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I PRODUCT REQUIREMENTS

Examples of relevant categories/aspects for product requirements consideration:

Market Need Bur :)':st:r;?e?)&s;evice Indications for Use
Why is the product needed? P y : Circumstances under which the
What the test does / how it .
test will be used
works
Product Taraet Market
. arget Markets .
Reqmrements Where is tge test going to be Procurement Target Settings
sold? Who will buy the product? Where the test will be used?
Target Analyte Specimen Type Analytl;:al & Clinical
Which analyte to test? (e.g. swap, urine, blood...) Performance
’ o ' ' (e.g. LoD, sen., spe.)
Operational Test Format Target COGs
Characteristics (e.g. LFT, strip, ELISA) What is the target cost?
(e.g. shelf life, stability)
Reg.ulatory Device Classification Waste Management Digital / Connectivity
Requirements Based on Risk associated with Test disposal after use Data storage, sharing...
Intended Use of test
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I TOPICS

¢ Will review key elements that define regulatory requirements for product design including:
c How device type and target market(s) guide where to look for requirements in general

i e How Stringent Regulatory Authorities (SRAs) classify devices based on the Intended
Use/Indications for Use and how this impacts product requirements

e Use/utility of Standards and device specific searches to get more insight into current
thinking of an SRA on product requirements

| GOAL:
Efficient and structured approach to product design that avoids costly delays and re-dos
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DEFINE YOUR DEVICE

Have a clear understanding of your device and all its components and determine which (if any) components could be

considered as separate, independent devices. Also consider if the device is re-usable, has an instrument that needs
servicing, and any associated consumables. The regulatory definitions below can help guide this assessment.

¢ Instrument: ¢ Kit: ¢ Ancillary Reagents: ¢ System:
Equipment or apparatus intended A collection of medical products Reagents that an assay A combination of products, either
by the manufacturer to be used as including medical devices, and manufacturer specifies in device packaged together or not, which
an IVD medical device. other products that are packaged labelling as “required but not are intended to be inter-connected
together to achieve a stated provided” in order to carry out the or combined to achieve a specific
intended use, being distributed asa  assay as indicated in its medical purpose.
single medical device. instructions for use; specified by

catalogue or product number or
other specific designation.

(GHTF/SG1/N045:2008) (GHTF/AHWG-UDI/N2R3:2011) (FDA Class Il Special Controls (EU MDR Article 2)
Guideline: MTB NAAT)

-

Negative Positive
wm Control Control
; Negative Positive
‘ j Result Result
-~



https://www.imdrf.org/sites/default/files/docs/ghtf/final/sg1/procedural-docs/ghtf-sg1-n045-2008-principles-ivd-medical-devices-classification-080219.pdf
https://www.imdrf.org/sites/default/files/2022-05/ghtf-sc-n2r3-2011-unique-device-identification-system-110916.pdf
https://www.fda.gov/media/86039/download
https://www.fda.gov/media/86039/download
https://www.medical-device-regulation.eu/2019/07/10/mdr-article-2-definitions/

DEVICE TYPE AND MARKETS
IDENTIFY RELEVANT TARGET JURISDICTIONS

Your company'’s location
(local requirements)

All countries in which
you intend to sell your
products and the
governing regulatory
agency

Refines the appropriate/
applicable regulations
to review/apply for your
company/device
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INTENDED USE AND DEVICE CLASSIFICATION
DEFINE INTENDED USE/INDICATIONS FOR USE

Intended Use

"About the device itself"
What analyte is detected/measured? Using what technology? In what specimen?
» Antibody/Antigen = Principle of operation (LFIA, molecular) = Swab
= DNA/RNA = Quantitative or qualitative = Urine
= QOther chemical compound = Automated or manual = Venous or fingerstick whole blood
= Accessories or instruments

Indications for Use

"About the end user and patient”

What illness/condition is the What is the target population? Who is the intended user? What is the use setting?
device used for?
= Diagnosis = Symptomatic (infected) = Trained laboratorian = Laboratory/hospital
= Disease differentiation = Asymptomatic (suspected of = Untrained operator = Point of care
= Screening infection) = Self-tester = Home use
= Monitoring = Neonates, children adults
= Patient Management : :tregnant R
= Etc
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INTENDED USE AND DEVICE CLASSIFICATION
INDICATIONS FOR USE INCLUDES USABILITY

Pay attention to the impact of the intended
user and use setting on risk classification!

Note: this is of high importance for many regulators
but if of key focus for the WHO

Specific guidances for usability to be considered and
separate risk assessments required

Additional performance validation studies required in
hands of the intended users
e.g. human factors, flex studies, results
interpretation, observed vs unobserved
performance studies for critical tasks, clinical
performance in hands of intended users
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INTENDED USE AND DEVICE CLASSIFICATION
RISK BASED CLASSIFICATION

Australia Canada IMDRF/ WHO

Level of risk Health Canada PMDA/MHLW  Notified Body
Low or no public health Class | Class 11VD Class | Class | Class A Class A
risk and/or low individual (low) (low risk)
risk
Low public health risk Class I Class 2 IVD Class Il Class I Class B Class B
and/or moderate (moderate) (low risk)

individual risk

s;uatua.l!nbau uoljejuswndoq pue ejeq

Moderate public health Class 31VD Class lll Class C Class C
risk and/or high individual
HISK Class I
(high risk)
High public health risk Class llI Class 4 IVD Class IV Class D Class D

and/or high individual risk (high)




INTENDED USE AND DEVICE CLASSIFICATION
RISK CLASSIFICATION EXAMPLE

— MOLECULAR TB DIAGNOSTIC TEST

o

INTENDED USE:

MOLDXTB test is a visually read Loop-Mediated
Isothermal Amplification (LAMP) test intended for the
rapid, in vitro qualitative detection of Mycobacterium
tuberculosis complex (MTBC) DNA. The primers
provided with this product are designed in the 1S6110
region of the MTBC genome DNA. The test uses
health care provider-collected tongue swab
specimens from individuals (children and adults) with
signs or symptoms compatible with TB. This test is
intended to be performed by health care workers with
minimal or moderate competency in general
laboratory practice, at the point of care (POC).
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INTENDED USE AND DEVICE CLASSIFICATION
RISK CLASSIFICATION EXAMPLE

— MOLECULAR TB DIAGNOSTIC TEST

Canada EU IVDR

Level of risk (Health Canada) (Notified Body)

Low or no public health risk and/or Class | Class A
low individual risk

Low public health risk and/or Class I Class B
moderate individual risk

Moderate public health risk and/or Class Il Class C
high individual risk

High public health risk and/or high Class IV Class D
individual risk

FIND »»
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INTENDED USE AND DEVICE CLASSIFICATION FIND»»>
RISK CLASSIFICATION EXAMPLE
- MOLECULAR TB DIAGNOSTIC TEST

Canada EU IVDR Singapore South Africa

Level of risk (Health Canada) (Notified Body) (HSA) (SAHPRA)

Low or no public health risk and/or Class | Class A Class A Class A Class |
low individual risk

Low public health risk and/or Class I Class B Class B Class B Class I
moderate individual risk

Moderate public health risk and/or Class I Class C Class C Class C Class I
high individual risk

High public health risk and/or high Class IV Class D Class D Class D Class IV
individual risk

11
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INTENDED USE AND DEVICE CLASSIFICATION
RISK CLASSIFICATION EXAMPLE

— MOLECULAR TB DIAGNOSTIC TEST

SRA Risk Classification

Health Canada = Class Il (Rule 2 subrule b(i) - IVDD used to detect the presence of, or exposure to, a transmissible reagent that causes a serious disease where there
is a risk of propagation in the Canadian population.

= Near-patient IVDD are automatically Class Il
https://www.canada.ca/en/health-canada/services/drugs-health-products/medical-devices/application-information/guidance-documents/guidance-document-guidance-risk-based-classification-system-vitro.html

EU CE IVDR = Class Crule 3 c for detecting the presence of an infectious agent, if there is a significant risk that an erroneous result would cause death or severe
disability to the individual, foetus or embryo being tested, or to the individual's offspring.

= Devices for near patient testing are classified in their own right
https://health.ec.europa.eu/latest-updates/update-mdcg-2020-16-rev2-guidance-classification-rules-vitro-diagnostic-medical-devices-under-2023-02-10_en

Singapore HSA = Class C (Rule 3a) - IVD medical devices intended for use in detecting the presence of, or exposure to, an agent that presents a moderate public health
risk.

*= Rule 4 - IVD medical devices intended for near patient testing are classified as Class C
https://www.hsa.gov.sg/docs/default-source/hprg-mdb/guidance-documents-for-medical-devices/gn-14-r3-guidance-on-the-risk-classification-of-in-vitro-diagnostic-md-(2023-jul)-pub.pdf?sfvrsn=58f33d7a_2

South Africa = Class D (Rule 1) - an IVD medical device intended to be used to detect the presence of, or exposure to, a transmissible reagent that causes a serious
(SAHPRA) disease with a high risk of propagation.
= Rule 4 - An IVD for self-testing is classified as Class C unless a) the result of the examination is not determining a serious condition, ailment or

defect, or b) the examination is preliminary and additional follow-up testing is required.
https://www.sahpra.org.za/document/guideline-for-classification-of-medical-devices-and-ivds/

Ghana (FDA) = Class IV (Rule 2a) - an IVDD that is intended to be used to detect the presence of, or exposure to, a transmissible agent is classified as Class Il, unless
it is intended to detect the presence of, or exposure to, a transmissible agent that causes a life-threatening disease if there is a risk of propagation |
the Ghanaian population, in which case is it classified as Class IV.

= Anear patient IVDD is classified as Class lII.
https://www.moh.gov.gh/wp-content/uploads/2016/02/Public-Health-Act-851.pdf
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https://www.canada.ca/en/health-canada/services/drugs-health-products/medical-devices/application-information/guidance-documents/guidance-document-guidance-risk-based-classification-system-vitro.html
https://health.ec.europa.eu/latest-updates/update-mdcg-2020-16-rev2-guidance-classification-rules-vitro-diagnostic-medical-devices-under-2023-02-10_en
https://www.hsa.gov.sg/docs/default-source/hprg-mdb/guidance-documents-for-medical-devices/gn-14-r3-guidance-on-the-risk-classification-of-in-vitro-diagnostic-md-(2023-jul)-pub.pdf?sfvrsn=58f33d7a_2
https://www.sahpra.org.za/document/guideline-for-classification-of-medical-devices-and-ivds/
https://www.moh.gov.gh/wp-content/uploads/2016/02/Public-Health-Act-851.pdf
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INTENDED USE AND DEVICE CLASSIFICATION
HOW RISK CLASSIFICATION IMPACTS REGULATORY REQUIREMENTS

RISK LEVEL

EXAMPLES SELECTED REGULATORY REQUIREMENTS

(WHO Global Model Regulatory Framework for Medical Devices including IVDs)

Low individual risk and low public health risk

General use buffer

Basic QMS Requirements

Technical documentation requirements — none;
no technical assessment

Moderate individual risk and/or low public health risk

-includes IVDs for self-testing with less risk to the patient than those
in Class C

Fertility testing

ISO 13485-conforming QMS

Technical documentation requirements —
summary of studies may be submitted; analytical
performance studies and limited clinical
performance studies required.

High individual risk and/or moderate public health risk

-includes IVDs that are intended to be used for detecting an infectious
agent without a high risk of propagation, or for detecting the presence
of an infectious agent with the potential to cause death or severe
disability in the case of an erroneous result

Blood glucose self
testing

High individual risk and high public health risk

- includes IVDs that detect or are exposed to life-threatening
transmissible agents or transmissible agents and infectious diseases
with a high risk of propagation

HIV blood donor
screening, HIV self
testing

ISO 13485-conforming QMS

Technical documentation requirements - Full
Technical Dossier submitted for review; includes
protocols, line listed data and final reports for all
clinical performance studies. Analytical and
clinical performance studies required. May
require in country assessments and acceptance
testing by a defined body/independent
organization selected by the regulator.

13


https://www.who.int/publications/i/item/9789241512350

INTENDED USE AND DEVICE CLASSIFICATION
RISK CLASSIFICATION AND INTENDED USE - RECAP

Risk classification of device is a function of its intended use and may vary by jurisdiction

Indications for Use changes:

design controls,

risk management requirements,

quality requirements,

number and size of studies (including in-country evaluations),

amount of associated documentation that needs to be submitted to an SRA,
regulatory pathway of a device

! TOP TIPS:
_ [fthere is any uncertainty, generate a plan to meet the requirements for the
highest risk class/most “demanding” SRA to avoid repeating analytical or clinical
performance evaluations or having to create documentation retrospectively

¢
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I DEVICE SPECIFIC SEARCH

’ LOOk g|0ba I Iy for SpeCIfIC ( s TSS 1 - Human immunodeficiency virus (HIV) rapid diagnostic tests for \

. . V@@ World Health ’ professional and/or self-testing
reg u | atlo nS Or g u I d a nce for \'.l_; A}// Ol‘gaﬂlzatlﬂn = TSS 2 - In vitro diagnostic medical devices to identify glucose-6-phosphate

d . dehydrogenase (G6PD)_activity
your eVICe ﬂ Product Streams ~ » TSS 3 - Malaria rapid diagnostic tests
« TSS 4 - In vitro diagnostic medical devices used for the detection of high-risk

human papillomavirus (HPV) types in cervical cancer screening
In Vitro « TSS 5 - Rapid diagnostic tests used for surveillance and detection of an

Diagnostics

= Good start are Global
Harmonization Task Force
(GHTF) founding members* "

List of Approved Standards Bl e S a
g e

Canadaca » Depariments and agencles > Health Canada » Drugs and health products > Medical devices » Application Information

outbreak of cholera

= TSS 6 - Syphilis rapid diagnostic tests

Follow FDA_| _En Espaiiol

U.S. FOOD & DRUG [ K

Guidance documents - Guidance for Manufacturers of Human

Medical devices

¢ Identify similar devices on the
market and research how they T e b (V] Test Kits intended

devices manufactured

from or incorporating (BDE Version - 111 K]

got to market/what studies A S p—— Premarket Approval (PMA) .

© FDAHome © Medical Devices © Databases

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

the needed O ety IQEEEEEER@EE Recrdspe Page 10
y e e porto Excel “ Help
" . . ” Device 4 | Applicant ] et 4|Decision 4
= S h O W S C u r re nt t h I n k I n g O f Prodictiwm ragelate  Sroduct dafety’: HosiWeregalete; :(Geldance and risoue OraQuick® In-Home HIV Test OraSure Technologies, Inc BP120001 5703 057252023
OraQuick® In-Home HIV Test OraSure Technologies, Inc BP120001 S897 011062023
a n S RA O n W h at iS n eed ed to Aptima HIV-1 Quant Dx assay Hologic, Inc. BP150318 5028 121192022
Home -t e s Manilactudog cobas HIV-1/HIV-2 Qualitative Roche Molecular Systems, Inc BP190360 S010 101312022
. . . cobas HIV-1 Roche Molecular Systems, Inc. BP150262 S056 10262022
H H HIV testing in Australia
g et a S p e C I I C ty p e O d eVI Ce Alinity_m HIV-1 AMP Kit Abbott Molecular, Inc BP200455 S007 071082022
Information on the types HIV tests available and guidance for manufacturers and sponsors on clinical Alinity. m HIV-1 Abbott Molecular, Inc. BP200455 S010 071052022
h k performance req ts and risk N gies for HIV tests supplied in Australia. Alinity m HIV-1 Abbott Melecular, Inc. BP200455 S009 062212022
O n t e m a r et Last updated: 29 October 2021 LIAISON? XL MUREX Control HIV Ab/Ag HT DiaSorin, Inc. BP 100437 S009 06/14/2022
“listen BPrnt < Shae INSTIg HIV-1 Antibody Test Kit bioLytical Laboratories, Inc. BP000032 8028 06/07/2022

- J

*GHTF Founding Members: Australia, Canada, EU, Japan, USA 15
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I OTHER RESOURCES

Technical Guidance Series (TGS) contain valuable information
on a range of issues that are encountered in the manufacture,
verification, and validation of specific categories of IVD. TGS
apply in to all IVDs that are eligible for WHO PQ.

interpretation of the minimum validation and verification
studies to be undertaken by the manufacturer in support of

¢ Technical Specification Series (TSS) describe WHO's ¢
i in vitro diagnostic (IVD) performance claims E

Prequalification of
World Health | pedical Products

Prequalification of
| 1 World Health Meg' al Products
rganization | a

Organization

d kmmunization

Events

News About Product Streams v News ePQS About

Events

ePQS

/ﬁ‘ Product Streams v

In Vitro
Diagnostics

About In Vitro Diagnostic & Male
Circumcision Device Prequalification

What We Do

Documents A-Z

Prequalified In Vitro Diagnostics
Prequalified Male Circumcision Devices
In Vitro Diagnostics Under Assessment
IVDs Eligible for WHO Prequalification
MCDs Eligible for Prequalification
MCDs Under Assessment

ITl Prequalification Procedures & Fees:
VDs

Prequalification Procedures & Fees:
MCDs

ITI Post-prequalification Procedures &
Fees: Prequalified IVDs

Post-market surveillance

Post-prequalification Procedures:
Prequalified MCDs

Prequalification Reports
.

Technical Specifications Series

The Technical Specifications Series (TSS) set out the performance evaluation criteria for meeting prequalification requirements. Each
TSS document pravides information on the minimum performance requirements for WHO prequalification that should be met by a
manufacturer to ensure that the in vitro diagnostic that is being submitted for prequalification is safe and performs optimally. (A
transition period is being applied for those products prequalified before the relevant TSS document was issued. Manufacturers must
comply with the technical specifications in the relevant TSS document within three years of its publication.)

Compliance with prequalification technical specifications is verified during re-inspection. Failure to comply with the relevant technical
specifications will result in the delisting of the product concerned from the WHO List of Prequalified IVDs.

TSS 1 - Human immunocdeficiency virus (HIV)_rapid diagnostic tests for professional and/or self-testing

TSS 2 - In vitro diagnostic medical devices to identify glucose-6-phosphate dehydrogenase (G6PD)_activity,

1SS 3 - Malaria rapid diagnostic tests

TSS 4 - In vitro diagnostic medical devices used for the detection of high-risk human papillomavirus (HPV)_types in cervical cancer
screening

TSS 5 - Rapid diagnostic tests used for surveillance and detection of an outbreak of cholera

agnostic tests

TSS 7 - see 2021 version update TSS 16 below

TSS 8 - Immunoassays to detect hepatitis C antibody and/or antigen

DRAFT TSS 9 - Immunoassays to detect HIV antibody and/or antigen

TSS 10 - In vitro diagnostic medical devices used for the qualitative and quantitative detection of hepatitis C RNA

TSS 11 - In vitro diagnostic medical devices used for the quantitative detection of HIV-1 nucleic acid

TSS 12 - In vitro diagnostic medical devices used for the qualitative detection of HIV-1 and HIV-2 nucleic acid

TSS 13 - Rapid diagnostic tests to detect hepatitis B surface antigen

TSS 14 - Immunoassays to detect hepatitis B virus surface antigen

TSS 15 - In vitro diagnostic medical devices used for the quantitative detection of hepatitis B DNA

TSS 16 - Hepatitis C rapid diagnostic tests for professional use and/or self-testing, 2021 update

TSS 17 -_In vitro diagnostic medical devices used for the qualitative detection of Mycobacterium tuberculosis complex DNA and
mutations associated with drug-resistant tuberculosis

m
73
3
{7
=

In Vitro
Diagnostics

IVD

E About In Vitro Diagnostic & Male
Circumcision Device Prequalification

[+] what we Do
Documents A-Z
Prequalified In Vitro Diagnostics
Prequalified Male Circumcision Devices
In Vitro Diagnostics Under Assessment
IVDs Eligible for WHO Pregualification
MCDs Eligible for Prequalification
MCDs Under Assessment

3 Prequalification Procedures & Fees:
IVDs

E Prequalification Procedures & Fees:
MCDs

T] Post-prequalification Procedures &
Fees: Prequalified IVDs

T] Post-market surveillance

[+] Post-prequalification Procedures:
Prequalified MCDs

.

Technical Guidance Series

The Technical Guidance Series (TGS) was developed following a WHO consultation held in 2015 and attended by experts from national
regulatory authorities, national reference laboratories, and WHO prequalification dossier reviewers and inspectors. The guidance series is
a result of their efforts, and those of other international working groups, to provide clear information to manufacturers seeking WHO
prequalification of in vitro diagnostics (IVDs).

TSG documents apply in principle to all IVDs that are eligible for WHO prequalification for use in WHO Member States. They should be
read in conjunction with relevant international and national standards and guidance.

relating to a range of issues that are encountered in the manufacture, verification, and validation of IVDs

TGS 2 Establishing _stability of in vitro diagnostic medical devices: provides VD manufacturers with guidance on possible approaches

to determining stability and describes WHO prequalification requirements for stability testing.

the stability of components for IVDs, with examples on the change from establishing stability for multi-use dropper bottles to
establishing stability for single-use vials.

TGS 3 Principles of performance studies: identifies the key principles that apply when conducting and reporting the study design,
results, and conclusion of analytical and clinical performance studies that support performance claims for IVDs undergoing assessment
for WHO prequalification

TGS 4 Test method validation for in vitro diagnostic medical devices: provides guidance to manufacturers on the validation of the test
methods used in establishing the design, development and manufacture of an IVD.

TGS 5 Designing instructions for use for in vitro diagnostic medical devices: provides guidance to manufacturers on best practice when
designing the instructions for use (IFU), which are an opportunity for the manufacturer to interact directly interact with end users and
inform them about their product.

https://extranet.who.int/prequal/vitro-diagnostics/technical-specifications-series

https://extranet.who.int/prequal/vitro-diagnostics/technical-guidance-series
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https://extranet.who.int/prequal/vitro-diagnostics/technical-specifications-series
https://extranet.who.int/prequal/vitro-diagnostics/technical-guidance-series
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I SUMMARY

Global
Local and Inteqdeq Use/ Standards/
) Indications . :
Device Target Guidances — Design
For Use — — :
Type Market includin Requirements
Requirements g Device —
Usability
Searches
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I KEY TAKEAWAYS

To minimize risk of having to repeat work to enter a new market:

L 2 3 4

Plan for all Clearly define Identify the most Search globally Once this
potential target your Intended stringent risk for guidance and exercise is
markets. Use and classification for standards. complete, identify
Indications for the device. product

Use. requirements.

18
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QUESTIONS &
FEEDBACK




	Slide 1: DEFINING product needs: regulatory requirements
	Slide 2
	Slide 3
	Slide 4
	Slide 5: Device type and markets
	Slide 6: Intended use and device classification
	Slide 7: Intended use and device classification
	Slide 8: Intended use and device classification
	Slide 9: Intended use and device classification
	Slide 10: Intended use and device classification
	Slide 11: Intended use and device classification
	Slide 12: Intended use and device classification
	Slide 13: Intended use and device classification
	Slide 14: Intended use and device classification
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19: QUESTIONS & FEEDBACK

