V.

A.

Contains Nonbinding Recommendations

FDA will apply a risk-based approach to determine the regulatory pathway for IVD
companion diagnostic devices, as it does with all medical devices. This means that
the regulatoxy pathway will depend on the level of risk to patients, based on the
intended use” of the IVD companion diagnostic device and the controls necessary to
provide a reasonable assurance of safety and effectiveness. Thus, the level of risk
together with available controls to mitigate risk will establish whether an IVD
companion diagnostic device requires a premarket approval application (PMA) or a
premarket notification submission (510(k))."” FDA recommends that sponsors
consult early with FDA on the likely regulatory pathway for the IVD companion
diagnostic device. Premarket review by FDA will determine whether the IVD
companion diagnostic device has adequate performance characteristics for its
intended use.

After completing review of the applications for a therapeutic product and an IVD
companion diagnostic device and after determining that both products are ready for
approval or approval and clearance, FDA intends to issue approvals or approval and
clearance for both products at the same time (unless the Agency determines that
approval of the drug prior to approval or clearance of the device is appropriate, as
described in Section I'V. B, above). FDA strongly encourages sponsors to time their
clinical developments and premarket submissions to facilitate concurrent review.

If an IVD diagnostic device is already legally marketed and the IVD diagnostic
device manufacturer intends to market its device for a new use as an IVD companion
diagnostic device for a novel therapeutic product, FDA would likely consider the new
use of the IVD diagnostic device with the novel therapeutic product as a new use for
the device that would require an additional premarket submission (see 21 CFR

807.81(a)(3)(ii), 814.39(a)).

New IVD companion diagnostic devices intended to be used in the same manner as
an existing approved or cleared IVD companion diagnostic device (e.g., different
manufacturer, different technological characteristics) will be reviewed under a PMA
or a traditional 510(k), as appropriate.

Labeling

Therapeutic Product Labeling

The FD&C Act requires the labeling of prescription therapeutic and device products to
include the information health care professionals need to use the products (21 U.S.C. 352(f),
21 CFR 201.100(c)(1), 801.109(c) and (d)). The labeling often includes information about
diagnostic tests that determine how, when, or whether a therapeutic product is used. The
regulations for drug and biological product labeling expressly recognize the importance of
diagnostic tests for the safe and effective use of these therapeutic products. According to the

? As used here, “indications” is considered a part of “intended use.”
!9 Experience indicates that most IVD companion diagnostic devices will be Class III devices, although there
may be cases when a Class II classification with premarket notification (510(k)) is appropriate.
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labeling regulations for drugs and biological products (21 CFR 201.56 and 57), product
labeling must include information about (1) specific tests necessary for selection or
monitoring of patients who need a drug; (2) dosage modifications in special patient
populations (e.g., in groups defined by genetic characteristics); and (3) the identity of any
laboratory test(s) helpful in following a patient’s response or in identifying possible adverse
reactions. The labeling regulations identify labeling sections where such discussion is
appropriate (e.g., Indications and Usage, Dosage and Administration, Contraindications,
Warnings and Precautions, Use in Specific Populations). For example:

e Ifadrug or biological product has been shown to be safe and effective in only a
certain patient population identified by a diagnostic test, the Indications and Usage
section must clearly define the patient population in whom the drug is approved (21
CFR 201.57(c)(2)(1)(B) and (C)).

e If a diagnostic test is essential for monitoring either therapeutic or toxic effects, the
type of test must be identified under Warnings and Precautions (21 CFR
201.57(c)(6)(ii1)).

Because it is important that the approved labeling for an IVD companion diagnostic device
and its corresponding therapeutic product be complete and consistent, FDA makes the
following clarifications:

e Ordinarily, information about the use of an IVD companion diagnostic device will be
included in the labeling of its corresponding therapeutic product when the device
meets the definition of an IVD companion diagnostic device (see Section III).

e The therapeutic product labeling should specify use of an FDA approved or cleared
IVD companion diagnostic device, rather than a particular manufacturer’s IVD
companion diagnostic device. This will facilitate the development and use of more
than one approved or cleared IVD companion diagnostic device of the type described
in the labeling for the therapeutic product.

e In cases when an IVD companion diagnostic device is approved or cleared and is
marketed after the therapeutic product is approved, the therapeutic product labeling
should be updated to refer to the use of this type of IVD companion diagnostic device
(21 CFR 201.56(a)(2)).

B. IVD Companion Diagnostic Device Labeling

The labeling for an in vitro diagnostic device is required to specify the intended use of the
diagnostic device (21 CFR 809.10(a)(2)). Therefore, an IVD companion diagnostic device
that is intended for use with a therapeutic product must specify the therapeutic product(s) for
which it has been approved or cleared for use. In some cases, if evidence is sufficient to
conclude that the IVD companion diagnostic device is appropriate for use with a class of
therapeutic products, the intended use/indications for use should name the therapeutic class,
rather than each specific product within the class.
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When an IVD companion diagnostic device has been approved or cleared for use with a
therapeutic product in one disease or setting, a PMA supplement or new 510(k), as
appropriate, will be needed to expand the IVD companion diagnostic device labeling to
include additional IVD companion diagnostic device indications, e.g., use of the same
therapeutic that is now approved for use in a different disease or setting.

When an IVD companion diagnostic device has been approved or cleared for use with one
therapeutic product and evidence becomes available that use of the same device is essential
for the safe and effective use of a different therapeutic product, the IVD companion
diagnostic device labeling should be expanded through approval or clearance of a new
premarket submission (PMA or 510(k) as appropriate) or PMA supplement (see Section IV,
above) to include the new therapeutic product. Labeling of the therapeutic product should
also be amended through submission of a supplement.

VI. Investigational Use

IVD companion diagnostic devices used to make treatment decisions in clinical trials of a
therapeutic product generally will be considered investigational devices, unless employed for
an intended use for which the device is already approved or cleared. If used to make critical
treatment decisions, such as patient selection, treatment assignment, or treatment arm, a
diagnostic device generally will be considered a significant risk device under 21 CFR
812.3(m)(3) because it presents a potential for serious risk to the health, safety, or welfare of
the subject, and the sponsor of the diagnostic device will be required to comply with the
investigational device exemption (IDE) regulations that address significant risk devices.

If a diagnostic device and a therapeutic product are to be studied together to support their
respective approvals (or clearance as appropriate for the diagnostic device), both products
can be studied in the same investigational study, if the study is conducted in a manner that
meets both the requirements of the IDE regulations (21 CFR Part 812) and the investigational
new drug (IND) regulations (21 CFR Part 312). Depending on details of the study plan and
participants, a sponsor may seek to submit an IND alone, or both an IND and an IDE.
Sponsors should consult with the therapeutic product center and the relevant device center as
to which approach is best or necessary for a particular study.

Information about the planned use of an IVD companion diagnostic device and its use in
clinical trials should be included in an investigational submission. This information will help
FDA understand and provide advice on how the IVD device will be used to enroll subjects
into the trial(s) and how the test will be validated for use. For therapeutic product INDs that
contain information about the investigational device, the therapeutic product review center
(Center for Drug Evaluation and Research or Center for Biologics Evaluation and Research)
will engage appropriate expertise from the diagnostic product review center (Center for
Devices and Radiological Health or Center for Biologics Evaluation and Research), and joint
advice will be provided to the sponsor.
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In addition, it will be helpful if both the IVD companion diagnostic device sponsor and the
therapeutic product sponsor participate in discussions about the proposed IVD companion
diagnostic device and solicit FDA feedback via the pre-submission process (a consultative
submission through which device sponsors may obtain information that may help guide
product development, e.g., information concerning appropriate validation studies) with the
diagnostic review center. This will enable a more focused and in-depth discussion about the
validation of the IVD companion diagnostic device and will aid in planning for a device
PMA or 510(k) that is complete and timely. When appropriate, expertise from the relevant
therapeutic product review center will be included in the diagnostic review center meetings.

FDA strongly encourages sponsors considering developing the products discussed in this
guidance to request a meeting with both relevant device and therapeutic product review
divisions as early in development as possible.
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