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Start*
Establish contact
(5.2.1)

End
1SO 10993 does

contact. Isthere
direct or indirect contact between

Assess

Establish the device’s
configuration. composition,

/

' No device and potentially affected 7/ and clinical use
not apply individual? (5.3 and Figure 2)
(5.2.2)
Isthere a
clinically established
device with the same configuration, g
o

composition, & clinical use? (5.4,
Annex C, and
10993-1)

Yes

No

Establish the device’s hypothetical
worst case chemical release
via compositional profiling

(see Figure 2 and NOTE in 5.3.3)

Does hypothetical
worst case chemical release
exceed the safety threshold for any
chemical constituent?

Yes

Estimate the device’s actual chemical release via its
extractables profile. Perform a toxicological risk
assessment of all reported extractables per 10993-17.
(see Figure 3)

(5.6.2)

Does the
toxicological safety
assessment conclude the
extractables present an
acceptable health risk?
(5.8.2)

A

Yes

No Determine the device’s actual chemical release via its
- leachables profile. Perform a toxicological risk
7”1 assessment of all reported leachables per 10993-17.
(see Figure 4)

Is chemical
information sufficient for a
toxicological risk assessment, and does it

From a chemical perspective, the device
has been established to present an
acceptable health risk.
Evaluate safety further per 10993-1 as
appropriate
(5.11.1)

conclude that there is an acceptable
risk from the leachables?
(5.10.2)

Yes

From a chemical perspective, the device
has not been established to present an
acceptable health risk.
Evaluate safety further per
1SO 10993-1 as appropriate. (5.11.2)

*Note that the flowchart can be entered and exited at multiple points (see text of 5.1).

Figure 1



Information Generation

Toxicology Based Information Gathering

(Analytical Testing) Decisions & Evaluation
Start
Gather information on materials & chemical
Is there sufficient constituents (including additives, process aids,
information on < manufacturing residuals) to establish device
No composition? configuration & materials composition.
Establish clinical use (5.3.2)
A 4

Generate information (such as compositional
testing) that is necessary to complete the device
configuration and materials composition (5.3.3)

Is there sufficient
information on
ition?

Is there a need
to consider chemical analyses of
extractables or leachables? (See
NOTE in5.3.3)

Yes

chemical release exceed the safety
threshold for any chemical

Isthere a

clinically established
device with the same
configuration, composition, &
clinicaluse? (5.4, Annex C,
and ISO 10993-1,
Fig1)

Yes

v

Establish the appropriate
safety threshold (5.5 and
1SO 10993-17)

A 4

Establish the hypothetical worst

case chemical release based on
exposure to all of the device’s
chemical constituents (5.6.1)

hypothetical worst case
No

A 4

constituent?
(5.6.2)

Yes

End; Chemical Ct ization Compl;
From a chemical perspective, the device
has not been established to present an

acceptable health risk.

Evaluate safety further per

1SO 10993-1 as appropriate

(5.11.2)

\ 4

End; Chemical Ck

ization C |

Perform extractables From a chemical perspective, the device
festing, as appropriate has been established to present an
{See Figure 3)

acceptable health risk.
Evaluate safety further per
1SO 10993-1 as appropriate

or consider other
10993-17 approaches

(5.11.1)

Figure 2
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NOTE As stated in ISO 10993-1, 6.1, “The extent of physical and/or chemical
characterization required depends on what is known about the material
formulation, what nonclinical and clinical safety and toxicological data exist, and
on the nature and duration of body contact with the medical device. At a
minimum, the characterization addresses the constituent chemicals of the
medical device and possible residual process aids or additives used in its
manufacture.”



