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AAMI TIR105:2020 Approach
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Current Reality

ISO 14971 AAMI TIR105 ICH Q9(R1)
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ISO 14971 Foundations
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ISO 14971:2019 — Medical Devices — Application of Risk Management to Medical Devices
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Linking Drug & Device Risk Assessments

Attribute Score

C terms

Score Description

Possible description

10 Established or expect a direct impact
on safety and/or efficacy of product.

Catastrophic / Fatal

Results in death

7 Moderate or indirect impact on safety
and/or efficacy. Direct impact on
efficiency.

Critical

Results in permanent impairment or irreversible
injury

5 Low or unlikely impact to product safety
and/or efficacy. Moderate or indirect
impact efficiency.

1 No impact to product safety and/or

efficacy. Low or unlikely to impact

Serious / Major

Results in injury or impairment requiring medical
or surgical intervention

Minor Results in temporary injury or impairment not
requiring medical or surgical intervention
Negligible Results in inconvenience or temporary discomfort

efficiency.

Cause & Effect Matrix

!

Relationship Score

Score Relationshi

10 Known of expected strong
relat hi P

5 Known or expected medium or low
relationship.

1 Known that there is no relationship.
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Critical Quality Attributes
Critical Process Parameters
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Hazard Analysis

Process FMEA

COA Hazard

Visible Particles Chemical Agents - Particles

Subvisible Particles

Concentration Delivery - Quantity

Sterility Biological Agents

Immunogenicity Immunological Agents —
Allergenic Substances

Deliverable Volume Delivery - Quantity

Potency Functionality — Critical
Performance

Viruses, Fungi & Parasites)

Hazard Hazardous Situation Harm Severity of Harm
|m & Biological Hazards
Biclogical Agents (Bacteria, |Administration of biclogical agent into the Death. Catastrophic (S5)
patient. Systemic infection (sepsis),

permanent impairment or life- Critical (S4)
threatening/irreversible injury.
Localized infection, abscess,
systemic effects, requiring Serious (53)
medical/surgical intervention.
Loca!ised infection, not requiring Minor (52)
medical intervention.

——

Risk Management
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Failure Mode Analysis & Risk Analysis Relationship

| Risk Management Traceability Matrix
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Risk Management Traceability Matrix

Process FMEA

Intended Use Design FMEA (o Deves]

Characteristics
Related to Safety
(ISO/TR 24971)

Risk Management
Traceability Matrix

Verification of
Implementation of
Risk Controls

Preliminary Hazard
Analysis
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Drug Agnostic Risk Assessments

Common Hazard Library
Common Risk Assessments

« Four different risk management files. Drug Related
. ] : . Harms
- Risk of inconsistencies between common
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Drug Agnostic Risk Assessments — Common Hazards

Identification of Characteristics Product Specific Risk

Management Plan

Related To Safety — Hamandous Sstion b ey e »
(ISO/TR 24971 Annex A)

Biological Agents (Bacteria, |Administration of biological agent into the Death. Catastrophic (55) Extremely Unlikely |
Viruses, Fungi & Parasites)  |patient. Systemic infection (sepsis),
permanent impairment or life- Critical (54) Extremely Unlikely

threatening/irreversible injury.

Common Hazards
Assessed by Project
Team

Localized infection, abscess,
systemic effects, requiring Serious ($3) Unlikely
medical/surgical intervention.
Localised infection, not requiring
medical intervention.

Common Hazards
Library

Minor (52) Possible

L ient exposed to mi ial agentson  |Localized infection, abscess,
packaging or external surfaces of MDCP. systemic effects, requiring Serious (53) Unlikely
i . medical/surgical intervention.
|dentification of Hazards Tocarsed hecon,morrequrng
medical intervention.
Subcutaneous injection performed with No harm. Negligible (51) Extremely Uniikely

unclean hands.
Subcutaneous injection given through unclean |Minor local irritation or 7 ~

) . 3 Minor (52) Possible
skin. inflammation.

Minor (52) Possible

Applicable Hazards
Added to Product
Hazard Analysis

Review, Update and
Approve

Product Specific
Hazards Added to
Product Hazard
Analysis

Identification of Hazardous
Situations, Harms, Severity & P2

2,15
iy

Feedback Potential
Updates to Common
Hazard Library

All Hazards Assessed
by Project Team

é Pﬁzel' Pharmaceutical Research & Development 10



Conclusions

- AAMI TIR105:2020 provides a good architecture for assessing
combination product risk and is device independent.

- Failure of a drug product to meet CQA requirements can be assessed in
an ISO 14971 context.

- Approach results in holistic combination product risk assessments with
little extra work.

- Drug agnostic risk assessments save time and drive consistency when
same platform device utilized over multiple drug products.
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