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1.% B 2003 # cGMP for Medical Gases (draft)
F.4Aed &
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PRFEEOCUF AR ANEEIR LT R h KBRS & 25
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2. EIGA GMP :
8.4.4 Starting Material Release
Only starting material which has been released by the Quality Control
function shall be used for medicinal gas cylinder filling.
Bulk gases intended for medicinal use shall be:
» defined as a batch
» controlled in accordance with relevant Pharmacopoeial
monographs
* released for filling medicinal gas cylinders.
9.2.3 Product Release
For the final release of medicinal gases for patient use, the
following assessment shall include a review of:
* results of in-process tests
* batch records to demonstrate compliance with manufacturing and
testing procedures
» final product testing to ensure compliance with the finished product
specification
» where appropriate, examination of the filled cylinder, including
checking the requirements for |abels, leaflets and any tamper
evident seals.

3.EFCGA-x 2 F» 5 si#id
15.8 Production Record Review
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All drug production and control records shall be reviewed and
approved by the QCU to ensure accuracy, completeness, and

compliance with all established, approved written procedures before q
batch is released or distributed. Any unexplained discrepancy or
failure of a batch to meet any of the specifications shall be thoroughly_
investigated whether or not the batch has been distributed.

Product been investigated (but not yet shipped) shall be held in
guarantine. A written record of the investigation shall be made and shall
include the conclusions and follow-ups.

The review shall include inspection of the record for accuracy,

completeness, and compliance including but not limited to:
- Proper correction techniques (single strikethrough, correct data,

initials of corrector, and date of correction);

- Proper analytical test method;

- Verification that analyzers are calibrated,;

- Analytical results within the specified limits and expressed in the
correct number of significant digits and correct units;

- Proper revision of any records used;

- Proper initials or signatures and dates indicating completion of
significant steps;
Note — Firms using an automated analytical system may substitute a
computer entry for the signature of the analyst provided that they
meet regulatory requirements.

- Review of the operational critical parameters to ensure the operation
is running in the range identified during the firm’s risk assessment;
and .......

4. Annex 16 to the EU Guide to GMP - Certification by a Qualified Person
and Batch Release, January 2002

8.1 Before certifying a batch prior to release the Q.P. doing so should ensure,
with reference to the guidance above, that at least the following

reqguirements have been met:

a) the batch and its manufacture comply with the provisions of the
marketing authorisation (including the authorisation required for
importation where relevant);

b) manufacture has been carried out in accordance with Good

Manufacturing Practice or, ...... ;
c) the principal manufacturing and testing processes have been validated;
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account has been taken of the actual production conditions and

manufacturing records;

d) any deviations or planned changes in production or quality control
have been authorised by the persons responsible in accordance with a

defined system.
Any changes requiring variation to the marketing or manufacturing
authorisation have been notified to and authorised by the relevant
authority;

e) all the necessary checks and tests have been performed, including

any additional sampling. inspection, tests or checks initiated because

of deviations or planned changes;
f) all necessary production and quality control documentation has been

completed and endorsed by the staff authorised to do so;

g) all audits have been carried out as required by the quality assurance
system;

h) the QP should in addition take into account any other factors of which
he is aware which are relevant to the quality of the batch. A Q.P. may
have additional duties in accordance with national legislation or
administrative procedures.

5.WHO: Batch Processing Record Review (SOP Example)
1. Purpose
2. Scope
3. Responsibility
4. Materials and Equipment: Batch processing records
5. Procedure
5.1 When the batch processing record has been assembled and
reviewed by the Department, it is submitted to QA for review and
approval
5.2 Review:
5.2.1 Accurate component lot numbers.
5.2.2 Completed forms:
All blanks filled in;
All choices marked;
All initials, signatures, and second signatures present;
All data entered in ink.
5.2.3 All dates agree.
5.2.4 Corrections.
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Cross-out of original with a single line, initialled and dated.

5.2.5 Calculations correct.

5.2.6 Summary pages agree with in-process records.

5.2.8 Expiration dates for in-house solutions are accurate: components
were not expired at the time of preparation.

5.2.9 Solutions are used before expiry date.

5.2.10 All data meet criteria of acceptance.

5.2.11 Deviations were recorded, dated and initialed by the operator

and countersigned by the Department Manager.

5.2.12 All pages are in the Batch Processing Record.

5.3 Approval: Batches must be approved before release for distribution.
Any unexplained discrepancy or failure of a batch, or any of its
components, to meet any of the specifications must be investigated
through an Incident/Deviation Report. If necessary, the investigations
will extend to other batches of the same product which might be
associated with the specific failure or discrepancy.

6. Reference Documents
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