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Implementation of Annex 1

Contamination Control according Annex 1 starts
from inside out.
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Parenteral Drug Assoctation

First Air

4.4 For the manufacture of sterile products, there are four grades of cleanroom/zone.

Grade A: The critical zone for high-risk operations (e.g. aseptic processing line, filling zone,
stopper bowl, open primary packaging or for making aseptic connections under the protection
of first air). Normally, such conditions are provided by a localised airflow protection, such as
unidirectional airflow workstations within RABS or isolators. The maintenance of
unidirectional airflow should be demonstrated and qualified across the whole of the grade A
area. Direct intervention (e.g. without the protection of barrier and glove port technology) into
the grade A area by operators should be minimized by premises, equipment, process and
procedural design.

4.19 The design of the technology and processes used should ensure appropriate conditions are
maintained in the critical zone to protect the exposed product during operations.

i. Isolators:

a. The design of open isolators should ensure grade A conditions with first air protection in
the critical zone and unidirectional airflow that sweeps over and away from exposed
products during processing.

b. The design of closed isolators should ensure grade A conditions with adequate protection
for exposed products during processing. Airflow may not be fully unidirectional in closed
isolators where simple operations are conducted. However, any turbulent airflow should
not increase risk of contamination of the exposed product. Where processing lines are
included in closed isolators, grade A conditions should be ensured with first air protection
in the ecritical zone and unidirectional airflow that sweeps over and away from exposed
products during processing

c. Negative pressure isolators should only be used when containment of the product is
considered essential (e.g. radiopharmaceutical produects) and specialized risk control
measures should be applied to ensure the critical zone is not compromised.

— Refers to filtered air that has not been interrupted prior to comactmg exposed product and

pmduct contact surfaces with the potential to add contamination to the air prior to reaching the critical
zone.
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First Air

* Installation Filling Path * Installation Filling Path
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First Air
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