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1. GENERAL INFORMATION ON THEMANUFACTURER

1.1. Contact infor mation on the manufacturer
— Name and official address of the manufacturer

— Names and street addresses of the site, buildings and production units located
on the site— Contact information of the manufacturer including 24-hours
telephone number of the contact personnel in the case of product defects or
recalls

— Identifying information regarding the location of the manufacturing site (e.g.
GPS details, or any other geographic location system)

— 1.2. Authorized pharmaceutical manufacturing activities of the site

— Copy of thevalid manufacturing authorization issued by the Competent
authority should be submitted in Appendix 1. If manufacturing authorizations
arenot issued yet, this should be stated.

— Brief description of manufacture, import, export, distribution and other
activitiesas authorized by the Competent authority; including foreign
authorities with authorized dosage for mg/activities, respectively, where not
cover ed by the manufacturing authorization;

— Type of products currently manufactured on-site, if not covered by Appendix 1
(list in Appendix 2).

— A list including the dates of inspections and brief information on the results of
ingpections of the site by the Competent authority. If inspections are conducted
by foreign authorities, alist of GM P inspections of the site within thelast 5
years; including dates and name/country of the Competent Authority having
performed theinspection.

A copy of current GMP certificate (Appendix 3) should beincluded, if available.
1.3. Any other manufacturing activities carried out on the site

— Description of non-pharmaceutical activities on-site, if any.
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2. QUALITY MANAGEMENT SYSTEM OF THE MANUFACTURER

2.1. Quality management system of the manufacturer

— Brief description of the quality management systemsrun by the company and
reference to the standards used.

— Responsibilitiesrelated to the maintaining of quality system including senior
management.

— Information of activitiesfor which the siteisaccredited and certified, including
dates and contents of accreditations, names of accr editing bodies.

2.2. Release procedure of finished products

— Detailed description of qualification requirements (education and work
experience) of the authorized persons/qualified persons responsiblefor batch
certification and releasing procedures

— General description of batch certification and releasing procedure.

— Role of Authorized Person / Qualified Person in quarantine and r elease of
finished products and in assessment of compliance with the marketing
authorization

— The arrangements between authorized per sons/qualified per sons when several
authorized personsg/qualified per sons ar e involved

— Statement on whether the control strategy employs Process Analytical
Technology (PAT) and/or Real Time Release or Parametric Release

2.3. Management of suppliersand contractors

— A brief summary of the establishment/knowledge of supply chain and the
external audit program

— Brief description of the qualification system of contractors, manufacturers of
active phar maceutical ingredientsand other critical materials suppliers

— The manufacturer isresponsiblefor demonstrating specific measurestaken to
prevent the transmission of spongiform encephalopathy from animals, and all
steps of manufacturing and materials used arein compliance with the
regulations on the minimization of therisksfor transmission of animal
spongiform encephalopathy (BSE/T SE) via medicinal products. Compliance with
the said regulations may be demonstrated with a certification on compliance
with the relevant monograph of the European Phar macopeia, or with a
submission to the Competent authority including the scientific data
demonstrating the compliance with the said monogr aph.

— Measures adopted wher e counterfeit/falsified products, bulk products (i.e.
unpacked tablets), active pharmaceutical ingredientsor excipients are suspected
or identified
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— Use of outside scientific, analytical or other technical assistancein relation to
manufacture and analysis

— List of contract manufacturersand laboratoriesincluding the addr esses and
contact information and flow charts of supply-chainsfor outsourced
manufacturing and quality control activities; e.g. sterilization of primary
packaging material for aseptic processes, testing of starting raw materials etc.,
should be presented in Appendix 4

— Brief overview of theresponsibility sharing between the contract giver and
acceptor with respect to compliance with the Marketing Authorization (where
not included under2.2)

2.4. Quality Risk M anagement

— Brief description of quality risk management methodologies used by the
manufacturer

— Scope and focus of quality risk management including brief description of any
activitieswhich are performed at corporate level, and those which are performed
locally. Any application of the quality risk management system to assess
continuity of supply should be mentioned.

2.5. Product Quality Reviews — Brief description of methodologies used

3. PERSONNEL

— Organization chart showing the arrangementsfor quality management,
production and quality control positiong'titlesin Appendix 5, including senior
management and Qualified Person

— Number of employees engaged in the quality management, production, quality
control, storage and distribution respectively.

4. FACILITIESAND EQUIPMENT

4.1. Facilities

— Short description of plant; size of the siteand list of buildings. If the
production for different markets (i.e. for local, EU, USA etc.) takes placein
different buildings on the site, the buildings should belisted with destined
marketsidentified (if not identified under 1.1).

— Simple plan or description of manufacturing areaswith indication of scale
(architectural or engineering drawings are not required);



— Lay outsand flow charts of the production areas (in Appendix 6) showing the
room classification and pressur e differentials between adjoining areas and

indicating the production activities (i.e. compounding, filling, storage, packaging,
etc.) in therooms.

— Lay-outs of warehouses and storage ar eas, with special areasfor the storage
and handling of highly toxic, hazardous and sensitizing materialsindicated, if
applicable.

— Brief description of specific storage conditionsif applicable, but not indicated
on thelay-outs.

4.1.1. Brief description of heating, ventilation and air conditioning
(HVAC)systems

— Principlesfor defining theair supply, temperature, humidity, pressure
differentialsand air changerates, policy of air recirculation

(%). 4.1.2. Brief description of water systems

— Quality references of water produced

— Schematic drawings of the systemsin Appendix 7

4.1.3. Brief description of other relevant utilities, such as steam, compressed air,
nitrogen, etc.

4.2. Equipment

4.2.1. Listing of major production and control laboratory equipment with
critical pieces of equipment identified should be provided in Appendix 8.

4.2.2. Cleaning and sanitation

— Brief description of cleaning and sanitation methods of product contact
surfaces(i.e. manual cleaning, automatic cleaning in place, etc.).

4.2.3. GMP critical computerized systems

— Description of GMP critical computerized systems (excluding equipment
specific Programmable Logic Controllers (PLCs)

5. DOCUMENTATION

— Description of documentation system (i.e. electronic, manual, etc.)

— When documents and records are stored or archived off-site (including
pharmacovigilance data, when applicable): List of types of documents/records,
name and address of storage site and an estimate of timerequired retrieving
documents from the off-site archive.

6. PRODUCTION

6.1. Types of products (Referencesto Appendix 1 or 2 can be made):

— Type of products manufactured including:
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e List of dosage forms of both human and veterinary productswhich are
manufactured on the site

o List of dosage forms of investigational medicinal products manufactured for
any clinical trialson the site, and when different from the commer cial
manufacturing, information of production areas and personnel

— Toxic or hazardous substances handled (e.g. with high phar macological
activity and/or with sensitizing properties)

— Product types manufactured in a dedicated facility or on a campaign basis, if
applicable

— Process Analytical Technology (PAT) applications, if applicable: general
statement of the relevant technology, and associated computerized systems

6.2. Process validation — Brief description of general policy for process validation
— Policy for reprocessing or reworking

6.3. Material and warehouse management — Arrangementsfor the handling of
starting materials, packaging materials, bulk and finished productsincluding
sampling, quar antine, release and storage — Arrangementsfor the handling of
regected materials and products

7. QUALITY CONTROL

— Description of the Quality Control activities carried out on the sitein terms of
physical, chemical, and microbiological and biological testing.

8. DISTRIBUTION, COMPLAINTS, PRODUCT DEFECTSAND RECALLS

8.1. Distribution (the part under the responsibility of the manufacturer)

— Types (wholesale license holder s, manufacturing license holders, etc.) and
locations (local, EU/EEA, USA, etc.) of the companiesto which the productsare
shipped from the site.

— Description of the system used to verify that each customer / recipient is
authorized by the Competent authority to receive medicinal productsfrom the
manufacturer.

— Brief description of the system to ensure appropriate environmental conditions
during transit, (e.g. temperature monitoring/ control).



— Arrangementsfor product distribution and methods by which product

traceability is maintained.

— Measures taken to prevent manufacturers ‘products to fall in the illegal supply
chain.

8.2. Complaints, product defects and recalls

— Brief description of the system for handling complaints, product defects and
recalls.

9. SELF INSPECTION

— Short description of the self-inspection system with focus on criteria used for
selection of the areasto be covered during planned inspections, practical
arrangements and follow-up activities.

Appendix 1 Copy of valid manufacturing authorization

Appendix 2 List of dosage forms manufactured including the INN-names or
common name (as available) of active phar maceutical ingredients used

Appendix 3 Copy of valid GMP Certificate (if available)

Appendix 4 List of contract manufacturersand laboratoriesincluding the
addresses and contact information, and flow-charts of the supply chainsfor these
outsour ced activities Appendix 5 Organizational charts

Appendix 6 Lay outs of production areasincluding material and personnel flows,
general flow charts of manufacturing processes of each product type (dosage
form)

Appendix 7 Schematic drawings of water systems

Appendix 8 List of major production and laboratory equipment
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(= L2 £ 5 (Cephalosporins ) <l ) e sliand) ((Penicilling)  clilawdall-
(Other Beta - Lactams) .cumaill dpuwal) <l puaaioll

il ga gl -
Potentially Hazardous 4laisa s gdad culd 3 ga Ao A giaal) &l jaaiiosal) -
(substances)

(Highly Potent Products) Alle 4dlad <l 3l sa o 4 siaal) il paalowal) -

1 SterileProducts

1.1 Aseptically Prepared

1.1.1 Large volume parentrerals (Conventional)
1.1.2 Small Volume Parenterals ( conventional)
1.1.2.1 Liquid Vias

1.1.2.2 Liquid PFS ( Pre-filled Syringe)

1.1.2.3 Liquid amp

1.1.2.4 Powder vials

1.1.2.5 Lyophilisates

1.1.2.6 Eyedrops

1.1.3 Semi-Solids ( eye ointments/gels)

1.1.4 Large volume Parenterals ( blow-fill-seal technology)*

1.1.5 Small volume Parenterals ( blow-fill-seal technology)*

1.1.6 Eye drops ( blow-fill-seal technology)*

1.1.7 Solids & Implants

1.1.8 Other Aseptically Prepared Products (specify)

1.2 Terminaly Sterilized

1.2.1 Large volume parenterals

1.2.2 Small volume parenterals
1.2.2.1 Liquid Vials

1.2.2.2 Liquid PFS (pre-filled syringe)
1.2.2.3 Liquid amp

1.2.2.4 Powder vias

1.2.2.5 Eye Drop

1.2.3 Semi-solids

1.2.4 Solids & Implants

1.2.5 Other terminally sterilized prepared products (specify)

2 Non sterile Products

2.1 Solid dosage forms ( Tablets, hard shell capsules, dry suspension, powder, granules, pellets**)

2.2 Soft gelatine capsules
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2.3 Chewing gums

2.4 Liquids for external use

2.5 Liquidsfor internal use

2.6 Medicinal gases

2.7 Aerosols ( pressurized inhalations)

2.8 Semi-solids ( creams/ointments/gel s/sup./ovules)

2.9 Patches

2.10 Other non-sterile products ( specify)

3 Biological medicinal products ( per -product-specify the product & the activity towardsit)

4 Primary packaging

5 Secondary packaging

6 Batch release

6.1 with quality control testing

6.2 without quality control testing

7 Others ( specify):

(Badd) i o) AV s aladinly agali) oy 8%

Taking into consideration that same machine may produce the 3 stated forms produced by the blow - fill
- seal technology.

(V) & Galdl b5 )l clllaiall Lgdle gudayy %
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1) Warehouses:
- Receiving area.
- Sampling area.
- Quarantine area.
- Stock control.
- Storage conditions.
- Regected materials.
- Printed materials.
- Dispatch / Distribution .
- Standard Operation Procedures (SOPs) and records.
- IT inspection.
2) Production:
- Clothing /sanitation and hygiene
- Personnel flow
- Raw material flow ... Process flow
- Finished product flow .
- Dispensary
- Manufacturing operations
- In process control (IPC)
- Production line (liquid, solid, .... etc.)
- Processing and processing area :
1. Batch records
2. Timelimitation
3. SOP’s & log book
- Equipment:
A. Equipment construction
B Equipment cleaning and maintenance

- Facilitiesdesign

- Packaging operations

- Changepart storage and control

- Hygiene and cleanliness

-  Standard Operating Procedure (SOPs) and records

- Environmental control and monitoring
3) Quality Assurance

- Layout of the plant

- Organization and responsibilities.

- Documentation system (document control and issuance)
- Changecontrols

- Training

- Internal quality audit

- Product recalls

- Product complaints
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- Batchrecord review and release

- Annual product review

- Signaturerecords

- Risk manufacturing system

- Contract manufacturing /analysis
- Pest control

- Job description and qualification
- Returned products

- Health checking system

- Vendor Qualification
4) QC labs:

- Organization and responsibilities

- Specifications (Raw material, packaging material, finished product).
- Test methods

- Analytical reports

- Sampling plans

- Out of specification reports/ investigation

- Microbiology lab and testing

- Stability rooms and reports

- Reference/ working standards

- Retained samples

- QC identification system

- Standard Operation Procedures (SOP’s)and records
- Analytical instrument, qualification and calibration
- Release and r g ect decision

- Procedure availablefor:
0 Contamination prevention
0 Deter gent selection and sanitizer
0 Raw material retesting system

Starting material and finished product approval
- Sampling instruments
5) Utilities and engineering:
- Layout of water treatment system
- Layout of HVAC system
- Water treatment system
- Puresteam
- HVAC and Dust Extraction
- Compressed air system
- Preventive maintenance program
- Calibration
- Standard Operating Procedures (SOP’s) and records
- Wastewater treatment
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6) Validation:

- Validation master plan
- Equipment qualifications
- Water treatment qualifications
- Cleaning validation
- Processvalidation of analytical method
- HVAC qualification
- Cross-contamination-control
- Sensitizing and potent product
- Campaign production
7) Calibration :
Equipment calibration
Balance calibration
8) Others
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