpretation
of results from in-house developed tests
that use ASR’s requires the expertise of
a health care practitioner authorized by
the State to provide a reasonable
assurance of the safe and effective use
of commercially marketed ASR’s.
Because the performance characteristics
of the individual tests have not been
cleared or approved by FDA, consumer
use of such tests without the benefit of
the experience of a health care

professional would significantly
undermine safe and effective use of
these ASR’s.

I11. Response to Comments

A. Comments Received in Response to
FDA's Solicitation of Opinions on
Specific Issues

1. Genetic Testing

(Comment 1)

Several comments supported
regulating ASR’s used in genetic testing
as class | exempt devices. Those
comments asserted that:

(a) Use of genetic test results are better
addressed through regulations
pertaining to confidentiality of results,
discrimination based on genetic
information, and the qualifications of
genetic counselors and physicians, and
through standards and guidelines
established by professional
organizations rather than through more
stringent device controls.

(b) CGMP requirements, labeling
restrictions, as well as CLIA
requirements for qualifying laboratories
to perform high complexity testing
adequately, address FDA concerns about
the safety and effectiveness of ASR’s
used for such tests.

(c) More stringent classifications of
ASR’s used in genetic tests may hamper
the availability of genetic testing, which
would adversely affect the development
and practice of genetic medicine by
adding substantially to the time and
expense associated with test
development.

(d) Clinical laboratories have the
responsibility and expertise to validate
genetic tests, to establish standard
operating procedures so that tests can be
consistently replicated by technicians,
and to generate in-house reference
standards to test any new reagent lot for
specificity.

(e) ASR’s should not be singled out
for more stringent classification because
ASR’s are only one component of the
clinical assay; properties of the general
reagents used in the assay, such as ionic
strength, pH and concentration, as well
as conditions and procedures at the test
site, are also critical for determining
analytical specificity.

(f) Genetic tests are not fundamentally
different from other diagnostic
technologies.

(9) The proposed ASR category would
allow flexibility for medical decision
making but a system that attempts to
distinguish among different genetic
categories of testing, such as diagnostic,
carrier, population screening, or
prenatal diagnosis, would be unwieldy.

(h) Many ASR’s could be
unintentionally overregulated if a higher
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classification was established for this
group of ASR’s because a majority of
ASR’s could be used as ingredients in a
genetic test, even if they were not sold
for that use.

Other comments supported different
treatment for ASR’s used in genetic
tests:

(a) One comment suggested that it was
premature to regulate ASR’s composed
of human genetic products as class |
until the molecular basis of human
disease is better understood. Another
comment suggested that ASR’s should
be regulated as class Il medical devices
if the practice of making in-house assays
of genetic tests directly available to
consumers becomes widespread or
problematic.

(b) Two comments recommended that
ASR’s used in genetic screening tests for
predictive purposes in apparently
healthy persons should be regulated
more strictly than class I, for example,
by requiring premarket notification.

(c) One comment proposed that ASR’s
whose only labeled indications are in
the area of genetic predisposition or in
prognostic situations with long latency
periods should be regulated as class Il
or Il devices.

(d) Two comments proposed
regulating ASR’s used in genetic testing
as class Il devices. One comment
proposed special controls for these
ASR’s and no exemption from
notification. The second comment
would allow the sale of ASR’s to
laboratories without regard to
certification by CLIA.

(e) Because the clinical validity of
ASR’s may be difficult to establish, their
sensitivity and predictive value may not
be high, and the benefits they confer are
not proven, one comment recommended
that ASR’s used in genetic screening
tests for predictive purposes in
apparently healthy persons should be
available on an investigational basis
only. Another comment said they
should be available on an investigative
basis until clinical validity is proven,
and then they should be classified as
class Il devices. Two comments
recommended that they should be
regulated as class Il devices.

In general, FDA agrees with those
comments that support regulating ASR’s
used in genetic tests as class | exempt.
(See the discussion in section I1.E. of
this document.) The regulations were
issued to apply to ASR'’s as a category
of device, and most ASR’s can be used
in a variety of in-house developed tests.
At this time, FDA does not believe there
is a scientific basis to distinguish
between tests based on the use of DNA
and tests based on the use of other
proteins or substances, or between tests

based on the use of DNA and tests based
on the use of other molecular diagnostic
technologies. However, FDA recognizes
that there are special issues related to
genetic testing or predictive genetic
testing and that these issues may affect
the degree of regulatory control needed
to establish the safety and effectiveness
of these tests or the ASR’s used in their
development. As stated previously, FDA
intends to review its decision with
respect to regulatory control of genetic
testing after it has had an opportunity to
evaluate final recommendations from
NIH’s Task Force on Genetics Testing
and other interested parties.

FDA believes that this final regulation
will assure the quality of material being
used to develop in-house genetics tests.
When used as part of in-house
developed tests, the ASR regulations
restrict use of commercially marketed
ASR’s to tests that are ordered by an
authorized practitioner and to those
clinical laboratories regulated under
CLIA as qualified to perform high
complexity testing. Except when test
results are generated using the test that
was cleared or approved in conjunction
with review of the class Il or Il ASR,
FDA is also requiring that a disclaimer
be appended to the test report stating
that the clinical laboratory determined
and developed the test performance
characteristics and that the test that
incorporated the ASR has not been
cleared or approved by FDA. FDA
believes these restrictions address many
of the concerns raised by those
comments supporting more stringent
regulation of ASR’s used in genetic
testing. The issuance of these
regulations does not preclude FDA from
reevaluating in the future whether
additional controls may be needed for
genetics testing or for ASR’s used in
such tests. FDA will reevaluate whether
additional controls may be needed to
provide an appropriate level of
consumer protection if further
developments in this area result in
significant uses of ASR’s in genetic
assays or other IVD tests offered over-
the-counter (OTC).

(Comment 2)

One comment stated that issues raised
by predictive testing which yields
information about the potential future
health status of the patient and his or
her blood relatives have been addressed
by policy statements from professional
groups. This comment asserted that the
most practical approach to oversight
and regulation of genetic testing would
build on the existing system of
professional society standards, using a
system that creates either incentives for
compliance or disincentives for
noncompliance. The comment also

stated that reliance on voluntary
professional standards would minimize
costs to Government agencies and avoid
burdening compliant manufacturers
with unnecessary regulation. Another
comment recommended that regulation
of human genetic testing should be
considered separately from decisions
regarding the appropriate classification
and regulatory controls applied to
ASR’s.

As stated previously, FDA recognizes
that there are special issues related to
genetic testing or predictive genetic
testing. Implementation of a system
based on professional standards for
oversight of genetic testing is one option
for addressing these issues. FDA does
not believe the regulatory steps being
taken in this final rule overly burden
manufacturers or preclude other types
of controls in the future, including
systems based on the principles
described in this comment.

2. Nucleic Acids

(Comment 3)

Several comments agreed with FDA’s
proposal to include human nucleic
acids within the definition of ASR’s.
Those comments stated that: (a) It
would be inconsistent to exclude
human nucleic acids; (b) human nucleic
acids are essential for good patient
management where no FDA approved
alternative test can substitute; (c) the
scientific basis for nucleic acid
hybridization and amplification
techniques utilizing oligonucleotide
ASR’s have been known for many years
so that adherence to CLIA regulations
should be sufficient regulation; (d)
because factors affecting test
performance, reliability, and accuracy of
test results are assay dependent and not
disease dependent, all ASR’s should be
regulated similarly as class | devices
exempt from premarket notification; (e)
the ongoing refinement of reagents for
diagnosis of susceptibility genes
required by the practice of medicine is
facilitated when ASR’s are required only
to meet a minimum number of
regulatory requirements; (f) the
availability of nucleic acid probes for
use in the practice of medicine will be
facilitated if these nucleic acids are
regulated as class | devices exempt from
the premarket notification requirement;
and (g) like other ASR’s, human nucleic
acids can be used in disease staging.

Several comments supported the
exclusion of the word ““nonhuman’ to
modify nucleic acids in the ASR
definition, stating that it would be
virtually impossible to distinguish
between a nucleic acid synthesized in
the laboratory and a human nucleic
acid, and that human nucleic acids are
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not the only category of ASR capable of
being used in genetic tests. One
comment expressed concern that FDA
has appeared to misunderstand the
panel’s intent, which was to exclude
human nucleic acids because they are
most often used to directly identify

genetic material or gene products.
FDA agrees with the comments that

support including human nucleic acids
in the ASR definition. FDA appreciates
the basis for the concern raised by the
comment about the intent of the panel
recommendation, but remains
concerned about the broad nature of
such an exclusion. Consequently, the
definition of ASR’s in the final rule
includes human nucleic acids. As
discussed earlier, at a future date, FDA
may reevaluate whether additional
controls over genetic tests are
appropriate.

3. Analyte Specific Reagent
(Comment 4)

Several comments supported the use
of the term ““analyte specific reagent”
and no comment suggested an
alternative.

Accordingly, FDA has retained this
term in the final regulation.

4. Disclaimer

(Comment 5)

Several comments agreed with the
proposed disclaimer, noting that it
clarifies the regulatory status of ASR’s,
it is consistent with the current practice
of labeling research or investigational
IVD’s, and it provides an incentive for
laboratories to have their assays
approved or cleared.

Several comments supported having a
disclaimer, but would like it to contain
more information, including that the
clinical performance of the test has not
been established, that neither the
laboratory test nor the procedures used
to obtain the results have been reviewed
by FDA, and that the ASR manufacturer
is accountable for the ASR.

Other comments suggested that the
disclaimer be deleted, or, at a minimum,
amended to read that the laboratory
assay used to report these results has
been validated in accordance with the
requirements of CLIA. One comment
would amend the disclaimer to read as
follows:

The reagents used in this test are
regulated by the Food and Drug
Administration (FDA) under the general
controls of the Food, Drug, and
Cosmetic Act (FDC Act). The regulations
that implement the FDC Act require
compliance with current good
manufacturing practices (CGMP),
accurate labeling and adverse event
reporting, among others. The
distribution of these reagents is limited
to manufacturers of in vitro tests,
laboratories qualified to perform high

complexity testing and forensic and
underwriter laboratories. This test was
validated in accordance with the
provisions of the Clinical Laboratory
Improvement Amendments (CLIA’88).
The program is managed by another
federal agency, the Health Care
Financing Administration (HCFA).
(Laboratory Name) was certified/
recertified by HCFA on (date) as a high
complexity laboratory that is in
compliance with CLIA regulations.

Three comments opposed requiring
any disclaimer, claiming it has no
impact on the final diagnosis and is an
intrusion on the process of medical
interpretation. One of these comments
suggested that it would be more
reasonable to require the laboratory
director to provide interpretive
reporting to the physician.

FDA has considered the comments
and has determined to require the
disclaimer discussed in the proposed
rulemaking. FDA believes that the
disclaimer is sufficiently clear to
communicate that the test that used the
ASR was developed, and its
performance characteristics defined, by
the laboratory without FDA review.
FDA believes this statement clearly
communicates to health care providers
the regulatory status of the in-house test
that has used the ASR. FDA believes
this labeling requirement is necessary to
address the concern raised by the Panel
that physicians may not be aware that
the results of the testing they order
using ASR’s are generated by tests that
have not been independently reviewed
by FDA. Rather than being an intrusion
on medical interpretation, the required
statement ensures that health care
providers have additional information
upon which to make independent
judgments. This labeling requirement
would not be applicable or required
when test results are generated using the
test that was cleared or approved in
conjunction with review of the class Il
or Il ASR. FDA does not believe a more
detailed or lengthy statement is
necessary.

B. General Comments

(Comment 6)

Several comments supported the
regulation of ASR’s as class | devices,
exempt from premarket notification
requirements in section 510(k) of the
act. These comments stated that: (a) The
CLIA regulations regarding in-house
modification of materials or methods are
adequate to protect the health and well-
being of patients without increasing the
regulatory burden on manufacturers and
laboratories or overloading FDA'’s
already encumbered review process by
classifying ASR’s in a more stringent
category; (b) in-house modification of
materials and methods falls within the

scope of the practice