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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Admlmstratlon ! : B

21 CFR Part 866

[Docket No. ,200,5N-01001

AGENCY: Food and Drug Admigni{str&ti on, HHS :

ACTION: Final rule.

SUMMARY: The Food and Drug Admm] stratlon [FDA) is clasmfymg Reagents for
detectlon of specific novel mﬂuenza A v1ruses mto class II (spemal centrols)
Special contr,ols_ that will ;apply to the devme are the guldance ciocum.ent

entitled “Class II Special Controls Gmdance Document: Reagents far Detectlon

of Specific Novel Influenza A Vlruses and hmltanons ef dlstrrbutlon of these -
reagents. The agency is takmg this actmn in. response toa petmon submltted ;
under the Federal Food, Drug, and GOuthiC Act (the act) as amended by the
Medical Device Amendments of 1976 the Safe Medmal Dev1ces Act of 1990,

the Food and Drug Admlmstratmn Medemlzatmn Act of 1997 and the Medlcal |
Device User Fee and Modernlzatmn Act of 2002 The agency IS clasmfymg the
device into class o (spemal controls) in order to provxde a reasenable assurance
of safety and effectiveness of thedewm Elsewhere in thlS Issue ef the F ederal
Register, FDA is publiShing e?nbticeiof avaﬂabxhty of a guldance document

that is a special control for this devme ' | “ | 3
| DATES: This rule becomes effectlve [msert dqzte 30 days after date of pub]zcatzoni

in the Federal Register]. The C]aSSIflcatlon was effectwe February 3, 2006.
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FOR FURTHER JNFORMATION CONTACT Claudla G'affey, Center for Dewces and |
Radlologlcal Health (HFZ——440) Food andDrug Admmzstratlon 2098 Galther i
Rd., Rockville, MD 20850, 240—-276»—0496 i O

| SUPPLEMENTARY INFOHMATION

I1.B ackgraund :

In a,ccordanee with s:eCtion 5 153(1)(1) of the act (21 U,S - 3;60(:(1‘)(1))

devices that Were.net,in commerciﬂ dlsu 1‘but10n beforeiMay 28 197 6 the date o

of enactment of the Mechcal Dev1ee Amendments of 197_ »;:ﬁeamendments)

generally referred to as postamendments devmes are dasmﬁed autematlcally ;

by statute into class 111 Wlthout any ) emakmg process. These devmes |
remain in class Il and requlre premarket epproval unless and untll the dev1ce |

_1s classified or recla351f1ed mto class I or II or FDA 1ssues' erder fmdmg

the dev1ce to be substanttaHy eqtuvalent m accordance w" uon 513(1) of
the act, to a predlcate devme that deeﬁ not :tjequlre;prﬁm&;sz aprovelThe

agency determmes whether new devm', s @ e sut

previously marketed devmes by meane of premarket notx:ﬁcatmn proceduresv

in section 510{k) of the act (21 U S C 360 :

of FDA’s regulatlons

Section 513(f)(2) of the act prov1des that any person whe submlts a

premarket notlflcatmn under sectlon 51;0(}(;)?“{)1“ 'the actfore ce that has
not prev1ously been clasmﬁed may, W} th’i?n,??;{) fdaystafterf'-r,; ng an order >

classifying the dev1ce in class III under sectmn 513(1‘)(1) of the ctv request

FDA to classify the dev1ce under the crtltena set forth in se' _ n,513(a)(1) of

the act. FDA shall, wzthln 60 days of recelvmg such a request CI&SSlfy the

~ device by written order. This c]aswfmatmn “hall be the initial cIasmflcatlon A

of the dev1ce W1th1n 30 days after the lssuance of an order cIassxfymg the




device, FDA must publi’sh’ a~?n0tice in the Federal }

classification (513(ﬂ(2) of the act)

- In accordance with sectlon 13(

I or class II devme that ‘was 1ntroduced o?r ’delivered‘forx-

mterstate commerce for commermal :hst butmn before

device which was subsequently reclasmﬁed 1nto class I er class fIL 5.11 ]anuary :

26, 2006, cDC submltted a petltmn ‘requesti ng cla331f1cat10n of the Inﬂuenza
A/H5 (Asmn hneage) VII'U.S Real nmé Rii - PCR aner and Probe - \et?‘ under \*

section 513(f)(2) of the act. The manufacturer recommended;i'} at he evi‘ce

| be cIaSSIfled 1nto class II.

In accordance with sectlon 513(ﬂ(2) ef the act F DA T d;tk\i}eﬂpeﬁtion” |

in order to clasmfy the device under the crltena for clas; setferth ln
section 513(3)(1) of the act Devmes are. to be clasmfled mto Clas jllf general
controls, by themselves are 1nsuff1c:1e1__f. to 1

safety and effectiveness, but there is su
controls to p.romde reasonable :assunan
device for its intended use. After rev1e ‘fly‘ 1o
petition, FDA determmed that the CD( fluenz
Real-time RT-PCR Prlmer and Probe Seil : assi
estabhshment of spemal Controls F DA, ; f re 1

addition to general con-trols ‘-Wvlé” provn

effectiveness of the device. The devme i

for detection of spec1f1c novel mﬂuenzdf“i uses The Inﬂuenza A/HS (Aslani R




hneage) VII‘US Real time RT»PCR aner and Probe Set

'ed fer the in

vitro quahtatlve detectlon of Inﬂuenza A/HS (As:an hneage} VII'LIS RNA elther

directly in patient resplratery spec | “r‘ﬂm VlraI cultures for the
presumptlve Iaboratory 1dent1f1catmn Gf 'Inﬂuenza A/HS (Aelan hneage) VII‘uS

Testing with the Inﬂuenza A/HS (Aman hneage) VII‘T,IS Rea k

Inﬂuenza A/H5 (Asmn lmeage) Vlrusi'f;‘ : ;

infected with Influenza A/Hs (Asxan lineage) virus based on clinicaland

epldemlologlcal risk factors,

FDA has ldentlﬁed the rlsks to haalth assomated w1th this tyg e of device

as 1mproper patlent management and pubhe health respe 'befatry— s
acquired 1nfectmn, and potentlal 1nﬂ1? A _ F aﬂure of
testmg w1th reagents for detectmn of speclflc novel 1nﬂuenza> Vlruses fto' ‘
correctly 1dent1fy a specxflc novel mﬂuenza A VII‘uS orv fa1
interpret test results obtamed w1th these ‘r” agents ceuld lead to mcerrect

patient management demsmns and mappmpr;tate pubhc health respenses

Also, the use of reagents for detectlon of:spemflc novel mﬂuenza A VII‘HSE'S .

w1thout approprlate bxosafety equlpment and contammen

Iaboratory aequired mfectmn and v1ral reassortment

The class IT spemal controls gmdance document pre ormatlon on
how to meet premarket (510( )) submlsswn requlrementsf

1nclud1ng recommendatlons on vahda lon ef performance characz:{ i:St‘i’cs and‘

labeling. It also addresses postmaﬂget 1 res to assure the contmued safety

and effectiveness of the device by iﬂe g, changes in performance that may‘




result from mutatlon 1n the v1rus that the devme is: mtended to detect or

Changes in the preva]ence of human mfeetlon FDA beheves that followz

class II special controls gu1dance d

specified in the Class~1ﬁc-'atlon regula

identified i.n"the previoUspa‘i"e‘g}raph.] : f :

issued an order to the petltloner clasmfymg the devxce

Codlfymg this c]asmflcatmn by addmg

oou" ‘

ng the |

nt and the addmonal spemal control “ :

§866 3332

Following the effectlve date of t}*‘: 1 cl si 5 )

submitting a 510(k) premarket not}ﬁc

novel influenza A viruses w1ll need ]

controls guidance, which cont-ams fre( or

premarket notlflcatlon submlssmns 11{{{, ‘, g

and postmarket data co]lectlon and an

of these reagents to Iaboratorles wzth 1

training in standardlzed moleoular tes

dlagnoms and (2) appropnate blosafety eqmpment and cont 4

of device, however FDA has determme
necessary because FDA review of pze

methodology, and Iabehng to satlsfy req

tmg procedures and

regarding the issues covered m the Spe cial cont;

d that premarket notlflcatlon is

Icharacterlstzcs test o

Juire

ments of 21 CFR 807. 87(9) wa




provide reasonable assurance that a«ceptablelevelsof '”’vnce for both

safety and effectweness wﬂl be addressed before marketmg clearance Thus i

persons who intend to«ma‘rket'it *devme must submlt to FDA a
premarket notlflcatlon centammg mformatmn on the reagents for detectlon of

specific novel lnﬂuenza A vmlses before marketlng the !

II. Env1r0nmental Impact | : |
The agency has determmed under 21 CFR 25 34(b) : etibn is e’f i

a type that does not md1v1dually or t:umulatwely have ntfeffect on

the human env1ronment Therefore, neither an env1r0nmen ,‘I asses sment nor

an environmental 1mpact statement 15 r 'quared
1. Analys1s of Impacts e

FDA has exammed the 1mpacts o :
128686, the Regulatory Flex1b1hty Act
Mandates Refm;m;A.et of 1995(Pubhc :
directs agencies tqass_e’ssal I eosts. aﬁt { :
alternatives ‘and ‘when regul'atildrt is ne
that maxmuze net beneflts (mcludlng,; ot
pubhc health and safety, and othe" v
equity). Theagency*beheves that 'th},IS fmal:rule is not a SLgmfica.nt regulatory
action under the EXecutiye 'Oi*eler; i Gl e .

The Regu}atqry‘ Flex1b1hty Actteqmree agenmes to ) egulatory “, ’a e

options that would minimize anysxgn 1fmant 1mpact of a r mallentltles

Because classification ‘,Ofthes'egdevi;:ec :inte{;(;lafsgsgll w111r anufacturers

al.f =

of the device of the chs.t of coraplying thh fhe premarke .ig,;appr

SR
e

requirements of section 515 of the.. 3603) and may permlt Small o

potential competltors to enter the ma ket: lace: by lewermg theu‘ costs the




| agénc.y certifies that the final rule will ne:)thave a signi

substantial number of Smal_l entities,

- Section 202(a) of the Unfu :

agencies prepare a writt‘e‘n statement

(adjusted annually for 1nﬂat10n) 1n any one year ” The a
ad]ustment for mﬂatmn 15 $115 mllhon, us;lng the mv

Pnce Deflator for the Gross Domestlc ;

IV. Federalism o

FDA has analyzed thls flnal rule in accordance w1t

contain pohcles that have substantlal ﬁ

antlmpated costs and beneflts before propasmg any r le

governments 1n the aggregate or by the prlvate sector,

nt impact on a

i ”,\.S’;}’Reform Act of 1995 reqmres that

Whif..h mcludes an assessment of

m:ludes any

relat10nsh1p between the Natlonal GO;.]} i

distribution of power and respon31b11

| government Accordmgly, the::ga‘ -

~contain pohmes that have federahsg ;

Order and, consequently, ‘a,fed'erahsm summary 1mpact st

required.

V. Paperwork~ReEHCtifon “Act of 1995 L

ltle ,dmong the varwus Ievels ef

ed t hat the ru]e does not

, atmns as deﬁned m the EXecutlve o

This flna] rule contams no cellectmm of lm‘ormatlo. : Qr{ef; clearance

by the Office of Management and Bud ffet {OMB) under th oF TWOI‘k ,l:’ e

 Reduction Act of 1995 (PRA) 15 not rec

controls guidance document_ cqnt’a

are subject to review and clearanc éyby{“ o




issue of the F ederal Reglster FDA IS pubhshmg a notlce i
availability of the gmdance document en’i | tled “Class II Speclal.ControIs

Guidance Document: Reagente;fo ‘ Dete‘ n ‘of Spemflc Novel Inﬂuenza A

Viruses’’; the notice contalns an analys,,; E "f the paperwork burden for the
guidance. | |

VI. :Reference

The followmg reference has been plat,ed on dlsplay h. Dwzsmn of

Dockets Management (HFA—BOB) Food and lrug Admm str: al l@ﬂ,k 5630 Fxshers
Lane, rm. 1061, Rockvﬂle, Ml 20852(, andmaybeseenb , ,erested persons

between 9 a.m. and 4 p. m Monday.t hrou

1. Petmon from CDG, dated J'anuary.éiﬁt 06,

List of subjec,ts in :21CFR Pﬁaﬂ s}sﬁ i S

Blologms Laberatorles Medxcal :Ievmes

] Therefore under the F ederal Food Drug, and Cosmetlc A ‘ nd er S
authority delegated to the COII]IIIISSIO uer’\,of Feod and Dru g

is amended as follows

PART ,,866——!MMUNOLO’G’YAN N LOGY DEVICES =~

m1.The authonty mtatlon for 21 CFR parf 866&eoﬁtinii,esﬂifeifee;d follows:
Authonty 21 U S.C. 351, 360 3600 3609, 360), 371

m 2. Section 866 3332 is added to subpdrt :'Dito read as i‘:dllfbﬁl'

§866. 3332 . Reagents for detectlon of specxfic nove# mﬂuenza ees S |

(a) Identzfzcatlon Reagents for detectm'  of spemﬁc neve] inf ue

ina nucleic aud amphﬁcatlon

viruses are devices that are 1ntepd:ed’f0

test to directly detect specific virus RNA i wghuman resplratory spec:tmens or o




viral Cultures Detectmn of spemﬁc erusf"RNA ai‘dé*’inftf

., =1dlagn081s 0f

1nﬂuenza caused by spemflc novel mﬂuenza A meses in patle;nts Wlth chmcal S

risk of 1nfect10n with these v1ruses

1nﬂuenza A v1rus controls

(b) C]asmﬁcai:zon Class H (specxal cantrols) The sp‘

§ 866.1(e) for information on obtam t d@cument




v'es thh

(2) The dlstnbutmn of these devr ’ s hmlted to]aber

experlenced personnel who have tr; ning in standardlzed melemﬂar testmg

procedures and expertise in yujafﬁ d approprlate brosafety

equipment and contai-nmem o

Dated: - o \’//(,/O

March 10 2006




