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gogdd4-2-1

Regulation on Research-Use-Only (RUQO) Self-tests

Summary

e Recently in Japan, some manufacturers have been selling home self-tests
labeling "for research use only" to evade the regulations, while appealing to
consumers as if they can be used for diagnosis.

e Many developed countries exempt RUO products from regulation as it is in
Japan and seem to have experienced a similar surge in self-testing after the
COVID-19 pandemic — in these countries, LDTs with self-sample collection
seem much more popular than fully home self-test kits.

e This has led to concerns about the quality and reliability of these tests leading
to inaccurate results, potentially causing inappropriate treatment decisions and
adverse health consequences for patients.

e To encounter these risks, regulatory agencies of these countries took two main
strategies:

o Firstly, many countries applied and clarified rigorous definitions on
what is/what is not a RUO product. They have provided guidance and
examples of appropriate and inappropriate cases, and clarified that they
will take all evidence into account and not make decisions solely based
on the labels.

o Secondly, many of them accelerated authorization to qualified home
self-tests especially in the sexually transmitted disease area to improve
public health measures [Table-1].

Table-1: Market Authorized Home Self-tests by Country

Disease Australia Canada US EU
HIV Available Available Available Available
Syphilis Not Available | Not Available Available Available
Chlamydia Available Not Available | Not Available Available
Gonorrhea Available Not Available | Not Available | Not Available
Trichomonas | Not Available | Not Available | Not Available Available
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1. Current status in Japan

1-a. Scope of the “Pharmaceutical and Medical Device Act”

The purpose of this Act is to improve health and hygiene by providing the control required for
securing the quality, efficacy and safety of pharmaceuticals and for preventing the occurrence
or spread of health and hygiene-related hazards caused by the use of those pharmaceuticals.

The term "pharmaceutical" as used in this Act refers to items which are intended for use in the
diagnosis, treatment or prevention of disease in humans or animals.

1-b. Limitation of the Act and issues surrounding RUO self-tests

As mentioned above, the Pharmaceutical and Medical Device Act is a law that stipulates
regulations on "pharmaceuticals and medical devices" and therefore products that are not used
for the diagnosis, treatment, or prevention of diseases are not subject to the regulations. In
recent years, there have been test reagents taking advantage of this regulatory loophole; some
of them have been sold to general consumers with labels such as "for research use only" to
evade the regulations, while appealing as if they can be used for diagnosis.

Many of the tests sold this way are related to cancer and sexually transmitted diseases (STDs).
In the case of cancer, it is presumed that many people want to conduct self-examination due to
the fear of contracting the disease. In the case of sexually transmitted diseases, it is thought
that many people want to first test themselves because they are hesitant to visit medical
institutions.

In both cases, using tests that are not subject to the Act and therefore not assured of its quality
can be harmful for patients:

e There is a risk of not visiting a medical institution and delaying treatment because the
test shows negative despite being affected by the disease, or spreading sexually
transmitted diseases.

e There is a risk of visiting a medical institution and undergoing more invasive tests, etc.,
even though you do not have cancer.

1-c. Actions by the Japanese government

The Japanese government intends to fix the current situation by introducing more strict
regulation towards RUO self-test. In considering such measures, the government is trying to
develop an overview of regulations in other countries as a reference.

2. Global Overview

Globally, the approach to RUO products differ between countries. Many apply a risk-based approach,
while others impose more challenging requirements (summary shown in Table ).
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Category 1: Markets Category 2: Markets requiring Category 3: Markets requiring

exempting submissions simple submissions for RUOs complex or burdensome
for RUOs submissions for RUOs
Australia Russia Regulated Middle East markets Cambodia
(e.g. Kingdom of Saudi Arabia,
United Arab Emirates, Bahrain, Egypt)
Brazil Singapore Myanmar India
Canada Thailand Korea Indonesia
China Taiwan Philippines
EU USA
Japan Vietnam
Malaysia

2-a. Definition of RUQOs by Country

Country

RUO Definition

Australia

While RUO, IUO, ASR products may be commercially supplied, they are not
intended by the manufacturer to be used for an in vitro

diagnostic purpose and will not be included on the Australian Register of
Therapeutic Goods (ARTG).

An IVD is considered to be for research use only when the results produced using
that IVD are neither used for nor intended to be used for patient management (i.e.,
where there is no reporting of patient/client results ).

The suppliers of kits marked RUO should be aware that under the Therapeutic
Goods Act, the definition a therapeutic good includes goods that are represented in
any way to be, or that are, whether because of the way in which the goods are
presented or for any other reason, likely to be taken to be for therapeutic use.

Representation for therapeutic use includes verbal or written statements made in
relation to products as part of their labelling, advertising or promotion (regardless
of the RUO label).

Canada

IVDDs which are labelled "For Research Use Only" (and are not otherwise labelled
or otherwise represented by a manufacturer for a specific diagnostic application, or
labelled with specific performance characteristics, or a bibliography listing articles
referring to the use of the marker for a specific application) are exempted from the
Medical Devices Regulations.

A commercial medical device is not considered to be in the "research phase" of
development and cannot be labelled "For Research Use Only" if it:
e Has validated performance characteristics;
e Has instructions-for-use documents citing performance claims or;
e [s under review for regulatory approval by Health Canada (or another
regulatory jurisdiction).

EU

The IVDR clearly states that the regulation does not apply to products for general
laboratory use or research-use only products, unless such products, in view of their
characteristics, are specifically intended by their manufacturer to be used for in
vitro diagnostic examination.
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US RUO products are IVD products in the laboratory research phase of development
and not represented as effective IVDs.

RUO products are unregulated in the US but have to be labelled with the following
statement: “For Research Use Only. Not for use in diagnostic procedures.”
Labelling a product as such permits it to be used by researchers, who can evaluate
usefulness for a specific diagnostic purpose. Beyond the labeling statement, FDA
regulations do not mandate any other restrictions or limitations on RUO products,
and RUO manufacturers do not have to register or list their RUO products with
FDA or comply with manufacturing standards. RUO products can be offered for
sale without any FDA clearance or approval.

RUO products can be also used in conducting nonclinical laboratory research with
goals other than commercial IVD product development and are used in basic life
science research and not intended for further clinical diagnostic use development.
In this case, these RUOs are used to carry out research and are not, themselves, the
object of the research.

As good marketing practices, RUO products must never be represented as effective
IVD products. And no specific disease, condition, or diagnostic performance
claims can be made for RUO products. On the other side, an IVD product that is
inappropriately labelled as RUO may be also considered misbranded or adulterated
due to the lack of premarket notification or premarket approval if distributed/or
labelled for clinical diagnostic purpose.

3. Country Specific Issues

3-a. Australia

Broadly, there are three types of Direct-to-Consumer (DTC) tests in Australia: 1) Home
self-tests — test kits used by consumers themselves producing immediate results for their own
interpretation; 2) Self-collected direct accessed pathology tests (DAPTs) — a pathology test
requested from a commercial company on behalf of a consumer who purchased the test, rather
than requested by a doctor after consultation and discussion with samples collected at home
and mailed into a laboratory; 3) lab-collected DAPTs — purchased directly by a consumer, but
with samples collected in a laboratory. Home self-tests are regulated by the Therapeutic
Goods Administration (TGA), whereas laboratory-tested DAPTSs are regulated by the National
Association of Testing Authorities (NATA).

Home self-tests have been prohibited from supply in Australia since 2010 under the
Therapeutic Goods Specification 2010; however, since legislative instruments are
automatically repealed after a fixed period of time, the regulation was reviewed in 2020.

The review recognized the benefits of providing high-quality self-tests: by allowing the
supply of approved self-tests, the risk of consumers purchasing unapproved devices from
overseas over the internet can be minimized. As a result, self-tests for the following diseases
and conditions were allowed to be supplied:

e chlamydia trachomatis;

hepatitis B virus;

hepatitis C virus;

herpes simplex virus type 1 & 2;
neisseria gonorrhoea;

seasonal influenza virus;
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3-b.

treponema pallidum (syphilis);
diabetes;

kidney disease; and
cardiovascular disease

In regards to STDs, there are currently HIV, chlamydia and gonorrhoea home self-tests
approved by the Therapeutic Goods Administration.

Outside of the listed diseases, the overwhelming majority of stakeholders did not support
cancer and genetic self-testing. It was considered that the risks associated with DTC genetic
testing could not be safely mitigated to reduce potential harms to an acceptable level.

Finally, a search of DTC tests advertised online in Australia found that most of the home
self-tests belonged to diseases and conditions mentioned above; the authors expressed concern
to regulatory loopholes that allow un-authorized DAPTSs being sold, rather than home
self-tests.

CANADA

The general rule for commercial testing devices in Canada is that “only those authorized by
Health Canada can be imported or sold, whether for general use (including personal use) or
for clinical trial purposes.

However, as noted above, IVDs which are labelled “For Research Use Only” are exempt from
the Medical Devices Regulations.

In 2021, Health Canada published a notice to manufacturers to communicate when
commercial testing devices may be labelled “For Research Use Only”. The action came from
concerns that the advertisement, importation and sale of unauthorized testing devices are
labelled “For Research Use Only” but intended for purposes other than research (for example,
clinical research, pilot testing) is occurring.

The notice clarifies that the use of “For Research Use Only” labelling applies to a medical
device in the laboratory research phase of development. A commercial medical device is not
considered to be in the “research phase” of development and cannot be labelled “For Research
Use Only” ifit:

e has validated performance characteristics

e has instructions-for-use documents citing performance claims or

e is under review for regulatory approval by Health Canada

If a medical device is labelled “For Research Use Only” at the time of importation,
advertisement and sale, it cannot be used for clinical trial or clinical diagnostic purposes or for
other use with humans (including screening and surveillance activities).

To determine if a medical device meets the criteria of "For Research Use Only," Health
Canada will use all available information. This includes:
e marketing material (print and electronic)

e Information on its performance characteristics or
e information on its importation or sale for purposes other than laboratory research

If it is determined that a medical device does not meet this criteria, Health Canada will
consider that the medical device was imported, advertised or sold while unauthorized.

Finally, in regards to home self-tests, there are currently HIV home self-tests approved by
Health Canada.
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3-c. United States (US)

The US has issued a guideline on distribution of IVD products labeled for RUO in 2013. In
the guideline, the government clarifies following points:

e What RUO tests are:

O
O
O
O

non-invasive

not require an invasive sampling procedure that presents a significant risk

not by design or intention introduce energy into a subject

not be used as a diagnostic procedure without confirmation of the diagnosis by
another, medically established diagnostic product or procedure

in the laboratory research phase of development. Typically to evaluate design,
limited-scale performance, and issues such as usability of the test. Some examples of
products FDA would consider to be in this research phase include:

m  Tests that are in development to identify test kit methodology, necessary
components, and analytes to be measured.

m Instrumentation, software, or other electrical/mechanical components under
development to determine correct settings, subcomponents, subassemblies,
basic operational characteristics, and possible use methods.

m Reagents under development to determine production methods, purification
levels, packaging needs, shelf life, storage conditions, etc.

FDA also recognizes that there are certain products that are labeled for research use
only and intended for use in the conduct of nonclinical laboratory research with goals
other than the development of a commercial [VD product, i.e., these products are
used to carry out research and are not themselves the object of the research. These
include products intended for use in discovering and developing medical knowledge
related to human disease and conditions.

e Appropriate/inappropriate distribution of RUOs:

o

a product’s intended use refers to the “objective intent” of those legally responsible
for labeling the product, which may be determined by looking at the totality of
circumstances surrounding the distribution of the article.The following are examples
of evidence of intended uses that, depending on the totality of the circumstances
surrounding the distribution of the article, would appear to conflict with RUO or [UO
labeling:

m written or verbal statements in any labeling, advertising, or promotion of the
IVD product by or on behalf of the manufacturer, including any performance
claims, instructions for clinical interpretation, clinical information, product
names, or descriptors that claim or suggest that the [IVD product may be used
for any clinical diagnostic use, including a clinical investigation subject to
part 812. This may include workshops or presentations that describe clinical
uses of products labeled RUO or IUO that do not include appropriate
statements and warnings about the research or investigational nature of the
products;

m written or verbal statements in any labeling, advertising, or promotion of the
IVD product by or on behalf of the manufacturer that suggest that clinical
laboratories can validate the test through their own procedures and
subsequently offer it for clinical diagnostic use as a laboratory developed test.

e Solicitation of business from clinical laboratories; for example, a
manufacturer who produces only products labeled RUO whose sales
force makes routine calls to clinical laboratories that do not perform
research or clinical studies may be viewed as demonstrating its intent
that its products be used for clinical purposes.

m provision of certain types of specialized technical support 10 (e.g., assistance
in performing clinical validation) to clinical laboratories.
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o inclusion of clinical interpretive information, discussion of clinical significance, or
other indications of clinical applicability included with any [VD products labeled for
research use only would suggest that such products are not intended for research use
only, but rather that they are intended for non-research clinical diagnostic purposes.

o if the manufacturer of an IVD product labeled RUO or IUO were to assist in the
validation or verification of the performance of a test for clinical diagnostic use that
uses its RUO or IUO labeled IVD, that assistance would be considered to be evidence
of a non-research or non-investigational intended use.

Recently, in March 2024, the FDA issued a warning letter to Agena Bioscience for marketing
its products as RUOs while allegedly intending them for clinical diagnostic use. It is seen as
part of a larger movement by the FDA to increase scrutiny of RUO diagnostic products.

The FDA cited multiple pieces of evidence to support its conclusion that Agena intended to
market the product for clinical use, despite the RUO labeling:

e Verbal Statements: Agena's Director of Regulatory and Quality stated that the
company sells the MA4 system and reagent panels to companies that analyze patient
samples for clinical diagnosis.

e Distribution Records: The FDA obtained distribution records and a customer list that
showed Agena shipped the MA4 system and iPLEX HS Colon Panels to clinical testing
laboratories.

e Customer Notification: A customer notification from Agena to a clinical hospital
regarding an increase in false negative results of certain reagent lots was cited as
evidence the products were used in a clinical setting. The notification stated that Agena
was taking steps "to not impact your laboratory workflow".

o User Guide: The iPLEX HS Panels User Guide included instructions for preparing and
testing samples and for interpreting the results, indicating a clinical application.

o Website Claims: Agena's website included product descriptions and statements
indicating that the iPLEX HS Colon Panel "enables tumor profiling studies of colorectal
cancer specimens," and that users could “detect more than 80 clinically relevant
variants across BRAF, EGFR, KRAS, NRAS, and PIK3CA”. These claims were viewed
as evidence of a clinical, not a research, purpose.

e Customer Testimonials: Customer stories and testimonials on Agena's website
indicated the MA4 system was used for clinical diagnostic purposes, including newborn
screening and tumor profiling.

The FDA requested that Agena immediately cease any activities resulting in the misbranding
or adulteration of its devices, and the agency warned that failure to address the violations
could result in legal action, including seizure, injunction, and civil money penalties.

The FDA’s increasing enforcement against RUO products may have an impact on the self-test
market — majority of US self-tests are LDTs which are often developed using RUO products
as components. The FDA’s intent is to ensure that products meet required safety and quality
standards for diagnosis and recognizes the importance of self-tests. They have revealed that
they are eager to support greater consumer access to diagnostic tests into the home and are
enhancing the introduction of home self-tests especially for STIs; there are currently HIV and
syphilis home self-tests with marketing authorization.

3-d. European Union (EU)

In the EU, RUO products are defined and regulated with a focus on their intended purpose,
distinguishing them from IVDs. RUO products are designed for scientific research purposes
only, and they must not have any medical objective or purpose. Permitted uses for RUO
products includes following areas:

e Basic Research: RUO products can be used for fundamental research studies that aim
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to improve the understanding of human biology and underlying mechanisms of disease.
These studies may involve animal and/or human models, where the specimens are not
being used for any purpose defined in the IVD Directive.

e Pharmaceutical Research: RUO products can be used in the discovery and
development of new drug compounds. This includes using RUO products to verify the
reactions of these compounds in animal and/or human models.

o Identification and Quantification of Substances: RUO products can be used to
identify and quantify chemical substances or ligands in biological specimens. These
products typically react with substances through specific bindings or chemical
reactions, such as with monoclonal or polyclonal antibodies. Such products may fall
under the category of products for general laboratory use.

e In-house Manufacturing for Research: RUO products can be used in the in-house
manufacturing of so-called "home brew kits" by a legal entity for the purpose of
research. This can include the use of laboratory tools like primers to enhance the
performance of an existing [IVD within a healthcare institution, though this type of
research is outside the scope of the IVD Directive.

On the other hand, areas where RUO products cannot be used are specified as follows:

e Use as raw materials in finished products: RUO labeled raw materials cannot be
incorporated into a finished in vitro diagnostic (IVD) product. The final product must
undergo conformity assessment and be CE marked. If a raw material is used in a
finished product, it should not be labeled "for research use only".

o Being tested against a comparator IVD product that bears the CE mark: When an
RUO product is tested against an existing CE-marked IVD, this implies a medical
purpose and the product should be considered to be undergoing a performance
evaluation rather than being classified as an RUO product. This is because the
comparison to a CE marked IVD indicates an intended medical purpose.

o Market or feasibility studies: These studies have a defined medical purpose, so
products used in these studies are considered to be undergoing performance evaluation
and not basic research. Market studies determine the suitability of a product before CE
marking, and feasibility studies may explore new or expanded intended uses, which
places them under the scope of the [IVD Directive.

e Diagnostic procedures: RUO products should not be used for diagnostic purposes..
Medical laboratories should not use RUO products in diagnostic procedures as this may
designate them as the manufacturer, carrying all the associated responsibilities.

e Performance studies: RUO products cannot be used to conduct performance studies.
Products used for performance evaluation must be labeled as such to distinguish them
from RUO products.

Authorities use marketing materials and other information as evidence to determine the actual
intended use of a product, not just its label. Manufacturers cannot use the RUO label as a
"protective claim" to avoid regulatory requirements. The actual intended use, as defined by
the manufacturer, is the key determinant. Manufacturers and operators who intentionally
conceal a diagnostic purpose behind an RUO label may face fines and even prison sentences
in some countries

Finally, in regards to home self-tests, there are currently HIV, chlamydia, trichomoniasis and
syphilis home self-tests approved with a CE mark. However, attitudes towards self-testing
differ between countries. When HIV self-test was reviewed by a European Union funded
program in 2021, there were 23 countries where self-testing was legal and seven where they
were illegal. The authors warned that the patchy availability of HIV self-tests across Europe
could lead to risks that individuals in countries where tests are not legal or available, will
resort to procuring self-tests online or through illegal means, and using them with limited
guidance and lack of regulation or quality assurance.

648



	Regulation on Research-Use-Only (RUO) Self-tests  
	1. Current status in Japan 
	1-a. Scope of the “Pharmaceutical and Medical Device Act” 
	1-b. Limitation of the Act and issues surrounding RUO self-tests 
	1-c. Actions by the Japanese government 

	2. Global Overview 
	2-a. Definition of RUOs by Country 

	3. Country Specific Issues 
	3-a. Australia 
	3-b. CANADA 
	3-c. United States (US) 
	3-d. European Union (EU) 





