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Checklist forEvaluatingWhether aClinical Triabr Studyis anApplicable Clinical TriglACT)
Under 42 CFR 11.22(b) fGlinical Trials Initiatecbn or After January 18, 2017
(NOT FORBUBMISSION

Instructions Answerthe following questions towaluate whether the study is arpplicable clinical trial (ACT). Use the
accompanyingElaboratiori for additional information to hel@nswer the questions.

Question

1. Is thestudy interventional (a clinical trial)?
Study Type 8 o0 u v3 ] A/vd EA v3]}v o_
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Elaboration
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21 CFR Part 50 and/db CFR Part 46, as applicalbler the purposes of thiggulation potential subjects who
are screened for the purpose of determining eligibility for a trial, but do motigipate in the trial, are not
considered enrolled, unless otherwise specified by the protq&aurce8l FR 65140

Specific Considerations

1. Is the study interventional (a clinical trial)?
Study Type § o0 u v #itgsventiond. [Sources42 CFR 11.22(b)(2)(ii)(A) & (b)(2)(i)

Study Typés defined in the final rule as the nature of the investigation or investigational use for which clinical trial
information is being submitted, e.g., interventional, observatiof@burce42 CFR 11.10(); 81 FR 651401]

Interventionalis defined in the final rule tsmean with respect to a clinical study or a clinical investigation, that
participants are assigned prospectively to an intervention or interventions according to a protocol to evaluatetie
of the intervention(s) on biomedical or other healtblated outcomes[Source42 CFR 11.10(a); 81 FR 6544

Clinical Trials defined in the final rule asclinical investigation or a clinical study in which human subject(s) are
prospectivelyassigned, according to a protocol, to one or more interventions (or no intervention) to evaluate the
effect(s) of the intervention(s) on biomedical or heaitlated outcomes[Source42 CFR 11.10(a); 81 FR 69139

2. Do ANY of the following apply?
A. Is atleast one study facility located in the United States or a U.S. territory?

Facility LocationtCountry 8§ o u vS8 ] "hv]s ~§8 § U_~u E] v ~u} U_ rMpuU_ "~E
fe0 v sU_ "Wy &S} Z] }U_, " dristhet S EeRitaryfSarcess
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which would be satisfied if there is at least one site location in the United States or U.S. territory, will be
congdered to meet the definition of an applicable clinical trial (emphasis add&Hurfe42 CFR 11.22(b)]
Therefore, a clinical trial in a foreign country that otherwise meets the criteria in 42 CFR 11.22(b)(1) or
11.22 (b)(2) would become an applicablmical trial when it adds the U.S. sit€linical trial registration
informationwould have tanclude information applicable to the entire trial, as is the case with all ril#i
trials with information in ClinicalTrials.gov, because the entireaginnvestigation is considered to be the
applicable device or drug clinical triafirce: 81 FR 65013, 81 FR 65015]

B. Is the study conducted under a U.S. FDA Investigational New Drug application (IND) or Investigational Device
Exemption (IDE)?

U.SFood and Drug Administration IND or IDE Numb& o u vS$ ]<Svarces42 CFR 11.22(b)(1)(ii)(D)(3)
and (b)(2)(iv)()

TheU.S. Food and Drug Administration IND or IDE Nuddiarelementprovidesan indication of whether there is
an IND or IDE fdhe clinical trial [Source42 CFR 11.10(b)(34)

Pointsto Consider

I Device products that are considered to be subject to section 510(k), 515, or 520(m) of the FD&C Act include
significant risk devices for which approval of an IDE is required wedtion 520(g) of the FD&C Act or
non-significant risk devices that are considered to have an approved l@&f€andance witmdaa0-6((()-3(1)7(1)77
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of the FD& Act[Source81 FR 65073

If the drug product (including a biological product) is manufactured in the United States or any U.S. territory,
and is exported for study in another country under an IND (whether pursuant to 21 CFR 312.110 or section
802 of the FD&C Act), the drug product or biological product is considered to be subject to section 505 of
the FD&C Act or section 351 of the PHS Act (as applicable), and the clinical investigation may be an
applicable drug clinical trial, provided that it meetbaher criteria of the definition under this part. A drug

%o E} LW S SZ S ]e % | P vIIEo o ]Jvs3Z hv]s "5 38 e« Aluo }ve]
United States subject to section 505 of the FD&C Act or section 351 of the PIHEAate81 FR 65015

The term "manufacture"s used as a shehtand forall device or drug activities within FDA's jurisdiction.
[Source:81 FR 65011, 81 FR 65014] Therefong,step in the manufacturing of the device or dmugduct
(including device compoms, drug active ingredients, and packaging/labeling) that occurs in the United
States (or one of its territories) would be considered "manufactured” in the United States.

One of the criteria that must be met for a study to be an applicable clinicaltoiald be satisfied where the
drug, biological, or device produtinder investigation is a Product Manufactured in and Exported from the
U.S. or one of its territorie®r study in another country."42 CFR 11.22(b)(1)(ii)(D)é2)d 42 CFR
11.22(b)(2)(iI\B)] The drug, biological, or device product "under investigation" as described in 42 CFR
11.22(b)(1)(ii)(D)(2) and 42 CFR 11.22(b)(2)(iv)(B) includes products that are used in the clinical trial in
conjunction with, or compared to, each other. If a drbglogical, or device product is tested in conjunction
with, or compared to, one or more other drug, biological, or device products (including a placebo or sham),
then the products would be considered "under investigation" for purposes of this ACT oanditi
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element and the study would not be cadered an applicable device clinical trial. Note that even if the device
product being studied had previously been approved or cleared by the U.S. FDA under section 510(k), 515, or
520(m) of the FD&C Act for marketing in the U.S., that responsible panyovoo ]38 "E}_ (}& $Z "3 ]
FDAregulated Device Product data element because the particular device product used in that study is not
subject to those sections of the FD&C Act.

Regarding combination produGtEDA regulations i1 CFR part §pedfy that the primary mode of action of a
combination product is the single mode of action that provides the most important therapeutic action of the
intended therapeutic effects of the combination product. A study of a combination product with a device
primary mode of action unde21 CFR part @ould be considered an applicable device clinical trial, provided
that it meets all other criteria of the definition under 42 CFR 11.10{&)note that for such trials, the
responsible party must indicate that thadl Studies a U.S. FBégulated Device ProdudiSource81 FR 65014
and 65040

Pointsto Consider

I Device products may be used in clinical trials even though they are not the intervention studied in the
clinical trial or the experimental vadle of interest in the studyror example, clinical trials of
procedures involving surgical device products may not be designed to study the effect of those device
products. Therefore, when considering whether a clinical trial Studies a U.Seg§llatedDevice
Product a responsible party should consider whether (a) the study is designed to examine the effect or
performance of an FD#egulated device product or differences in the intended use, for example,
variations in frequency of use, method of admirasion, design specifications, and other characteristics
(e.g., used in one or more, but not all, arms in a rnaulth study); and/or (b) at least one pepecified
primary or secondary outcome measure reflects a characteristic, effect, or performanoe~of/Aa
regulated device product (e.g., heed for replacementnaintenance of the device)Source81 FR
6504Q

f  Many radiatioremitting device products are subject to section 510(k) of the FD&C Act and some are
subject to section 515 of the FD&A&et. If the product is a medical device intended to benefit patients in
the treatment or diagnosis of a disease or condition that affects or is manifested in not more than 8,000
individuals in the United States per year, it may meet the requireménta humanitaan use device
under section 520(m) of the FD&C Aé&t. [+ E Ppo S]}v Jv ii &Z W &S 6671 =« E] -
~]X XU ™ o «](] 8I}v_* }( *% ](] & ]}o}PC A] U ]Jv op JvP ] Pv
example, magnetic resonance diaggtic devices and medical charggdirticle radiation therapy
systems are designated in 21 CFR 892.1000 and 21 CFR 892.5050, respectively, as Class Il devices (a
defined in 21 CFR 860.3(c)(2)) and are subject to section 510(k) of the FD&C ment
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Studies a U.S. FBégulated Drug Producheans a clinical trial studies a drug product (including a biological
product) subject to section 505 of tHeD&C Acf21 U.S.C. 355) or section 351 of BidSAct (42 U.S.C. 262).
[Source42 CFR 11.10(b)(38); 81 FR 63143

This definition is interpretetb meanthat the clinical trial studies a drug that is the subject of ppraved NDA

[new drug applicatiohor BLAbiologic license applicatigror that would require an approved NDA or BLA to be
legally marketed in the United States.nonprescription drug product that is or could be marketed under an
existing ovetthe-counter drug monograph (see 21 CFR 8886+ ] v}S }ve] & ~ep i § 8} ¢ 8]
€& 7 gsource8l FR 65041

A clinical investigation of a drug product (including a biological product) that is being conducted entirely outside
of the United Sates (i.e., does not have any sites in the United States or in any U.S. territory) may not be a
clinical investigation of a drug product or biological product subject to section 505 of the FD&C Act or section
351 of the PHS Act, and therefore not an agglle drug clinical trial, depending on where the drug product
(including biological product) being used in the clinical investigation is manufactured. If the drug product
(including a biological product) is manufactured outside of the United Statesterntsries, the clinical

investigation sites are all outside of the United States, and the clinical investigation is not being conducted unde
an IND, the drug product or biological product would not be considered to be subject to section 505 of the FD&(
Act or section 351 of the PHS Act, and the clinical investigation would not be an applicable drug clinical trial.
[Source:81 FR 65015)

dz E (JE U SpC E }E& 82 8§ ~i» } »v}S 0]*S “hv]s "8 8§« ~}E hX
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indicate that a studied drug or biologic®} p § ]¢ v}S "epn i § 8} _ « S§]}v AiA }( 82 &~
§Z W,» 38X &}E e Z +3u CU S8Z € *%}ve] 0 % ESC A}pegulaedDrd "“E}
Product data element and the study would not be considered an appéiahilg clinical trial. Note that even if

the drug or biologic product being studied had previously been approved by the U.S. FDA under section 505 of
§Z & ° §}E& « S]}vini }( 82 W, § (}& u EI S]vP Jv §Z hXPXU&EZ §
the Studies a U.S. FBégulated Drug Product data element because the particular drug or biological product
used in that study is not subject to those sections of the FD&C Act or PHS Act.

Regarding combination products, FDA regulatio3liCFR pa3 specify that the primary mode of action of a
combination product is the single mode of action that provides the most important therapeutic action of the
intended therapeutic effects of the combination product. A study of a combination product withgapdimary
mode of action undeR1 CFR part ®ould be considered an applicable drug clinical trial, provided that it meets
all other criteria of the definition under 42 CFR 11.10{¢¢. note that for such trials, the responsible party must
indicate thatthe trial Studies a U.S. FBégulated Drug ProducfSource81 FR 65014 and 65041

Pointsto Consider

1 o]vl] 0 8E] o (}JE& AZ] Z 8Z @E *%}ve] 0 % ESC Jv] 8« 3Z /v C
*U%0 %0 U VS _ }E P v §] _ }E "% €&3dn appl&ble diygalinjoal frialstudyiagirug
product subject to section 505 of the FD&C Act or a biological product subjeettion 351 of the PHS
Act.For example, a product otherwise marketed as a dietary supplement could be studied for the
treatment of cancer, or a genetic trial could study a gene therfpgurce81 FR 65041

f  Aclinical trial may include an FDA
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route of administration; and/or (b) at least one dfd prespecified primary or secondary outcome
measures reflects a characteristic or effect of the FBdulated drug product(s)Source81 FR 65041

4. s the study other than a Phase 1 trial of a drug and/or biological product or is the study other than a device
feasibility study?
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of devices. FDA published the guidameeestigational Device Exemptions (IDEs) for Early Feasibility Medical
Device Clinical Studies, Including Certain First in Human (FIH) §@clidser 2013) to address the
development and review of IDE applications for early feasibility studies of significant risk devices. For the
%o W E %o} » }( §Z Pul] v U SZ Puj] v (Jve v~ EoC ( ] ]0]SC *3Su C_
device early in development, typically before the device design has been finalized, for a specific indication. The
Pul] v (HESZ & (Jv e+ "SE 1]S8]}vo ( <] ]10]8C *5pu C_ = o]Jv] o JvA
capture preliminary safety andfettiveness information on a nedinal or final device design to adequately
%0 V V%o %0 E} % E ] S %O]A}é (0] ‘§|J. cxX n §]}V Oll~ie~je~ e~]]e~/* }( §Z \
determine the feasibility of a device, or a clinical trial tettprototype devices where the primary outcome
u *uyE €& o §$ 38} ( ] ]JolsC v v}8 8} Z o08Z }us8 }ue_ (E}u §Z (Tvls]
SE] oX_dzZ A oypu o]Jv] o SCE] o - (E] Jv §Z]e S B iHE&arly (Jv]S]}y
feasibility study definition in the guidance, but not with that of the traditional feasibility study, which evaluates
preliminary safety and effectiveness informatiire., (} & ~*Z 0S8Z }usS }u «_X dZ €& (}E& U ]38 ]
early feasibility studies would fall within this exclusion under th@1810 definition of anapplicable device

o]v] o S@iceBX FR&5011]n addition, although the regulation does not specify a threshold number, a
trial with at least 10 subjects would generally not be conslel " « ufobmurposes of the exclusionSurce
81 FR 65011]

History of Changes
201612-14: Originakersion

2017-06-14: Elaboratiorre-ordered andexpanded to integrate information noe availableon the ClinicalTrials.gov
Frequently Asked Questiol8eb page accessible fromhttps://prsinfo.clinicaltrials.goy. Checklist reordered.

2017-10-19: Elaboration expanded to integrate information about radiatenitting device products and device
product classes made available on the ClinicalTrials.gov Frequently Asked Questions Webgessihle from:
https://prsinfo.clinicaltrials.goy.

2017-10-20: Corrected document to add text from 2008-14 version that was inadvertently removed with the 2017
10-19 update.
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