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In Vitro Companion Diagnostic
Devices

Guidance for Industry and Food and

Drug Administration Staff

Document issued on: August 6, 2014

The draft of this document was issued on July 14, 2011.

For questions regarding this document that relate to CDRH contact Elizabeth Mansfield, at
301-796-4664, or gliz ] fi 5.gov; for questions for CBER contact Office
of Commumication, Qutreach and Development (OCOD) at 240-402-7800 or 1-800-833-
4709, or pcodi@fda hhs gov. For questions for CDER. contact Christopher Leptak at 301-
T96-0017, or chnstopher leptak @ifda hhs gov.
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Draft Guidance for Industry, Food and
Drug Administration Staff, and Clinical
Laboratories

Framework for Regulatory Oversight of
Laboratory Developed Tests (LDTs)

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.
Document issued on: October 3, 2014

You should submit comments and suggestions regarding this draft document within 120 days
of publication in the Federal Register of the notice announcing the availability of the draft
guidance, Submit written comments to the Division of Dockets Management (HFA-303),
Food and Dimg Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852, Submit
electronic comments to hitp:/www regulations.gov. Identify all comments with the docket
number listed in the notice of availability that publishes in the Federal Register.

For questiens regarding this document, contact LDTframework@fda.hhs.gov. For questions
regarding this document as applied 1o devices regulated by CBER, contact the Office of
Communication, Cutreach and Development in CBER at 1-800-83 54709 or 240-402-7800 or
ocod@fda. hhs gov.
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I\VVD (in vitro diagnostic) devices

LDT (laboratory developed test), IVD used within a single laboratory
VD companion diagnostic device, provide information that is essential
for the safe and effective use of a corresponding therapeutic product.
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Gene expression profiling and
expanded immunohistochemistry

tests for guiding adjuvant

chemotherapy decisions in early
breast cancer management:
MammaPrint, Oncotype DX, IHC4

and Mammostrat
Issued: September 2013

NICE diagnostics guidance 10

www.nice.org.uk/dg10

1 Recommendations

11

1.2

1.3

Oncotype DX is recommended as an option for guiding adjuvant chemotherapy
decisions for people with oestrogen receptor positive (ER+), lymph node
negative (LN-) and human epidermal growth factor receptor 2 negative
(HER2-) early breast cancer if:

» the person is assessed as being at intermediate risk and

= information on the biological features of the cancer provided by Oncotype DX is
likely to help in predicting the course of the disease and would therefore help when
making the decision about prescribing chemotherapy and

s the manufacturer provides Oncotype DX to NHS organisations according to the
confidential arrangement agreed with NICE.

NICE encourages further data collection on the use of Oncotype DX in the
NHS (see section 7).

MammaPrint, IHC4 and Mammostrat are only recommended for use in
research in people with ER+, LN- and HER2- early breast cancer, to collect
evidence about potentially important clinical outcomes and to determine the
ability of the tests to predict the benefit of chemotherapy (see section 7). The
tests are not recommended for general use in these people because of

uncertainty about their overall clinical benefit and consequently their cost
effectiveness.
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Table 3 | Molecular tests performed in France in 2011 by the 28 molecular genetics centres

Biomarker

Cancer Clinical indication or aﬁ\

Predictive
BCR-ABL translocation

ABL mutation

KIT and PDGFRA mutations

HERZ amplification

HERZ amplification

KRAS mutations

EGFR mutations

Diagnostic

JAKZ2 VE1TF mutation

Microsatellite instability

Specific chromosomal abnormalities
Specific chromosomal abnormalities
Specific chromosomal abnormalities
1p/19q co-deletion

B-cell or T-cell clonality

Prognostic

MYCN amplification

FLT3 and NPM mutations

Specific chromosomal abnormalities

BCR-ABL transcript level
of expression

Chronic myeloid or acute lymphoblastic leukaemia Prescription of imatinib, da

Chronic myeloid

=2 HHhETEFIOISOREIC,
- {IEE BAWKE6SORM
VARG, SERS)H T

— 100h ~200h

— R<AHE)

MNeurcblasto

Acute myeloid leukagmma COMIDOES 10 Teaumnelt gOiaantce

Haemopathies Contributes to treatment guidance

Chronic myeloid or acute lymphoblastic leukaemia Monitoring of minimal residual disease

Abbreviation: HNPCC, hereditary nonpolyposis colorectal cancer.

Nat Rev Clin Oncol 9:479-486, 2012



