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From Medical Device Yeast, Mold * In 2006 and 2008, respectively, the European Center for the Validation of enttoolsmddt

Alternative Methods and the Interagency Coordinating Committee on the
Validation of Alternative Methods endorsed the MAT for identifying Gram-
negative endotoxins.

* In 2009, the U.S. Food and Drug Administration (FDA) acknowledged that the
MAT may be used after product-specific validation, and subsequently
published guidance that possible use of the MAT if product-specific validation
is provided for FDA-regulated products such as medical devices (FDA 2009,

All presentation slides can be accessed at https://www.piscltd.org.uk/medical-device-pyrogen/.
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Next Steps

Potential Sources of Pyrogens in Medical Devices

» Medical device products for implantation must meet pyrogen limit

e * Workshop attendees agreed that next steps should include MDDT proposal
specifications before they are marketed.

Bacterial Endotoxins 2012 development for implantation of the MAT that includes:
» Monocyte activation tests (MATs) are human cell-based tests to detect and N )- _ Proposed context of use
quantify pyrogens. MATs use an ELISA assay to measure cytokine release * Assessed as part of sterility assessment « In 2010, the MAT was integrated into general chapter 2.6.30 (“Monocyte o
from treated blood cells. . Standard test: limulus amoebocyte lysate test, also known as the bacterial Activation Test”) in the European Pharmacopoeia and described as a full — Description of the MAT test methods
endotoxin test (BET) replacement for the RPT following product-specific validation (EDQM 2010). — Overview of the proposed evidence plan that will be used to qualify
. i « » the MAT
Principle of the Monocyte Activation Test Potentially Pyrogenic Chemicals The U.S. Pharmacopeia General Chapter <151> ("Pyrogens’) allows use of a o
validated, equivalent in vitro pyrogen or bacterial endotoxin test” in place of — Timeline
* Include manufacturing residuals that may Jeach out from devices during the RPT (USP 2018). NICEATM and PISC will coordinate with companies and CDRH to facilitate

Tgf:::;::zz:d;‘::::i"ing PYrogens: ITVL:::E;GHS :Ilnlcal uze, resultlnfgbl.n materléL;Tedlated pyrogenicity (MMP) « 1SO 10993-1:2009 gives preference to in vitro models when they yield equally MDDT development.
: - * » Assessed as part of biocompatibility assessment i '
* Gram-positive non-endotoxin « Peripheral blood P _ P Y relevant information (IS0 2009). « Training and education on the MAT is a critical activity to facilitate its adoption.
« Mycoplasma lipoproteins mononuclear cells « Standard test: rabbit pyrogen test (RPT) per USP <151> (USP 2018) : : :
« Fungi « Cell lines _ _ _ _ — USP will present a workshop on June 10-11, 2019, in Rockville,
« Viruses : « Exposure to pyrogens — Detects both endotoxin and non-endotoxin-mediated pyrogenic response

Chemicals/small molecul induces cytokines Maryland, on the “Future of Endotoxins and Pyrogen Testing:
. emicals/small molecuies

e BT — Gives a yes (pyrogenic) / no (not pyrogenic) answer : : Standards and Procedures.” Information on the workshop is
and FDA Medical Device Development Tool Program available at http://www.usp.org/events-training/workshops/

future-of-endotoxins-and-pyrogen-testing

— Requires a large number of test samples

Combine cell The FDA's Medical Device Development
ar?d telste cere Tools (MDDT) program is a way for FDA Qualification of Medical Device

. : T . to qualify tools such as pyrogen tests Develapment Tooks
substance Considerations for Qualification of an ot mefgllical e spo%org e he Cuidance for Industrs. Tool
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