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PDA IBI Company Profile
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PDA Project Background: Espresso Concept
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Espresso® is ready to mix solution, consisting of a standard vial and a diluent bag assembled under sterile

conditions. The Espresso® bag is equipped with a patented connector and each connector with a spike, able to
penetrate from the bag to the vial, allowing to activate communication between the two containers under sterile

condition.
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https://www.youtube.com/watch?v=8bQDbMX9sGE&feature=youtu.be

PDA Collaboration: The importance to share competences
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Collaboration: The importance to share competences

PDA Theory of games: Nash equilibrium
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PDA Team structure and responsibilities
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PDA Pareto efficiency: the ADDIE Model
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PDA Process Analysis: The Starting Point
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Bags preparation

*Manual loading
*Bio-
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o Flip-off removing
machine

*Bio-

decontamination

tunnel
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Aseptic Filling
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PDA Process Analysis: Preliminary Drawing
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A: Bags

decontamination
B: Bags feeding

C: Filling, capping &
Coupling

D: Bags Crimping

E: Labeling

v

Temean

:

* Blowing step
* Not crimping removal, only Flip-off

TTIT

F: Vials feeding

G: Vials blowing
H: Flip-off removal
I: Airlock

L: Decontamination

tunnel
M: Mouse hole
N: Vials aeration

O: Vial transfer
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PDA Preliminary drawing: Pressure cascade analysis
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PDA Process Analysis: Actual Drawing
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A: Bags

e F:Vials feeding

decontamination

* G: Flip-off removal

B: Bags feeding * H: Airlock

C: Filling, Capping &

* |: Decontamination

Coupling tunnel

D: Bags Crimping e L: Vials aeration

* E:labeling e M: Overturned
Vials trap
* New vials incoming procedure -~ -0
* G module beneath oRABS
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PDA Process Analysis: Final Pressure Cascade
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PDA Process Analysis: The Optimized Process
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gloves and RTP-port
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* Better solution for coupling
station

Bags preparation Bags loading Aseptic Filling P
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*Manual loading
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PDA 3D Rendering
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Bags preparation

Vials incoming

PDA

Paronteral Drug Association

* Manual loading
® Bio-

decontamination
chamber

* Manual loading

¢ External Washing
machine

Confidential and proprietary

Process Splitting: The Mock-up

Sterile drug
substance PY

Bags loading Aseptic Filling
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* Manual feeding

* Loading arm
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PDA Splitting step: Bags loading (module B)
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( P abs = 45 Pa (Isolator) \

UDF with ten U15/H14 filters
Area=5.3m?

T =21 "°C (operating value)
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PD Risk Assessment for air monitoring points
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Step 1

e Audit

* Process Analysis
eFunctional area
eHACCP Analysis

Step 2

eDefinition of all the possible sampling location

*FMEA analysis

eSampling point definition

Recommendation & Action

Step 3

eFrequency definition
*Monitoring Plan definition

Step 4

*Monitoring methodologies:
eTotal particles
ePassive air sampling
eActive air sampling

Confidential and proprietary

Without measurement there is no control



PDA Process Risk Analysis: Structured Approach
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Bulk Methods Machines

* Visual analysis
(fishbone)

* Fish head = defect
* Ribs = Major categories
* Men

* Material R
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PDA Process Risk Analysis: Structured Approach
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Microbiological Chemical

Bags

* Fishbone for finding
the root causes

‘Waste movement

Gloves Integrity
Filters Integrity
Aseptic Technigue
Isolator Leakage Differential Pressure

Filters Integrity

* Defect = Contaminated
liquid drug product

Surfaces Filters Blockage

Differential Pressure

Monitoring materials
Air Flows

Air Yelacity Peroxide residual
Monitoring materials

* Major categories

.. Contaminated

1 Monitoring materials - bag

* Chemical o

contamination ) Sl

. o All applicable root causes should be —

* Physical contamination evaluate for each phase with a S
* Microbiological quantitative risk methodology f—

contamination —

Physical
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PDA Process Risk Analysis: Structured Approach
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The selection of “critical” action to perform was
based on the calculation of a number that
reflects the “risk” the product will be
contaminated by a major category. This “risk”

was expressed via the Risk Priority Number
(RPN) UNACCEPTABLE

Risk Category Risk Category Description

High Risks that are above the acceptability
threshold must be reduced through risk
control measures: It’s necessary to modify

* Evaluation of the knowledge of the process; the design or perform a study/validation

 Evaluation of the probability to contaminate Neeaar 12| Medium Risk is acceptable when justified:

with the operation. It’s necessary improve the knowledge
7
during the validation phase.

when justified

* Evaluation of the severity of the
contamination; Low Risk is acceptable. It’s not necessary to

* The evaluation of the detectability methods in

place.

21

Connecting People, Science and Regulation®




PDA Process Risk Analysis: Structured Approach
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Fluid dynamics study

UNACCEPTABLE

Smoke test study

HVAC validation frequency

Ndd

ACCEPTABLE

Smoke test “in operation” frequency
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PDA Process Risk Analysis: Structured Approach
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e Materials:
Stainless steel typology
Plastic typologies

RA for SP * Design:
H,O, decontamination Worktop
Detergents/Sanitizers i .
Cleaning tools MaChlne tOp
Cleanability Conveyor belts and roundabouts
Desi .1
i ol * Cleanability
Materials

r * Exhaust grids

\ * Conveyor belts and roundabouts

* Moving parts

Hydrogen Peroxide decontamination
* Definition of the cycle
* Coverage study
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PDA Lesson Learned
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Evaluate : Analysis

: QbD

Quality Implementat

Improvement Design
ion

Time

; Applying 360° QRM and Team Work Approach your mind is so open that once you arrive to a solution

You just see a new opportunity for improvement 24
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