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Food and Drug Administration |

[Docket Nos. 01P-0119 and 01P-0235]

Clinical Chemistry and Clinical Tb’)&iédlogy? DeVIces,ReclaSSIflcatlon of B

Cyclosporine and Tacrolimus Assays
AGENCY: Food and Drug Administration, HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug Administration (FDA) is reclassifying
cyclosporine and tacrolimus assays from class III (premarket approval) to class
IT (special controls). 'These sssays are used as an aid in the management of
transplant patients receiving these drugs. FDA is also 1dent1fy1ng the guldance |
document entitled “Class IT Spemal Controls Guidance Document:
Cyclosporine and Tacrolimus Assays; Guidance for Industry and FDA” asthe
special control the agency believes will reasonably ensure the safety and
effectiveness of these devices. This i‘eclaSSificéﬁon‘ 1sbemg taken after a review
of petitions submitted by Dade Behring, Inc., and Microgénics‘,'lnt’:.i’l‘he agency
is taking this action under the Fed.éral F o,od,} Drug, and Cosmetic Act (tlie‘ac't),

as amended by the Medical Device Amendments of 1976 (the 1976
| amendments), the sze Medica’lD’:évices Ast‘"‘df 1'99“0'(the SMDA), ahd the Food
and Drug Admmlstratlon Modermzatlon Act of 1997 (FDAMA) Elsewhere in
this issue of the Federal Register, FDA is announcmg the avallablhty of a class

11 special controls gu;dance entitled “Class II Special Controls Guidance
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Document: Cyolosporine and Tacrolimus Assays, Gurdanceforlndustry and
FDA.” |
DATES: This rule is effective [insert date 30 days after date of publication in
the Federal Register]. |
FOR FURTHER INFORMATION CONTACT' Jean M. Cooper Cehter for Devices end
Radlologlcal Health (HFZ——440) Food and Drug Administration, 9200 Corporate
Blvd., Rockville, MD 20850, 301-594—1243 S

SUPPLEMENTARY INFOBMATION:

I. Background

In the Federal Register of FebruaryZl, 2002 (67 FR 7982), FDA published
a proposed rule to reclassify cyclosporine and tacrolimus assays after
reviewing information contained in reclassification petitions submitted by
Dade Behring, Inc., and Mlcrogemcs Inc. FDA identified the guldanoe
document entitled “Class II Spemal Controls Guldance Document
Cyclosporine and Taorohmus Assays; Draft Guidance for Industry and FDA”
‘as the speciel control oapeble of proViding reason'abl‘e ‘as$urarice of safety and
effectiveness for these devices. These assays are used as an aidinthe -
management of transplant patients receiving these drugs. Interested persons
were invited to comment on the proposed rule by April 22, 2002. FDA ‘received
two comments that Were supportive of its proposed reclassification, buﬁt‘ the

comments suggested specific recommendations for changes to the guidance.
II. FDA’s Conclusions

Based on a review of the available information _,re’ferenc'ed in the preamble
to the proposed rule and placed on file in FDA’s Dockets Management Branch,

FDA concludes that ﬁhe special controls, in conjunction with general controls,



) :
provide reasonable aitsvsurance' of the safety and effectiveness of these devices.
Elsewhere in this issue of the Federal Reglster,Fleisannouncmgthe B
availability of the guidance document. The guidance document was revised
to reflect consideration of the comments received. Following the effective date
of this final classification rule, any firm submitting a 510(k) premarket
notification for a cyclosporine or tacrolimus test system will need to address
the issues covered in the spemal control guidance. However, the firm need
- only show that its dev1ce meets the recommendatlons of the gmdance or in
some other way provides equivalent assurances of safety and effectweness.
FDA is now codﬁifyihg fhe cl‘as‘s’ifi"cati(jn and the ',sp'e‘c"ial‘control’ guidance
document for cyclosporine and tacrolimus test systems by adding new
§§862.1235 and 862.1678. For the convenience of the reader, FDA is also
adding a new § 862.1(d) to inform the reader Wh‘ere't"d find guidance =~

documents referenced in part 862.
III. Environmental Impact

-The agency has determmed under 21 CFR 25.34(b) that this action is of
a type that does not 1nd1v1dually or cumulatively have a significant effect on
the human env,ironment., Therefore, neither an environmental assessment nor

an environmental impact statement is required.
IV. Analysis of Impacts

FDA has examined the impacts of the final rule under Executive Order
12866 and the Regulatory Flexibility Act (Public Law 96-354) (as amended
by subtitle D of the Small Business Regulatory Fairness Act of 1996 (Public
Law 104-121), and the Unfunded Mandates Reform Act of 1995 (Public Law

104-4)). Executive Order12866 directs agencies to assess all costs and beheﬁts



of available regulatery alternatives and, when regulation is necessary, to select
regulatory approaches that maximize net benefits (including potential
economic, environmental, public health and safety, and other advantages, =~
distributive impacts, and equity). The agency believes that this final rule is
consistent with the regulatory philosophy and principles identified in the
Executive order. In eddition, the final rule is not a significant regﬁ}‘a’tery action
as defined by the Executive order'and‘so is not sjubjec’t;tb"i‘e\iijet}{/ﬁﬁdeftﬁe o
Executive order.

The Reguletory Flexibility Act requires agencies to analyze regulatory
options that would minimize any significant impact of a rule on small entities.
Reclassification of cyclosperine and tacrolimus assays from class Il to class
II will relieve manufacturers of the cost of complying with the premarket
approval requirements in section 515 of the act. Furthermore, the special
controls guidancedeeument does not impose any new burdens on
manufacturers; it advises manufacturers about ways to comply with the special
controls that allow the agency to down classify these devices. By eliminating
the need for premarket approval apphcatlons recla331f10at10n W1]l reduce
regulatory costs with respect to these devices, impose no significant economic
impact on any small entities, and tnay permit small potential competitors to
enter the marketplace by lowering their costs. The agency therefore certifies
that this final rule will hot have a‘significant economic impact on a substantial
number of small entities. In addition, this final rule will not impose costs of
$100 million or more on e1ther the private sector or State local and trlbal
governments in the aggregate, and therefore a summary statement of analy31s
under section 202(a) of the Unfunded Mandates Reform Act of 1995 is not

required.



V. Federalism

FDA has analyéed this ‘final’ru"‘l‘efih aéCordaﬁCé with ﬂiew principles Vs"et |
forth in Executive Order 1 3132.' FDA has determined that the rule does not |
contain policies that 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 iraridus levelsof
government. Accord;ingly; the agency has concluded that the rule does .th”
contain policies that have federalisin implit:ations as defined in the Executive
~order and, consequehtly, a federalism summary imp‘act.stateménf is not

required.
VI Paperwork Reduction Act of 1995

FDA cohcludes :that this final rule contains no new collections of
information. Therefore, clearance by the Office of Management and Budget

under the Paperwork Reduction Act of 1995 is not required.

List of Subjects in 21CFR Part862 , B

Medical devices.
Therefore, undei the F éderal Food, Dmg, and Cosmetic Act and under
authority delegated to the Comm’issioner of Food and Drugs, 21 CFR part 862

is amended as follows:

PART 862—CL|NICAL CHEMISTRYANDCLINICALTOXICOLOGYDEVICES o

1. The authority citation for 21 CFR part 862 continues to read as follows:

Authority: 21 U.S.C. 351, 360, 360c, 360e, 360j, 371.
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2. Section 862.1 is amended by adding new paragraph (d) to read as
follows: o “ S RS

§862.1 Scope.
* * * * *

| (d) Guidance ddcuments referenced in this part are available on the
Internet at http://www.fda.gov/cdrh/guidance.html. |

3. Section 862.1235 is added to subpart B to read as follows:
§862.1235 Cyclosporiné‘ test system.” o .

(a) Identification. A cyclosporine test Sysfem isa _d‘eviceuiritende‘d:ito’
quantitatively determine cyclosporine concentrations as an aid in the
management of transplant patients receiving therapy with this drug. This
generic type of deviée includes immunoas‘says and chromatographic assays for
cyclosporine. | o

(b) Classification. Class 11 (specia‘ly‘contro]s). The special control is ““Class
IT Special Controls Guidance Document: Cyclosporine and Tacrolimus Assays;
Guidance for Industry and FDA.” See § 862.1(d) for tihe_’ availability of this
guidance document. |

4. Section 862.1’;678 is added to subpart B to read as folloj‘/'v‘s‘:‘

§862.1678  Tacrolimus testsystem. o

(a) Identification. A tacrolimus test system is a device ihtended to
quantitatively determine tacrolimus concentrations as an aid in the
management of tranéplant patients receiving therapy with this drug. This
generic type of‘devic;e ihcludes immUhoassays and chromatdgréphic assays for

tacrolimus.
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(b) CIassiﬁcatioh. Class II (special controls). The special control is “Class
I Special Controls Guldance Document: Cyclosporme and Tacrolimus Assays;

Guidance for Industry and FDA ” See §862 I(d) for the avallablllty of thls gu1dance

document. ”‘ff
7 Dated: _ 8’)?/09 B o ; | 94;77;’“
August U9, 2002. B : - . 7 ///72_

Llnda S. Kahan,
Deputy Director,
Center for Devices and Rad1010g1cal Health

BILLING CODE 4160-01-S

CERTIFEDTOBEATRUE =
COPYOFTHEORIGINAL




