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SWISSMEDIC’S EXPERIENCE WITH THE REGULATORY 
CHANGES FOR CLINICAL INVESTIGATIONS WITH MEDICAL 
DEVICES IMPLEMENTED IN 2021

Swissmedic, the Swiss Agency for Therapeutic Products, evaluates 
and approves clinical trials of medical devices in humans if the 
devices are not CE-marked or are used off-label. These activities 
are conducted by the Medical Devices Clinical Investigations div-
ision, which also ensures continuous surveillance while the clinical 
trials are in progress. In 2021, the European Medical Device Regu-
lation introduced new requirements for clinical investigations 
with medical devices. In parallel, the new Swiss Ordinance on 
Clinical Trials with Medical Devices came into force, applying the 
European requirements in Switzerland. This legislation introduced 
major changes to medical device requirements and authorisation 
procedures. In this article, Swissmedic summarises its stakeholder- 
oriented response to these legislative changes. In addition, it refers 
to new information sheets, templates, and decisions trees that are 
available.

https://www.sctoplatforms.ch/en/publications/ra-watch/ra-watch-8-n-experiences-with-2021-changes-to-medical-device-regulations/swissmedicrs-experience-with-the-regulatory-changes-for-clinical-investigations-with-medical-devices-implemented-in-2021-213.html
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The European Medical Device Regulation (MDR), which 
included new product requirements, was first published 
in 2017. Due to the COVID-19 pandemic, its planned entry 
into force in 2020 was postponed for one year. However, 
well before the regulation came into force on 26 May 2021, 
manufacturers started aligning the development of new 
products to the new requirements. Across Europe, various 
manufacturers submitted MDR-based product documenta-
tion to competent authorities for the approval of clinical 
investigations. Even though the authorities in some Euro-
pean countries rejected such documentation if submitted 
before 26 May 2021, Swissmedic accepted MDR-based doc-
uments because it considered the MDR to cover all product 

PREPARING FOR THE ONSET OF NEW REQUIREMENTS FOR MEDICAL DEVICES

requirements of the previous regulation. In order to assist 
hospitals and small- and medium-sized manufacturers, 
Swissmedic published templates on its website for docu-
ments required by the MDR, notably for the voluminous 
template on compliance with standards and the general 
safety and performance requirements of the MDR. Collab-
orative preparations for MDR requirements were made at 
the European level. Swissmedic made its initial template 
available to the working group in charge of European 
documents; the template was also integrated into guid-
ance document MDCG 2021-08 and made available to all 
sponsors in the European region.

IMPLEMENTING CHANGES TO THE AUTHORISATION PROCEDURE FOR MEDICAL DEVICES

Under the old regulatory framework, both parallel and 
sequential submissions to Swissmedic and to the respon-
sible ethics committee were possible. Consequently, there 
was no possibility for reviewing institutions to coordinate 
efficiently with each other. Since the implementation of 
the new regulatory framework in 2021, procedures have 
been streamlined and cooperation between institutions 
has been strengthened in Switzerland. Parallel submission 
is now mandatory for all applications for risk category C 
clinical trials with medical devices, often referred to as 
pre-market clinical investigations. Cantonal ethics com-
mittees are responsible for delimiting research projects, 
so they should be contacted prior to parallel submission 
if there is any doubt about categorisation or other delim-
itation aspects.

In Switzerland, the right to be heard allows for commu-
nication between applicants and reviewing institutions, 
including the adaptation of study documents by the spon-

sor during the authorisation procedure. This has proven 
to be important for carrying out procedures efficiently. In 
addition, a simplified review procedure was introduced 
in 2021 and can be requested for certain investigations 
of non-invasive class I and class IIa devices. Swissmedic 
has published corresponding explanations in informa-
tion sheets on clinical investigations with medical devices 
and performance studies with in vitro diagnostic medical 
devices (IVDs).

On 26 May 2022, principles that have applied to medical 
devices since 2021 also came into force for authorisation 
procedures for performance studies of IVDs. All authori-
sation procedures for pre-market clinical investigations 
of medical devices and interventional IVD studies now 
include parallel submission, an extensive right to be heard, 
and a simplified review of certain minimum risk research 
projects.

https://health.ec.europa.eu/system/files/2021-05/mdcg_2021-8_en_0.pdf
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RESPONDING TO THE 2021 CHANGES

Since Swissmedic accepted MDR-based documentation 
early on, the transition to MDR requirements in 2021 
went smoothly, and surprisingly few questions arose. In 
the vast majority of cases, Swissmedic was able to respond 
to stakeholders’ questions within one week. In 2022, 
Swissmedic approved 37 first-time applications for clin-
ical trials and 100 changes requiring approval. Overall, 
Swissmedic checked a total of 143 notifiable changes, 106 
annual safety reports, and 41 other safety reports from 
ongoing trials in Switzerland.

Despite a relatively smooth transition, sponsors kept 
sending questions to ethics committees and Swissmedic 
on the delimitation of research projects and asking 
whether specific projects would need Swissmedic’s 
approval. Insecurities were possibly fostered by changes 
introduced with the Swiss Ordinance on Clinical Trials 
with Medical Devices (ClinO-MD). Notably, the ClinO-MD 
incorporates new EU definitions, which replace earlier 
terminology used in Switzerland that was based on the 
World Health Organization (WHO).

In 2021 and 2022, questions that arose were mostly 
related to the following issues:

 • the distinction between interventional and non-inter-
ventional research 

 • products that can be placed on the market and used 
without a conformity mark

 • research use only (RUO) products not intended to have 
a future medical use

 • the location of laboratories for performance studies.

Some of these questions proved to be tricky due to the 
number of Swiss and European legal texts that needed 
to be consulted. Therefore, in 2022 Swissmedic, swiss-
ethics, and the Federal Office of Public Health developed 
decision trees for applicants that are simple to use (see 
Figure 1 and Figure 2). These decision trees, additional 
information on specific delimitation issues, and updates 
are now available online in Swissmedic’s information 
sheets, which will be further refined based on feedback 
from sponsors.



Regulatory Affairs Watch Issue 8, June 2023

14

Figure 1: Decision tree for authorisation applications related to clinical investigations with medical devices

Is the medical device1 under investigation2 or will it just 
be used during the research project?

Will the medical device1 be
1. applied to participants, 
or
2. influence other medical devices applied to 
 participants, 
or
3. will an output generated by the medical device  
 guide medical decisions that concern individual 
 participants?

Does the study plan prescribe the choice and/or use of 
the medical device?

Will the medical device be used according to the 
CE-marked instructions for use (on-label use)?

Is the medical device CE-marked?

Used The medical device will be used but it is not under investigation. 
A. When used for medical purposes, products that are not under investigation must be confor-

ming products3. This applies to devices and medicinal products, including those used for 
concomitant treatments required by the study plan and for diagnostic purposes.

B. 'Research use only' products (RUO) provide results that are used during data analysis or for 
other research purposes. They do not fall under the medical device regulation. They can be 
used in research projects, but not for medical decisions concerning the participants nor for 
other medical purposes, and must be labelled according to art. 16 para. 5 MedDO. 

C. Make sure that the underlying research activity is duly authorised, consult with the ethics 
committee4 if unsure whether it falls under the HRO, ClinO-MD, or ClinO.   

Participants will not be exposed to the medical device, and individual test results or other output 
will neither be communicated to the participants nor to professionals in charge of them. 
Submit your project to the ethics committee4 in line with HRO requirements (no submission to 
Swissmedic required).

The study observes product use in the market (observational study). 
The medical device is legally placed on the market and is used during routine medical practice 
independently of study participation. Submit your project to the ethics committee4 in line with 
HRO requirements (no submission to Swissmedic required). It is not possible to promote, 
suggest or investigate off-label use in an observational study.

The medical device1 is not CE-marked
The vast majority of these clinical investigations fall under subcat-
egory C2 (art. 6 ClinO-MD). On the same day, submit an authorisation application to Swissme-
dic and to the ethics committee4.
If specific conditions are fulfilled3, certain clinical investigations with custom-made devices, 
products with devitalised human tissues or cells, and in-house manufactured devices might fall 
under category A and need to be submitted to the ethics committee4 (no submission to 
Swissmedic is then required). 

There will be off-label use during the study
On the same day, submit an authorisation application to Swissmedic and to the ethics 
committee4 (subcategory C1 clinical investigation according to art. 6 ClinO-MD).

The medical device can legally be placed on the market, put into service and used. Submit your 
project to the ethics committee4 (category A clinical investigation according to Art. 6 ClinO-MD, 
no submission to Swissmedic required).

The medical device cannot legally be placed on the market, put into service and/or used in 
Switzerland. On the same day, submit an authorisation application to Swissmedic and to the 
ethics committee4 (subcategory C3 clinical investigation according to art. 6 ClinO-MD).

No

Under 
investigation

Yes

Has the medical device been prohibited in Switzerland?

Yes

Yes

Yes

No

No

No

No

Yes

Source: Swissmedic’s Information Sheet: Clinical Investigations with Medical Devices (version 4.2, dated 11.04.2023, pp. 6–7)

1 The medical device can be a stand-alone product, or a product that is used as part of a system, including software (e.g. an app or an MRI sequence). 
Refer to art. 1 to 3 MedDO for definitions and exceptions. Consult the information sheet BW630_30_007e_MB (Medical Device Software) and the Euro-
pean guidance document MDCG 2019-11 in order to determine whether a software is a medical device.
2 Investigation for assessment of the safety or performance of the device.
3 See Annex A7 of this information sheet for guidance on clinical investigations with custom made devices, with therapeutic products that contain devitalised 
human tissues or cells, or with certain medical devices manufactured and used in the same healthcare institution.
4 The application for the clinical trial is submitted to the ethics committee responsible for the investigator. In a multicentric clinical trial the application is 
submitted to the lead ethics committee responsible for the coordinating investigator. The coordinating investigator is the individual with responsibility in 
Switzerland for coordinating the investigators responsible for the various trial sites in Switzerland. The list of ethics commissions that details the cantons 
for which they are responsible can be found here: www.swissethics.ch/en/ethikkommissionen.

https://www.swissmedic.ch/swissmedic/de/home.webcode.html?webcode=BW600_00_015e_MB
https://swissethics.ch/en/ethikkommissionen
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Figure 2: Decision tree for authorisation applications related to performance studies with IVD

Is the IVD1 under investigation or will it just be used 
during the research project?

Will individual test results be disclosed to the subjects 
or to professionals in charge of subjects?

Will there be patients/subjects in Switzerland?

Is the IVD CE-marked?

Does the study plan prescribe the choice and use of 
the IVD?

The IVD will be used but it is not under investigation 
A. When used for medical purposes, products that are not under investigation must be 

conforming products2. This applies to devices and medicinal products, including those 
used for concomitant treatments required by the study plan and for diagnostic purposes. 
For example, make sure that pregnancy tests, tests in connection with the health of 
subjects, side effects, disease progression and other IVD are CE-marked for the 
purpose intended in the study.

B. Research use only products (RUO) provide results that are used during data analysis or 
for other research purposes. They do not fall under the IVD regulation. Do not communi-
cate individual test results obtained with RUO, as these products are not allowed to be 
used for medical decisions concerning subjects.

C. Make sure that the underlying research activity is duly authorised, consult with the ethics 
committee3 if unsure whether it falls under the HRO, ClinO-MD, or ClinO.

Individual test results will not be communicated 
They cannot influence patient management decisions and cannot be used to guide 
treatment. 
A. If the study is conducted in Switzerland, submit your project to the ethics committee3 (no 

submission to Swissmedic required). For delimitation and categorisation see Art. 2a 
ClinO-MD on performance studies outside the scope of the ClinO-MD, and Art. 6a para. 
1 ClinO-MD on category A2 studies. Consult with the ethics committee3 in case of doubt.

B. If specimens of Swiss patients will be transferred abroad for a study conducted abroad, 
no approval of that study is required in Switzerland. Make sure that necessary provisions 
have been taken4.

Specimens only will be tested in Switzerland, the patients/subjects will be managed abroad
Submit your project to the ethics committee3 for approval under the provisions of the HRO 
(no submission to Swissmedic required). Before you initiate activities, make sure the study 
is duly approved in the foreign countries involved.

The study observes regular IVD use in the market 
The IVD is legally placed on the market and is used during normal medical practice 
independently of study participation. Submit 
your project to the cantonal ethics committee3 (no submission to 
Swissmedic required). For delimitation and categorisation see Art. 2a ClinO-MD on HRO 
studies, and Art. 6a para. 1 ClinO-MD on category A2 studies. It is not possible to promote, 
suggest or investigate off-label use in an observational study. 

The IVD is not CE-marked
The vast majority of these performance studies fall under subcategory C2 (art. 6a, para. 2 
letter b ClinO-MD). On the same day, submit an authorisation application to Swissmedic and 
to the ethics committee3. 
If specific conditions are fulfilled5, certain performance studies with in-house manufactured 
IVD might fall under category A and need to be submitted to the ethics committee3 (no 
submission to Swissmedic is then required).

There will be off-label use during the study
On the same day, submit an authorisation application to Swissmedic and to the ethics 
committee3 (category C1 interventional performance study according to Art. 6a para. 2 letter a 
ClinO-MD).

The IVD can legally be placed on the market, put into service and used. Submit your project 
to the cantonal ethics committee3 (no submission to Swissmedic required, category A1 or 
A2 interventional performance study according to Art. 6a, para. 1 ClinO-MD).

The IVD is prohibited. It cannot legally be placed on the market, put into service and/or used 
in Switzerland. On the same day, submit an authorisation application to Swissmedic and to 
the ethics committee3 (category C3 interventional performance study according to Art. 6a 
para. 2 letter c ClinO-MD).

No

Under 
investigation

Yes

Will it be used according to the CE-marked instruc-
tions for use (on-label use)?

Yes

Has the IVD been prohibited in Switzerland?

Yes

Yes

Yes

No

No

No

No

No

Yes

Used

Source: Swissmedic’s Information Sheet: Performance Studies with IVD (version 3.3, dated 11.04.2023, pp. 5–6)

1 The IVD can be used alone, or used as part of a system, including software (e.g. an app). Refer to the IVDO for definitions and exceptions. Consult infor-
mation sheet BW630_30_007e_MB (Medical Device Software) and the European guidance document MDCG 2019-11 in order to determine whether a 
software is an IVD.
2 See annex A7 of this information sheet for guidance on interventional performance studies with IVD manufactured and used in the same healthcare institution.
3 The application for the clinical trial is submitted to the ethics committee responsible for the investigator. In a multicentric clinical trial the application is submitted 
to the lead ethics committee responsible for the coordinating investigator. The coordinating investigator is the individual with responsibility in Switzerland for 
coordinating the investigators responsible for the various trial sites in Switzerland. The list of ethics commissions that details the cantons for which they are 
responsible can be found here: www.swissethics.ch/en/ethikkommissionen.
4 You can find templates for material transfer agreements on the website of the Swiss Biobanking Platform. On the website of swissethics you can find a template 
for a general consent for specimens taken in the clinical routine, and a template for a study specific informed consent form for specimens taken specifically for 
the study (www.swissethics.ch > Templates > Patient information and Declaration of consent). Please contact the cantonal ethics committee in case of doubt.
5 See annex A7 of the information sheet for guidance on interventional performance studies with IVD manufactured and used in the same healthcare institution.

https://www.swissmedic.ch/swissmedic/de/home.webcode.html?webcode=BW600_00_016e_MB
https://swissethics.ch/en/ethikkommissionen
https://swissbiobanking.ch/documents/
https://swissethics.ch/en

