Example 1: Manual packaging process

Batch Size: 2000 units

Process: Sterile units in their sealed primary package are hand-labeled (pre-printed with lot
number and expiration date) by 4 operators and then placed on a conveyor which takes the
labeled units to a packaging station where 4 units are manually placed into a manually
assembled, pre-labeled carton by 2 operators. The cartons are conveyed to a second packaging
station where they are manually transferred into a shipping container.

Evaluation: All packaging operations are manual, each step of the process can be 100% verified
by the operator conducting the process step. The physical handling of the sealed sterile unit is
assessed to determine if the operator can inadvertently induce a sterility breach under routine
packaging conditions, no such risk is found. Container closure integrity is assured via separate
studies. Placement of the labeled unit into a carton does not impact the quality of the product or
affect any batch record specific to labeling of the product. The software and system used to
generate the labels has been qualified. The pre-labeled cartons meet specification and are
approved for use by incoming inspection. Transfer of the cartons into the shipping container
does not impact the quality of the product or affect any batch record specific to labeling of the
product.

Definition of Validation Lot Size: Validation of the process is not required as continuous
monitoring is performed at a low-risk. Instead, release of the product will depend on meeting
acceptable AQL (Acceptable Quality Level) levels for defects

Example 2: Semi-manual packaging process

Batch Size: 200,000 units

Process: A non-sterile, oral liquid dosage form is filled in pre-labeled plastic bottles, sealed
with a tamper-evident seal and capped. The sealed bottle is directly printed with lot number and
expiration date using an ink jet printer. The bottles are then placed manually in individual
cartons; the cartons are then printed with the same lot number and expiration date. Groups of 6
cartons are shrink-wrapped together. The shrink-wrapped cartons are manually placed in a
shipping container. It requires 9 shifts to fill and package all 200,000 units in the batch.

Evaluation: The filling, sealing and capping of the non-sterile liquid should be validated within
the scope of the process validation. Subsequent to capping, the packaging process equipment
includes a labeler, cartoner, another labeler and shrink-wrapper. The labeling equipment provides
batch-record-specific information. Ensuring proper alignment on the bottle/carton is important for
legibility.

The potential effect of heat from the shrink-wrapper on the product and packaging materials has
already been assessed. The cartoner and shrink-wrapper have no direct impact on product
quality. Proper timing of the inter-connected packaging equipment is important not only to the
efficiency of the line, but also to prevent damaged bottles, cartons and labeling errors. Transfer
of the shrink-wrapped cartons into the shipping container does not impact the quality of the
product or affect any batch record specific labeling of the product.

During this operation, potential sources of variation include shift changes, shift breaks,
environmental conditions, and material variability. Material variability mostly affects shrink-
wrapping, but this is not a critical to product quality or major defect. Variability of the bottle

could affect printing, but a range of material types were qualified during the OQ (Operational
Qualification) of the labeler so this has been adequately addressed. The environmental conditions in
the packaging area are controlled, but tend to run warmer and more humid during the day and



