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Dear Mr. Coley:

The Center for Devices and Radiological Health (CDRH) of the Food and Drug Administration
(FDA) hascompleted its review of your petition for classification of the Tag-It™ Cystic Fibrosis
Kit. The Tag-It™ Cystic FibrosisKit isadevice used to simultaneously detect and identify a
panel of mutationsand variants in the cystic fibrosis transmembrane conductance regul ator
(CFTR) gene in human blood specimens. The panel includes mutations and variants currently
recommended by the American College of Medical Geneticsand American College of
Obstetricians and Gynecol ogists (ACMG/ACOG), plus some of the worlds most common and
North American-prevalent mutations. The Tag-1t™ Cystic Fibrosis Kit is a qualitative
genotyping test which providesinformation intended to be used for carrier testing in adults of
reproductiveage, as an aid in newborn screening, and in confirmatory diagnostic testing in
newbornsand children. TheKkit is not indicated for usein fetal diagnostic or pre-implantation
testing. Thiskit isalso not indicated for stand-alone diagnostic purposes.

FDA concludes that this device, and substantially equivalent devices of this generic type, should
beclassified into classII. This order, therefore, classifiesthe Tag-I1t™ Cystic Fibrosis Kit, and
substantially equivalent devicesof thisgenerictype into classII under the generic name, Cystic
fibrosis transmembrane conductance regulator (CFTR) gene mutation detection system. This
order also identifies the special controls applicableto thisdevice.

FDA identifies this generic type of device as.

21 CFR 866.5900 Cystic fibrosistransmembrane conductance regulator (CFTR) gene mutation
detection system. The CFTR gene mutation detection system is adevice used to simultaneously
detect and identify a panel of mutationsand variantsin the CFTR gene. Itisintended asan aid in
confirmatory diagnostic testing of individualswith suspected cystic fibrosis (CF), carrier
identification, and newborn screening. Thisdeviceis not intended for stand-alone diagnostic
purposes, prenatal diagnostic, pre-implantation or popul ation screening.

In accordancewith section 513(f)(1) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
360c(f)(1)) (the act), devices that were not in commercial distribution prior to May 28, 1976 (the date
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of enactment of the Medical Device Amendments of 1976 (the amendments)), generally referred to
as postamendmentsdevices, are classified automatically by statuteinto class III without any FDA
rulemaking process. Thesedevicesremain in classIII and require premarket approval, unless and
until thedeviceisclassified or reclassified into class | or II or FDA issues an order finding the device
to be substantially equivalent, in accordance with section 513(1) of theact (21 U.S.C. 360c(i)), to a
predicatedevice that does not require premarket approval. The agency determines whether new
devicesare substantially equivalent to previousy marketed devices by means of premarket
notification proceduresin section 510(k) of theact (21 U.S.C. 360(k)) and Part 807 of the FDA
regulations(21 CFR 807).

Section 513(f)(2) of the act provides that any person who submits a premarket notification under
section 510(k) for a device may, within 30 days after receivingan order classifying the devicein
class IIT under section 513(f)(1), request FDA to classify the device under the criteriaset forth in
section 513(a)(1). FDA shall, within 60 daysof receiving such a request, classify thedevice. This
classification shall bethe initial classificationof thedevicetype. Within 30 days after the issuance
of an order classifying the device, FDA must publish anoticein the Federal Register classifyingthe
devicetype.

On April 5,2005, FDA filed your petition requesting classification of the Tag-It™ Cystic Fibrosis
Kitinto classIl. The petition was submitted under section 513(f)(2) of the act. In accordancewith
section 513(f)(1) of the act, FDA issued an order on April 1, 2005, automatically classifying the Tag-
It™ Cystic FibrosisKit in classll, becauseit was not within a typeof device which wasintroduced
or delivered for introduction into i nterstate commercefor commercial distribution before May 28,
1976, which was subsequently reclassified into class | or classIl. Inorder to classify the Tag-It™
Cystic FibrosisKit into class| or 11, it is necessary that the proposed class have sufficient regulatory
controlsto provide reasonabl e assuranceof the safety and effectivenessof the device for its intended
use.

After review of the information submitted in the petition, FDA has determined that the Tag-1t™
Cystic FibrosisKit, intended to:

""smultaneously detect and identify a panel of mutations and variantsin the cystic fibrosis
transmembraneconductanceregulator (CFTR) genein human blood specimens. The panel
includes mutations and variants currently recommended by the American College of Medical
Geneticsand American College of Obstetriciansand Gynecol ogists(ACMG/ACOG), plus
some of the worlds most common and North American-prevalent mutations. The Tag-It™
Cystic FibrosisKit isa qualitativegenotypingtest which providesinformation intended to be
used for carrier testing in adults of reproductiveage, asan aid in newborn screening, and in
confirmatory diagnostic testingin newborns and children. The kit isnot indicated for usein
fetal diagnostic or pre-implantationtesting. Thiskit isalso not indicated for stand-alone
diagnostic purposes.”

can beclassified in class IT with the establishment of special controls. FDA believesthat class1l
special controls provide reasonabl eassuranceof the safety and effectivenessof the device.
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FDA hasidentified no direct risks to health related to use of CFTR gene mutation detection system.
However, failureof the CFTR mutation detection system to perform asindicated or errorsin
interpretation of results may lead to improper clinical recommendations and medical patient
management. In the context of carrier-screening in adults, a false-negative or false-positive
interpretation could lead to inaccurate estimates of a coupl€e's risk of having achild with cystic
fibrosis. Inthe context of assisting in the diagnosis of CF in newborns and confirmatory diagnostic
testing of individualswith suspected CF, a false-negative could lead to adelay in the definitive
diagnosis and treatment; afalse-positiveinterpretation could lead to unnecessary or inappropriate
treatment.

The measures FDA recommends to mitigate these risks are described in the guidance document,
"ClassII Specia Controls Guidance Document: CFTR Gene Mutation Detection Systems”, which
includes recommendations for performance validation and labeling.

In addition to the general controls of the act, CFTR gene mutation detection systems are subject to
the following special controls: " Class I Special Controls Guidance Document: CFTR Gene
Mutation Detection Systems™. Section 510(m) of the act provides that FDA may exempt aclass Il
device from the premarket notification requirements under section 510(k) of the act, if FDA
determines that premarket notification is not necessary to provide reasonabl e assurance of the safety
and effectiveness of thedevice. FDA has determined premarket notification is necessary to provide
reasonable assurance of the safety and effectiveness of the device and, therefore, the deviceis not
exempt from the premarket notification requirements. Thus, persons who intend to market this
device must submit to FDA a premarket notification submission containing information on the
CFTR gene mutation detection system they intend to market prior to marketing the device.

A notice announcing this classification order will be published in the Federal Register. A copy of
thisorder and supporting documentation are on file in the Dockets Management Branch (HFA-305),
Food and Drug Administration, 5630 Fishers Lane, Room 1061, Rockville, MD 20852 and are
availablefor inspection between 9 am. and 4 p.m., Monday through Friday.

Asaresult of thisorder, you may immediately market this device, subject to the general control
provisions of the act and the special controls identified in thisorder.

If you have any questions concerning this classification order, please contact Zivana Tezak at (240)
276-0597.

Sincerely yours,

R

Steven |. Gutman, M.D., M.B.A.

Director

Office of In Vitro Diagnostic Device
Evaluation and Safety

Center for Devices and Radiological Health






