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~ The value of in-vitro
diagnostics

Diagnostics can play a leading role
in the fight against disease and in
meeting increasingly complex
healthcare challenges.

Diagnostics account for
~70%

of clinical decision making
At about

~ 2%

of the healthcare costs.
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https://pubmed.ncbi.nlm.nih.gov/34350256/
https://www.aimspress.com/article/10.3934/mbe.2020149

Design Fit for Purpose Regulation

IVDs fundamentally differ from traditional Medical Devices, Vaccines, and Drugs

Medical Device

= |VDs are not ingested.
= |VDs do not treat patients, they are non-invasive tests used on biological samples

(e.g. blood, urine, tissue, etc.)
= |VDs generally do not come into contact with patients. IVDs interact with samples

taken from the patient to obtain information of relevance.
= The risks posed by IVDs to patients are based on the information they provide.
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Definition of IVD medical device
Classification of IVD medical devices
What is needed to ensure Safety and performance: Essential Principles of Safety
& Performance
How to meet the Essential Principles (Use of Standards)
What is needed to ensure the safety of the product (Clinical Evidence and
Labeling)
What level of conformity assessment is appropriate (Risk based Approach)
o Quality System
o Design Control Process
o Full Technical Evidence
o Technical File/Documentation

Post Market Vigilance and Reporting Procedures
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‘In Vitro Diagnostic (IVD) Medical Device: ‘means a medical device, whether used alone or in combination,
intended by the manufacturer for the in-vitro examination of specimens derived from the human body
solely or principally to provide information for diagnostic, monitoring or compatibility
purposes.(GHTE/SG1/N071:2012Y

Elecsys™ Anti-HBc IgM

cobas™ SARS-CoV-2 &
Influenza A/B Assay

Accu-Chek® Inform Il
system

cobas c 513 analyzer

Instruments/Apparatus

Reagents
Calibrators

VD medical devices include reagents, calibrators, control materials, specimen receptacles, software, and related

instruments or apparatus or other articles and are used, for example, for the following test purposes: diagnosis, aid

to diagnosis, screening, monitoring, predisposition, prognosis, prediction, determination of physiological status.
SUSAID  (awst <
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http://www.imdrf.org/docs/imdrf/final/technical/imdrf-tech-181031-grrp-essential-principles-n47.pdf

IVD Medical Devices

Test of human specimens
(blood/plasma/urine etc.)

HIV test kits

VD kit, reagents | Pregnancy test kits

Instruments for sa preparation
*Pictures are taken from Fine Art America, QIAGEN, Qingdao lifecare Trade Co. Ltd. USA|D ANSI =73 Standards SA IE’HA
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Accessory to an IVD medical device

Accessory for an IVD Medical Device: article intended

explicitly by its manufacturer to be used together with an
IVD medical devices:

 to enable the IVD medical device to achieve its intended
purpose
or

* to augment or extend the capabilities of the IVD medical
device in the fulfilment of its intended purpose.

https://www.imdrf.org/sites/default/files/docs/ghtf/final/sg1/technical-docs/ghtf-sg1-n071-2012-definition-of-terms-

=X
(= USAID
120516.pdf =/ -

FROM THEl AMERICAN

Software

Ty |

St AL T O 0 PROOUCKR AND
305 Mt

5t OwER s ot W POUTD
Germary ey

O T G

cobas ¢ 111 analyzer j
Development Channel V)
Version 1.0.0 /

= = Standards SA
" /FAlliance

Seth Abraen

PRA



4 )

GHTF/SG1/N77:2012 Principles of Medical
Devices Classification

Classification > <
WG/N64FINAL:2021 Principles of In Vitro
Diagnostic (IVD) Medical Devices
Classification
\ J
s D

WG/N41FINAL:2017 -Software as a Medical
Device (SaMD)
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Purpose

“Regulatory controls are intended to safeguard the health and safety of

patients, users and other persons by ensuring that manufacturers of IVD medical
devices follow specified procedures during design, manufacture and

marketing. The risk presented by a particular device depends substantially on
its intended use and intended user.

Source - Principles of Medical Devices Classification IMDRF IVD working group Final Document :2021
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IVD Classification Criteria

Intended purpose/ User & expertise
Indication for use as The technical- scientific- or
specified by the manufacturer medical knowledge of the
(Diagnosis, Aid to Diagnosis, intended User (lay person or
Screening, Prognosis or healthcare professional)
monitoring)

Importance

of the information to the
diagnosis e.g. when
combined with other test
results, signs & symptoms,
history of disease etc.

(= USAID

Impact

of the result ( true or False) to
the individual and /or to public
health
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Health
Risk

http://www.imdrf.org/docs/imdrf/final/technical/imdrf-tech-wng64.pdf

Overview of IVD Classification Principles

Law Individual & Moderate Individual High Individual Risk/
public health Risk Risk/ Law Public Moderate Public
Health Risk Health Risk
Class A Examples
_ Examples . Se|f_m0nit0ring of
Examples * Pregnancy self- blood glucose
« Clinical Chemistry testing. _ « PSA screening
analyzer, general * Urine test strips « Rubella, HLA typing
culture media * Vitamin B12

* Nuclear Antibody

High Individual Risk
[High Public Health
Risk

Examples
* Diagnosis of HIV

* Screening of HIV
blood donor

)

""" Risk to Individual Health = USAID
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http://www.imdrf.org/docs/imdrf/final/technical/imdrf-tech-wng64.pdf
http://www.imdrf.org/docs/imdrf/final/technical/imdrf-tech-wng64.pdf

( GHTFISG1/N78:2012 b

- Principles of Conformity Assessment for
Conformity Medical Devices )
Assessment f A

MDRF/GRRP WG/N47FINAL:2018
Essential Principles of Safety and Performance
of Medical Devices and IVD Medical Devices

A 4

£ 7= Standards
FAlliance



Conformity Assessment

Systematic examination of evidence generated,
and procedures undertaken by the manufacturer,
under requirements established by the Regulatory
Authority, to determine that a medical device is safe
and performs as intended by the manufacturer and,
therefore, conforms to the Essential Principles of
Safety and Performance of Medical Devices and IVD
Medical Devices

GHTF/SG1/N78:2012
Principles of Conformity Assessment for Medical Devices
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Essential Principles of Safety & Performance

A manufacturer of a medical device is expected to design and ﬁ
manufacture a product that is safe and performs as intended.

% 'Essential Principles of Safety and Performance’ documented
in the so called EP Checklist describes fundamental design
and manufacturing requirements to ensure safety and Q
effectiveness of the medical device/IVD.

% The regulatory model uses the concept of recognized standards

to demonstrate compliance to (parts of) the Essential Principles
of Safety and Performance.

IMDRF Essential Principles of Safety and Performance for Medical Devices and IVDs, accessed Augli$1SI4|2023 @  Standards [iEDA



https://www.imdrf.org/sites/default/files/docs/imdrf/final/technical/imdrf-tech-181031-grrp-essential-principles-n47.pdf

* “The inter-relationship between device class and conformity assessment is critical in
establishing a consistent approach across all countries/regions adopting GHTF

principles, so that the premarket approval process and evidence requirements for a
particular IVD medical device are acceptable globally.”

« GHTF Conformity Assessment Elements:
i. Quality management system (QMS),
ii. System for post-market surveillance,
lii. Technical documentation,

iv. Declaration of conformity, and

Y ’-. e =-= --‘." '- ‘.= ave ® e '-' - GV--
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Relationship between conformity assessment and
IVD medical device classification

Class A

QMS without design and development controls

PMS -Adverse Event Reporting, sign and maintain DoC

Premarket submission ( according to Reg.
requirements )

Class B N

QMS without design and development controls

PMS -Adverse Event Reporting, submit DoC &
Premarket submission might be required

4
Class C B
Full QMS PMS -Adverse Event Reporting, submit
DoC
Premarket submission required Y,
Class D A
Full QMS
PMS -Adverse Event Reporting , , submit DoC

Premarket submission with full performance NS] SR sandaris  SAHPRA
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e |n country testing is not an IMDRF recommendation. Rather IMDRF seeks to achieve convergence
to requirements so that wherever possible, “[T]he premarket approval process and evidence
requirements for a particular IVD medical device are acceptable globally”.

« WHO recommend a risk based approach:

— “In-country clinical investigations (that is, systematic clinical investigation in the country in which
market authorization is being sought) should not generally be a requirement.” Page 239.

— “In deciding whether to authorize a medical device, the NRA may consider the acceptance of
data from clinical investigations conducted outside its jurisdiction, provided that the applicant
has demonstrated that the data are adequate and were obtained in accordance with applicable
global and national standards and in accordance with the characteristics of the population
within the authority’s jurisdiction.” Page 201-02.

— “Countries may implement a system of risk-based lot verification of high-risk IVDs (Class D),
either before distribution to users, post distribution or before they :a[% A%lt in}%;ss’er}/ice.:g%gﬁj 207. feRa

Aevican Kavess) Strvtads

ttps://cdn.who.int/media/docs/default-source/biologicals/ecbs/annex3-gmrf-who trs 1045 .pdf?sfvrsn=88867b3a_3&download=true



https://cdn.who.int/media/docs/default-source/biologicals/ecbs/annex3-gmrf-who_trs_1045.pdf?sfvrsn=88867b3a_3&download=true

IMDRF Reporting Recommendations

% Any event which meets all of the three basic reporting criteria should be considered an
adverse event and reported to the regulator.

(1) The manufacturer becomes aware of information regarding an event which has occurred with its
device

(2) The Manufacturer’s device is associated with the event

(3) The event led to one of the following outcomes:
—Death of a patient, user or other person.
—Serious Injury of a patient, user or other person.

—No Death or Serious Injury occurred but the event might lead to death or Serious Injury of a patient,
user or other person if the event recurs (otherwise known as malfunction or near miss).

< Itis the manufacturer Responsibilities to document all complaints, invgstigatefggport as necessafyaa

Aevrican Kavesa) Stvtants Mstives


http://www.imdrf.org/docs/ghtf/final/sg2/technical-docs/ghtf-sg2-n54r8-guidance-adverse-events-061130.doc

In order to strengthen the regulatory
capacity for oversight of medical
products globally, WHO encourages
international cooperation among
regulatory authorities in all its forms,
including convergence,
harmonization, information- and
work-sharing, reliance and
recognition.

-World Health Organization, Regulation and Prequalification, accessed August 12, 2023
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https://www.who.int/teams/regulation-prequalification/regulation-and-safety/regulatory-convergence-networks

Question & Answers
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